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WO 2006/ 033620 PCT/ SE2005/ 001364 1 NEW HETEROCYCLI C
AM DES FI ELD OF THE | NVENTI ON The present invention
woebm@i83620 0 new conpounds, to pharnmaceutical PCT/SE2005/001364
conpositions contain- 5 ing said conmpounds and to the
use of said conpounds in therapy. The present
invention further relates'to processes for the
preparati on of said conpounds and to new i nternedi at es
NEW Wsad Riotychacpnendeast i on t hereof. 10 BACKGROUND OF THE
I NVENTI ON Pai n sensation in mammals is due to the
Fnﬂjggﬁ§¥ﬁﬁl 1Ibﬁ? peri pheral term nals of a special-
I zed pul'ation of sensory neurons known as
n00|ceptors Capsaicin, the active ingredient in hot
pers, prqguces sustained(%ctlvatlon of n00|ceptors

The PigseTAPEHBR Selies B ROV SOBPEW P tosRHRAREUHSA FORRISIIOND Fontain-
[ fo
v s 619 0o of (s LB SCER i Lo

furthef miateaxmsmbcmisses dodthe tpseparaioogiesid coBpoutidsranddo ke, lntermedlates
. umacherqz% et.al. Nature (1997) v.389 p

usedlg Sty 8Phnal studies using VRL indicate that
it is also activated by noxi ous heat , tissue
acidification) and other inflammuatory nediators
(Tom naga, M, Caterina,MJ. et.al. Neuron (1998) v.21,

QN of VRL is also regul ated
BA££$#§ pe§ﬁ§ﬁ%§lﬁxﬂg Ve danage of the type that | eads

to neuropathic pain. These properties of VRL nake it a
hi ghly .rel evant tar%et for., pain and for disease

Pain SFWHP’O i gapalsihe o the WVP%%@%W §?%pf@ralttﬁémwii of a special-
ized p:'ggﬁl%ﬂ&? bf %Qor?%uro‘?é kﬁp%gﬁ %foEQeﬁthsoé aftkf, I HeRLRe ingredient

struction, the use of agonists, such as capsaicin
in hotgregpers sprodwmab eguaisecd astivation tof diodioeptom anteilso prodgenaydose-de-
neurotoxmltﬁq nd i ndycti on 0

pendeff BHB AowGb it SUPHER (IPBER B EERVI FoBton Rl Vot FREV)

demof¥i@YRl TR /RISES Whe nf¥1E@IANtSES fﬁ?tﬂaﬁsaldﬁ'ﬁﬁaitﬁ dnBRgues. (Ca-
anal gesi c properties, but avoid pungency

terinaMdy, &CbummheyMsAd ectel Néattes, (19€0mpasnhgss l\ﬁr%%)vmnctlonal studies

using ;\}Oi{i ?xgtécg e t 1JH§ na{ls)() ag:rﬁlgilt%glbéﬁl\égﬂou% §er§e t18§u chlﬁtaajér%lgl) YRS other
1nﬂan§ﬂzﬁbryaﬁleﬂﬁtdﬁs (esR@paM.y Catsdina .71 &fdl ammo@rofw%) v.21, p.531-
umati c __origin such as arthritis, ischa

543). Eaa@éwon of BRIk s egulatng afise wephgal a«hfavepé%ma%ﬁp@ﬁ theityee that
| T
ead 30 pB ABHEL TobsrooRRRERG0) By Tt Bgnnd At g o

pain apdifosdiseasks msoh/ingjimiﬂammﬁtimhcwmlie ragomyts tof thes VRilrretepada @n act
as ang]gios 480N PO P <G i U35 oL @R, Ul 4p pipiet and i
analo%ﬁ@rféﬂﬁﬁﬂ%ﬁ dufdl ¥ fﬁ@i‘r‘ ?@'g&%Gﬁgﬁgﬁ)%Qlt?%ﬁmQQﬁ%ﬁthemm

ropat h mul tip erosis, and the |like (Wl ker et
Insteagd) agemsdhat m‘;.thp @qtlvatbf of \ﬁh]aqahmbbprog(@ore useful Antagonists would

maintain the analgesic properties, but avoid pungency and neurotoxicity side effects.

Compounds with VR1 inhibitor activity are believed to be of potential use for the treatment
and/or prophylaxis of disorders such as pain, especially that of inflammatory or traumatic
origin such as arthritis, ischaemia, cancer, fibromyalgia, low back pain and post-operative
pain (Walker et al J Pharmacol Exp Ther. (2003) Jan;304(1):56-62). In addition to this vis-
ceral pains such as chronic pelvic pain, cystitis, irritable bowel syndrome (IBS), pancreati-

tis and the like, as well as neuropathic pain such as sciatia, diabetic neuropathy, HIV neu-
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Ther. (2003) Mar; 304(3):940-8), are potential pain
states that could be treated with VRL inhibitonThese
woaopoasids are al so believed to be potential | ypasskedos/01364
for inflamatory dis- orders |ike asthma, cough,
i nflammat ory bowel diseaseqo|IBD) (Hwang and Ch Curr
Qpin s Pharmacol (2002) Jun; 2(3):235-42). Conpounds
with VRl blocker activity are also-useful for itch ,
I | f : :
ropa’d"}fg1 Srtnrﬁfgi gksgdl d t'h% Gkl %g\rdgugegsez a?%&@e’[shldee&e aé iJ SI:harmacol Exp
Ther c(@ﬁﬁé)r Mau;BDﬁa(ab 940489;(311& lpn'enﬁﬂ il stayae ehatodouidebd tragield with VR 1

inhibligi ] 850&%9&‘1'1@%%’&'&2&%928% gyot%mfg%&%@%yr atory dis-
ordex’s ke RisEPaS & nﬁiéﬁn&’ct)ryp%\%ltdl@aséjﬁﬁﬁ C{Hv;atﬂg and Oh Curr Opin

treat ment and7 dr prophyl’axi s of the ef
Pharmaqnd $2002) Ton;%@):233-@2a dfomprvads withKéR t bpshercdchivity atesdso useful

) i d Szal | id). f h )
for il B i disclics TG neb B o7 o' ehickeseohodthl el dliseress(GERD),
emesisQ c\!(ﬁ?éeraﬁfﬂlé&?t Rkéntinéde bﬁ@'l@?&ﬂﬁﬁv%lﬁd@éﬁ oY 1|§ggdi§ ef 4l BJU Int
in the treatiment of interstitial gstltls and” pai n

(2001)Jatdd P} 7g4-9, Sealiast Ani hlig pattiol (2002) bl 8DET9H2LED’R1 inhibitors are
also &E’p%?g{tp ﬂxg\{b heTtJr_é%tl{ng %'\I(-ir/log\lrolaﬂglaggj oﬁ ?I% ?%ec{s §t e@cﬁgﬁﬁen fo VR1

ron 1s to prov e CO S eX

activhtotyl liketcapyniciA OF tedi §36, adidd bcheda(Szhllmi ehidecept or 1
The present invention provides conpounds of

VR1). 20
ltﬁrﬂ%rrtsntlal ugereiatgsnio the frgatmentf tplprnceto/ R ke §t1ve€9r@) ~ P
VR1 thiﬁnlt(%rﬁ\ﬂ?@ra?éo%e seRul B tHeSreibm ynyr{?tﬁjst‘i)hal Inﬂ ﬁn,n related to

Cl-6 keny C2_ba , Cl.6 a oa
interiﬁtiaanesltltxal kyl O, R60CO- 6al kyl, R6CO, R6000 or CONRGRY;
mis 0, 1, ; or 3; WD 2006/033620 PCT/ SE2005/001364 3
. R is H N2, halo, NR6R7, Cl 6al kyl, C2_6al kenyl,
C2_6al kynyl , Cl1_6hal oal kyl, C1. 6hal oal kyl O cyano,

R6OC0_6al kyl , R6CO, R60CO R6CONR7, R6R7NCO, R8SC2,
DETAILED DESCRIPTION OF THE INVENTION

The object of the present invention is to provide compounds exhibiting an inhibitory

activity at the vanilloid receptor 1 (VR1).

The present invention provides compounds of formula 1

H

\

N\
RZ(RS)p)\(CHZ)n <O;

ey,
wherein:
R' is H, NO,, halo, NR®R’, C,_¢alkyl, C,.salkenyl, Cy.¢alkynyl, C;.¢haloalkyl,
C1.shaloalkylO, R°0Cy.ealkyl, R°CO, R°OCO or CONR’R’;
mis0, 1,2 or3;
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R8S02HN, aryl1C0_6al kyl or heteroaryl CO. 6al kyl; R3 and

RO are each independently Hor Cl.ialkyl; s RZ and R3
wopbiemazd2by forma ring; pis 0, 1 or 2; n is BCTRE205/001364

or 4; R5 is Cl_10alkyl, C6_10arylCO.6al kyl,

C3_7cycl oal kyl CO. 6al kyl -or3C5_6het er oaryl Q0. 6al kyl ,

whereby any aryl, heteroaryl or cycloal kyl nmay be

fused with aryl, heteroaryl, 10 C3_7cycl oal kyl or

. | Ky ' i tuted
s PP SRS B, U gt Ol
C1.chR60R0) , cyrabp RO, Galkkl | RSQMRE RFOCTL,_BAGODER'KWR'NCO, RSO,

s ~CL _6hal oal kyl O, R6OX0_6al kyl , hydroxyd _6al kyl, R8S02,
R*SOpigNoarp¢o-cetybar atesoanTCwseiibR7: * 15 R6 and R7 are each

3,0 g I i. and R8 is NR6R7 or
R an%ﬁ%%le%g %é%gg#@gy%ﬁﬁé&l’or sol vated salts
R? antl RE ptifnallyi fotred rbe ow are definitions of various terms
. used.in the specification and clains to de- 20 scribe
pis 0 har&r esent invention. For the avoi dance of doubt it

nis 01 8 A& e understood that where in this specification a
group i's qualifie “herei nbef ore defined',

db
R’ is dafiabied, Késrmrmlﬁ.’afsaikez Grrcydetlkpléa sallspl @1 ChehetrapatylCo.calkyl,

wher gy A Ao e o T ol ey 44 B RS sebBBE

Cs.7cft@édlB) tor @shéteroct tlailkgl anpwhichrR 1 hgy dv eulsitinged afithdas bk more
It is to be understood that in this specification
A; *Cl.6' neans a carbon group having 1, 2, 3, 4, 5 or 6

Ais B ﬁoﬁoa}%%eﬁﬁ%eq,mﬁg{:%ﬁﬁﬁﬁ i g eliéﬂga6RV{f&1%ﬁ§1.o§1 t ed

et w e ncl u oth straig and

Ci.shiloakglted RAnakyky Ihygroyfssadiad, nBRiSGe, RIGO.HNg bkarylO or
|kmted to nmethyl, ethyl, n-propyl, i- propyl,
CONB—%utyI , I-butyl, s-butyl, t-butyl, n-pentyl,

RS anl ROGHY dch iﬁde%%ﬁe\ﬁtlgl—f‘@@@lpﬁ ¥landn- hexyl or WO
2006/ 033620 PCT/ SE2005/ 001364 4 i -hexyl, t-hexyl. The

R®is NR°R{ @1CRsadkyflyl having 1 to 3 carbon atons and may be

met hyl,, et hyl n-pr.opyl., 1i-propyl or tert-butyl. The
Orsa]fseisg]xataorsr%‘é?ﬁ%dsﬁl‘gg?fg%&r does not excist. For exanple
when R3 is Coalkyl, R3is a 5 bond and "aryl Coal kyl "

is equivalent with "aryl", "C2al kyl OCoal kyl" is .
Liste@ galowatterefipitians of opapls, feams used in the specification and claims to de-

scribe the present mvention.

For the avoidance of doubt it is to be understood that where in this specification a gfoup is
qualified by ‘hereinbefore defined’, ‘defined hereinbefore’ or ‘defined above’ the said
group encompasses the first occurring and broadest definition as well as each and all of the

other definitions for that group.

For the avoidance of doubt it is to be understood that in this specification ‘C;¢’ means a

carbon group having 1, 2, 3, 4, 5 or 6 carbon atoms.

In this specification, unless stated otherwise, the term "alkyl" includes both straight and
branched chain alkyl groups and may be, but are not limited to methyl, ethyl, n-propyl, i-
propyl, n-butyl, i-butyl, s-butyl, t-butyl, n-pentyl, i-pentyl, t-pentyl, neo-pentyl, n-hexyl or



10

15

20

25

30

In this specification, unless stated otherw se, the

term "al kenyl" includes both straight and branched
wohedervdzd2benyl groups. The term " C2- 6al kenyl " RavViSEZP02/001364

to 6 carbon atons and 10 one or two doubl e bonds, may

be, but is not limted to ynyl, allyl, propenyl,

butenyl, cro tyl, pentenyl, or hexenyl, and a butenyl

group may for exanple be buten-2- yI but en- 3-yl or

AR the e ¢ ACRRSEER 6) aUR S A o

n—prc@lyﬂl—pi@yﬂ)bmetﬁﬁﬂylchal n aI kynyl groups. The term
"C2-6al kynyl" having 2 to 6 carbon atons and one or

two trippel bonds, may be, but is not limted to
The ®REAMEL” m@e{ﬁ%pﬁﬁ&)d or @(?e@tﬂb'i‘)ékmg’cr Fof %ﬁgﬁé N l@o)(ﬂ{'?//i Rlisa
group may for exanple be butyn-3-yl but yn-4-yl
bondt drids“mpl€oilkyl? as iegnivalent edth Srpl’e ICoikpdOMbalkyl”tineqivalent with
wn wcCycloal kyl™ refers to an optionally 20 substituted,
(hagﬁﬁ%rated cyclic hydrocarbon ring system The term
"C3-7cycl oal kyl" may be cycl opropyl, cyclobutyl,
cyclopentyl, cycl ohexyl or cl oheptyl The term
In thisispeefieatips) @ﬂpssyqta'tc@ etherwise, af}:@ termg a Iriaelades both straight and
brancglo rc%é%rn%%%n‘% 'gts ?j%é ¥ rﬁ)lr “(9 grfé":]}galvﬁgﬁfttg r@ca??on atoms and
one dr&%tdoﬁBE Hoate maat eenbut &&&Xl&nwdets vyl Szﬂlytli, ﬂ?ﬁ}bfﬁiyh yedngl, cro-
include, but are not limted to yrrolldlr
tyL, PgyieRe prfsgnyL ast sterlgyoup rﬁ%@r&ﬁlﬁpﬁe er]PélF?S‘h%‘D’ Ryfen-3-yl or
buteﬂ’?ﬁ@&."' yl, 2-oxazolidonyl or tetrahydrofuranyl. In this
Ci ficati on, unless stated otherwi se, the term
"aryl" refers to an optionally substi- tuted

In thg?sgﬁéﬁg%{o& %egpg%g#ot ar otE% { 0o n‘agaz%.?/g i?l.tug%lgpﬂ?) étralght and
| a h
o 60 5 AT A B Wi s

one gherd fiippsl ibonds, untede, Butatsawpt dtrméqd/vtcs étynyh @repsrgyl, pentynyl or
ar r ef er s 0 _an | b ed
hoxypih B a3l gfoib 0 fof ofudlB he BPG Lo G40k o

systen1conta|n|ng at Ieast one heteroaton1se|ected

I ndependently formN, 0 o | es of "heteroaryl”
In thipespegifications unl&ﬁSestﬁtsé orthWtSédthf: cserpay rqy(ﬂﬂalkY;s Fetess yip an optionally
subs@tﬂfcﬁl se}tﬁlja{eﬁ ch 28X lrin él*hiey cﬁﬁ)x@g% %{ Oall{yli“ fhay be

pyr benzof u , |50|
cycldpeas;zyl,mydh)boﬂyilIcyclppcmtylhzjmylhqubwcycioﬂmpwl ,  pyrazi nyI
tetrazolyl, triazolyl or oxazolyl. In this
speci fication, unless stated otherwi se, the terns

The te%hY‘Bé‘ﬂeKiéklcloﬁlk‘}l” 'RRbRE Q33-Wb FLd¥nbered Si@L arbfafic, partially or com-
substituent that is attached via the alkyl group to an

pletely saturatied g diorerhPy IsTeppo ihici eukaing enestingard 1 least opp heteroatom.
Le e t iy 0" .
Exany & gf gé?iﬁeh ?eqm%;e D: H%’gir%b b{lp Srg &{tﬁ%r Okoopylgglg%l%yl errohdonyl,
piperiidih$l, pﬂpe@zﬁqyc &idrplﬁblmylnlcﬁﬁiolﬁlt atozdzalidoayMorderahydmfiiranyi
"hal oal kyl " nmeans an al kyl group as

In this specification, unless stated otherwise, the term “aryl” refers to an optionally substi-
tuted monocyclic or bicyclic hydrocarbon unsaturated aromatic ring system. Examples of

“aryl” may be, but are not limited to phenyl and naphthyl.
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Is defined above, which is substituted with halo as
defi ned above. The term "Cl. 6hal oal kyl" may i ncl ude,
wouabosiis3aaot limted to fluoronethyl, difluoromechgE2005001364
trifluoronethyl, fluoro- ethyl, d|fluoroethyl or
br omopr opyl . The term "Cl @haloalkyIO may i ncl ude,
but is not I|imted to fluoronethoxy, difluoronethoxy,
trifluoromethoxy, fluoroethoxy or difluoroeth- oxy. 20
In thimge&ﬁ%tf‘dﬁg ggfsal S{ﬁtle&’ %ﬂ%ﬁﬁéb A (GHPRUGESyPEREL &Flad bBBnaly
substiduted ﬂﬁcdiongd:lhs}dramynhc) ehdamtyﬂeﬂ faenydtic ridds z{y%‘eem ¢anteiding at least one

heter&tglgnsé da.z%a-s{‘ l%ﬁjﬁlgﬁg‘{ ]a (5n 2)9 %7 Examplgs ¢f “heteroaryl” may be, but
o s BRSSO b, s, s, i

zolylHpyrerady hybeazodiryl, indolys ssbamiolid, bedzimidazolyl, pyridazinyl, pyrimidinyl,

mﬂ@ﬁﬁﬁ¢gp§ﬁ?ﬁﬁﬂvp§g§%%§ﬁ%§gthy')Dhenyl] 2-(7-nitro-1H be

N-[ 3- (et hoxynet hyl ) -5-(trifluoronethyl)phenyl]-2-(7-n
itro-1 H benzi mdazol - | - I)acetamde 2-(7-acetyl -1

In this speeificatiora zolesy stgteyl- qthefrsus(err@hdqmly Seuylallyyls apd heternerdalkyl”
retr fo {SAEBPERYS bR P EE a?) pmungp 12 30 ox torpaot e

nzi m dazol 1-yl)acet am de,
N-[ 3-acetyl - 5- (trlfluoronethylgphenylj (7-nitro-1
In thyg m&ﬁq@fla%ezm csp. §iptpd Qtheisge the serps. dale ydndg halogen” may be
yl)-N[3-acetyl-5-(trifl uoromethyl)ph
ﬂwﬁéﬁg fg%g¥g% Q}D%VI)ZOOGIOSSGZO PCT/ SE2005/ 001364 6
2-(7- acetyl 1H benzi m dazol - 1-yl)-N-[ 3-cyano-5-(triflu
or onme

In thlﬁl_S‘E)%Cl{' %pﬁgﬁ%é}"ﬂvf tgﬁla%?ﬁ’ ]theztefrg “hploplkyy’ means an alkyl group as

deﬁnéﬁ lﬁ@@&zé Wlﬂ@hz Rl substithtbd 368 BAIH 48 defined above. The term “Cy. chaloalkyl”
| or o- 6- met hoxy-1 H-benzim dazol -1-yl)-N-(2,3

may .1 myedlb@t is npt| lmjyéerd. & fIhyrpoegiydndlilaoromethyl, trlﬂuoromethyl fluoro-

ethyl d ur?%?ertrl? Vi I%togxi%?)gl) g.?lgrr%\ég}é '%é(égalga{]f(yle)” may include, but is not

limitdd {03 weRbiemyxp-difundrembmoye! thithaopiaiydy] flidorodthbky bdifidoroeth-
benzi m dazol - 1-yl ) acet am de,

OXY-N-[ 3- (2- net hoxyet hoxy) -5-(trifl uoronet hyl )phenyl]-2-(7
-nitro-1 H benzimdazol- | - yl)acetamde, N[3
- met hoxy- 5- (t et rahydr of ur an- 2- yl net hoxy) phenyl ]-2-(7-n
The present ihvehtienponideaamipolndy fdlextat fromdbe gbfp consisting of

- oA SO ) i T S i,
N-[3= 3@%@§m3é¥()bﬁén}\,nLm(voﬁﬁtohm)oeﬂﬁﬁﬂadzoﬁ1%1)6&&%3{&- 4Him

ui nol i ne-4- carboxam
N-(1,3- dlhydro 2—benzofuran 5-y1)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,

N-[3-methoxy-5-(methoxymethyl)phenyl]-2-(7-nitro- 1 H-benzimidazol-1-yl)acetamide,
N-[3-(methoxymethyl)-5-(trifluoromethyl)phenyl]-2-(7-nitro-1 H-benzimidazol-1-
ylacetamide,

2-(7-acetyl-1H-benzimidazol-1-y1)-N-[3-(methoxymethyl)-5-(triftuoro-
methyl)phenyl]acetamide,
N-[3-cyano-5-(trifluoromethyl)phenyl]-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
N-[3-acetyl-5-(trifluoromethyl)phenyl}-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(7-acetyl-1H-benzimidazol-1-y1)-N-[3-acetyl-5-(trifluoromethyl)phenyl]acetamide,
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2-(7-amno-1
H benzi m dazol - 1-yl )-N-(4-tert-butyl benzyl )acet am de,

W13006/033620 PCT/SE2005/001364
N-(4-tert-butyl benzyl)-2-(7-iodo-1H benzi m dazol -1-yl)
acetam de, 2-[7-(1-hydroxy- | -nmethylethyl)-1

H benzi m dazol - 1-yl]-N-[ 3 -net hoxy-5-(trifl uoro-
net hyl ) phenyl ] acet am de,

2-(7- dé*g&ﬁ%ﬁg&m f}ﬁﬁ"ggée@g i N-[sz-f\{ ngislghgﬂﬁﬁgﬁéﬁ{ﬁ%phénﬁm%%éﬂ

N-[3- (ymmyahplyphe@yn-zzwmm1%mldmdlakgl)adatmma,c

2 (- SO - bepidpeek 3 Inciosirg 1 Biipd e apeiamide
N-[3-Q-B%n2| %&ggiﬁphgﬁ’y Z?(f Air@C Bl Yeatimidazol-1-yl)acetamide,

N-(4-tert-butyl benzyl)acet am de,
N-[3- ﬁwﬂ%x&fﬁetljmeﬁlokyﬁhm)phedaﬂfﬁ (Tinipro) LHYbpr®zimidazol- 1-y1)acetam1de,

N SRk S RS oSS it

yl)ace'iaﬁlfd!ef' uor ophenyl ) acetam de,
N-(4-tert-butyl benzyl)-2-(7-cyano-1H benzi m dazol - 1-yl

N-[3-mgdexsrfi-tetralygrofuan-2o ylmethoky)phenyl]-2-(7-nitro-1H-benzimidazol-1-
Dac ab%%m m dazol -1-yl)-N-(3, 4,
y %t et hoxyphezyl ) acet am de
N-[3 N:eﬂﬂyxbriaﬁw&yﬁkdfafa@pﬁnﬁlbxy)})h&y(l]zzx(yaﬁm-mumaminiidizdazol -
t(q)k?acet am de, 2-(7-cyano-1
YDaCﬁFfPIB zi m dazol - 1 yl)-N-(3, 4-di fl uorophenyl ) acetam de,

N-[3- ?ne oxg Hﬂ@x }ﬁbﬁ??% d(d%ydr)ﬁlél)ﬂ _id3z0[4,5,1-ij]quinoline-4-

eny acet
CarbobfhlhdeZI m dazol -1-yl)-N-(3,4,5-trinet hoxybenzyl ) acet am

de, .. )
2-(7-ing LI ReRrgiseanls iy Dy tery by TheBaCBaRIH i dazol - 1-y!
N-(4- }é@sﬁ@meﬂgm 21@'-7{1&1({ ﬂﬂmhﬂﬁﬁ&&hﬁmwmae&amide 2-(7-nitro-1

benzi m dazol él )acetam d

2-[7-Q-lnyRir g1 imusid pha hy i H- b@mmadazol(l?yHTNﬁrn@thoxy-S ~(trifluoro-

azql -1-yl)acetam de, WO 2006/ 033620
methﬁ@%ﬁ%ﬁg%fﬁgaf?}gism 7
N- (4—%1{ BthBJeHE}HFQJ{Yﬂm&l@ﬁfo)@&thyﬂ)ili-ﬂbé&*lrﬁidbﬁcﬂ— ILyl]acetamide,

N-(2,3- d(llwqw-tl}bmj_ipp—ée}ﬂggﬁ '@ﬁ%@‘lﬂ 21-y§7i]')l henzimidazol-1-yl)acetamide,

AR R TSR e

2-(7- Mebéﬂﬂ—hmtamuiazdl- yyb)é\i:-éft m—uﬁylbeﬂzﬂ)hcaamt@el, 1
2-(7- %lcgtﬁgﬁz{;n? dazg{g{%}rlyx?) I\II\I_[é -nde oxytg trn?lhgr%x ?)p%eay?f gétgnqﬁde
2+(7- ﬁin%qr}pbaﬁﬂﬁm&ollt-ybm% @3rﬁﬁﬂbfdp%@ﬁ}€|\lzﬂ38tﬁﬁlhdeac et am de,

(7-acetyl -1 H bénzim ‘dazol

N-(4 S waHe iy b pete Shshenderidara f s tatnide,
2-7-8lp T BEARIEDU ) b N Srerimmeshyphignacgtamidg, 4

N-(4- -bebrﬂy-drfh,torbpﬁdnyl’)&en Rrayd-)l Hebdnziridazad-1-yDacetamide,
H-ben2| m dazol - é f)acet am. de,
ago

2-(7-pyapo-1fb n Nybrsiuorephapyacetamidg ¢ r 0- 1H- ben
2- (7 aﬁ)qﬁ @nggﬁrﬁ_gﬁﬁthggyo& YRZ;/%e]ta-ngfl? 7-nitro-1H be

2-(7- MOMIMEnﬁlHﬂdapr-hthM@ éé-tnmethoxybenzyl)acetamlde,

N-(3 &cﬁéﬁcﬁ\gﬂ% ox§_02|2_(_;)£1 e{c‘;%/]a{—gé %zﬁ%]gézcgl— 1-y )ace?amlde

N2 43 kS pBerieRt NOX YRRV B AEh ARk d 2P X §Dkbuhick+ benzi

zol é-7-carboxXylic acid
N-[2- (3 ﬂuorophenyl)ethyl]-Z (7-nitro- 1H-benzimidazol- I-yl)acetamide,
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1-[2- (2, 3-di hydro-1Hi nden-5-yl am no) - 2- oxoet hyl ] - 1H- b
enzi m dazol e-7- carboxyl i ¢ aci d,

wOR(@B/083adD net hoxyphenyl ) - 2-[ 7- (hydr oxynet hyl ) - PENISEZEN01364
i dazol -1-yl] acetam de, 15 1-
{2-[(3, 5-di met hoxyphenyl ) api no] - 2- oxoet hyl }
-N-et hyl - 1H benzi m dazol e- 7- car box- am de, 1-
{2-[ (3, 5-di net hoxyphenyl ) ani no] - 2- oxoet hyl }

e L o AN S

2- (7-mNpN-}ﬂbatEmh;dazdl-hblt)éﬁ}z{[zr[i}e(&zﬂncmerﬁethp]bpheﬁgl]ehhxle}lam:tamldt,-

N-[2 ifﬁﬁé@ﬁfg%xp ﬁ%ﬁ»@f%é éﬁ%%ml 5%53&3 %@etaéqlﬂsu 1-

z-(7-§%ﬂ1(1¥1-§¢&wﬁamxugﬁ AnY3 h%%ﬁ%lho%yga%%aa/ét&mlde

benzi m dazol e-7¢carboX

2-(7- 4@:3{1(1&1-bmzu§idaz?mbgnm3 afdlﬁmrommxb@tetwmﬁe
7+ | 5 h .
2 (-4 B e T e s R B hy ] =11+ b

N-[2-8931dih6iAs R edylfeth 7-ﬂ1&6-ﬂH-ben21m1dazol— -yDacetamide,
[ _EI- (4-tert-buty zegn}?%y( 7- (di nmet hyl am n}c’)))

N-(2,gkm¢mgm-2ﬂ1yzi(m<a nzimidazol-1-yl)acetamide,

N- [2—&5-&)}%‘0&“&?% it o%pﬁéi&l]ie@%}l 2 317 glztrcp Ilf-Irbenélmldazol 1-yDacetamide,
N-[1-24-cRldrdbenzil R tgdaixydthyl])2-(-fidrot H-betnithjdabelnz-yl)hetahids]

de, and 30 ) .. .
N'(Z“EY?IPIXW@&@PHCMD&'(EI%WT1%®ZI§1%$&éTY9-ai¢EmWen 5-y1)
- ARy R b SOLANEE B e S4Bt i
1-[2- (?rﬂbddryﬁrq-ﬂ&endan@yfaunn@)el opoeﬂkrylﬂ}éH ompodacde-3 eladmixghic ac1d,

N-(3, IQFCF @eéh@f;ﬁ)gpﬁg-%y@h@xéqt 1%1 %Wl)e][}ﬁ)l?ﬁ%lmﬂflaml‘ -yl]acetamide,

1-{2- W@Hﬁﬂe‘ﬁldﬁ@?@n Eaﬁﬁhr)cﬁf%ebﬁfé‘t }-N-ethyl-1H-benzimidazole-7-carbox-
(3, 5- di net hoxyphenyl) 2-(7-prop-1-yn- | -yl-1
amide} benzi m dazol - 1-yl )acet am de, N-(3,
1-{2-ﬁ3g§e§§1‘llem hei%r}]f lx)nﬂz %‘Sf@%—l\?—mgfhty{—Ilﬁ—zb%lnfzﬁ'ﬁiwlgo-lélcarbox—
amid®- (3, 5-di msthoxyphenyl) 2 [7 (1-nethyl - |H-1 2 3-triazo
| -4-yl)-1H benzi m dazol - l acet am de
1- {246 Wyampmr@ [270?(@% -AyN= dlmﬁhVEiHéFBFH’Bd%O}Q‘i car-
boxaxH: enzi m dazol - I - yl]acetam de, 2-(7-ethyl-
énzi m dazol -1-yl)-N [3
1- {2{(63‘1 ﬁlmeyhoﬁyphmyi)hmm@fﬁebmd@wmwm&wéfhbﬁrﬂﬂmdaﬂfﬂe -7-car-
7-(2-hydroxyet hyl) - 1H benzi m dazol -1 -yl ] - N-[ 3- et ho
boxag If%. (trifluoro- methyl)phenyl] acet am de, 2-

ethyl[lz{Q( E?; Bycﬁfn@ﬁlbxyﬁhsen t 51?13&10?32%610)317@'1}"&H%ﬁhﬁh&@é[&-’?’-%a%biylate
ri uor o-

ethyl 1- {2 (4-tert- butylbex%zyl)amlno] 2-oxoethyl}-1H-benzimidazole-7-carboxylate,

ethyl 1-[2-(2,3-dihydro-1H-inden-5-ylamino)-2-oxoethyl]<1H-benzimidazole-7-carboxy-

late,

N-(4-tert-butylbenzyl)-2-[ 7-(dimethylamino)-1H-benzimidazol-1-ylJacetamide,
N-(4-methoxy-2-naphthyl)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(1H-benzimidazol-1-yl)-N-(4-tert-butylbenzyl)acetamide, and
2-(1H-benzimidazol-1-yl)-N-(2,3-dihydro-1H-inden-5-yl)acetamide,

or salts, solvates or solvated salts thereof.
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nmet hyl ) phenyl ] acet am de,

N-[ 3- met hoxy-5-(trifluoromethyl)phenyl]-2-(7-vinyl-iH
woemwiossadazol - 1-yl )acetam de, is PCT/SE2005/001364

2-(7-isopropenyl - 1H benzi m dazol - 1-yl ) - N-[ 3- net hoxy- 5-

(trifluoro- methyl)phenyl]acetam de , 2-(7-isopropyl-1

H benzi m dazol - 1-yl ) - N[ 3-nmet hoxy-5-(trifluoronethyl)p

henyl ] acet am de,

The pﬁ{ é 1§vé§1ltl§§tzf%?ﬁ%¥ BII‘HQ));%S coa’%ggn&esteﬂgf% “from the group consisting of

enzim

N-(3,Nd{rdsthextipieiyip 2y Pleetyyly)-1 K- k(eﬁzmtlhmoj/—l dyDacetamide,

H- benzi m azoI et am de

N~ N e sy o Ly Hesar gridacg - rvdBestamienazo
NGopuhy Z?E@“} SN R Sl e,

N-(3, Nd(rﬁethﬁxmhamlh@xyﬂhmh})l HAL 2,3 Aniazbl-drghehid-tbenziyiidakol-1-
zi m dazol -1-yl] acetam de N-(3,
Yl]ac%afaﬁ%ﬁet hoxyphenyl )-2-[7-(methyl sul finyl)-1
N-(3, ﬁdﬁﬁaﬁbﬁ?&l ZA)-2-[7-(1 hdthPIC IRk - 61E5-y1)- 1H—ben21m1dazol-1-
| uor onet hyl ') - TH benzi m dazol 1-yl]-N-(3,5-dim

yl]acmmmlﬁyphenyl ) acet ani de, 25

2-(7- e(zglgl{} ]ﬁéﬁg az)qlg% agcgiﬁi-glg ]ﬁl_[g %xgﬁﬁ%hu%%oﬁ&}ﬁ@pﬂgnﬁ]a%tqglti@e,
2-[7-(Bk yeing )z IH - b&nz}iin]dabsbl( Biyl]oNgBamdthexyplieiflybioacet ami de
N (3, 5-di net, hoxyphenyl ) - 2-

methyl ’(lﬂ a¢gtRYeeanm no) met hyl ] -1 H benzi mi dazol -1 - yl}

2 e R R ety 2 e,

methy@¥phenyl]acetamide,

N- [3-%{&;%%/50 éggﬁ%%gﬂé&x%)%ﬁgnzyllﬂ ?9%%}/1 :kHybgnmml{iaio? 1-y15recegmlge
2-(7-ii§boﬂr§pély@1PPl§éﬁ%MB£‘ﬁML91)& [3lmeBkAsXyimiddy! ) - 1H benzi m

1-yl ] aceta
methypphenyldasgtaopge - i H- benzi mi dazol -5-yl)-2-(7-nitro-1

2-(7- ig@ﬁ)%ézl%guazm ﬁéﬁéﬁ-%—ygs{f -%@ﬂ%&@gv%%n%%ég)%%y%phmyﬂacetamlde

N-(3, S‘thﬁ&hbmpﬂ@ﬁﬂ?-ﬂ(ﬂfhéth&}( lHl’tﬁ:ﬁ@lhﬁ@aﬂoi 1-yl)acetam1de
benzi m dazo acet am de, (7-cyan-

N-(3, ﬁrdyéﬁhpmmﬁlzﬁwﬁwl)ml(ﬂ bp%ﬁlﬁ%glrl-yl)acetamlde
N-3, #dﬁﬁ%g%@@_gﬁ;%@p S A Benzimblabdi- 1 §hhedthith; 1 HP

enzim
2-(7-tekthenedyri Hidzntimidagblr bybtEA(B dedimethoxyphenyl)acetamide,

1-tert-butyl-2-nmethyl-1 .. . .
N-G. g himabu 2 4Ty Y erethorn ol bepmitarnlk bUaretapide
1 R
Nt s 0t eam iy B isdot Lot
2-[7-(@iffensemethiy < H- Qel(znntgllaacpiol.—yl]-N-@ 5-dimethoxyphenyl)acetamide,

2-[7- @%rgo%étwlggéoqengm}ﬂd%om éf]%#}f@pg g Ithoxyp érEfY)lacéltanude

2-[7- dﬂrxﬁﬂomghﬂ)hmuydnzamaezdml- 11-0¥- (&Mimtﬁ@@xphe@l)abém&nw cy
- 1H- benzi m dazo yl ) acet am de
N-(, 5 dlmethoxyphenyl) 2- {7 [(dlmethylammo)methyl] 1H-benzimidazol-1-

yl}acetamide,

2-(7-cyclopropyl-1H-benzimidazol-1-y1)-N-(3,5-dimethoxyphenyl)acetamide,

2-(7-cyclobutyl-1H-benzimidazol-1-yl)-N-(3,5-dimethoxyphenyl)acetamide,
N-(3,5-dimethoxyphenyl)-2-[ 7-(methoxymethyl)-1 H-benzimidazol-1-yl]acetamide,
N-(1-isopropyl-1H-benzimidazol-5-yl)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
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N-(1l-tert-butyl-1 H benzimdazol-5 -yl)-2-(7-cyano-1

H benzi m dazol -1-yl) ac etamde, N (1-tert-butyl-
weékbwnasaw dazol -5 -yl )-2-(7-fluoro-1 PCT/SE2005/001364

H benzi m dazol - 1-yl) acet am' de,

N-(1-tert-butyl-2-nethyl-

H benzi m dazol -5-yl)-2-(7- fI uoro-1 H-benzi ni dazol - |

15 yl)acetam de, 2-(7-fluoro-1

2- (7-&1@%n2| s %igﬁl‘? e{zé[—i’-l)y%)&lgt(g ﬁ% I}‘i)?%)g/ﬁ) rlﬁf)y%nzi?mﬁ%ayé-yﬁacetamlde
2-(7- dyamm?mﬁlb?yilmﬁa(zbk 1@L)Mbmmﬁy14§-wﬁg?§mr;¢aﬁgm§%nm
N-(1 gert- gu at %er%m@é%fg gni’%gzérnﬂioxlﬁbgﬁz[lﬁldﬁéﬁplrg]%ﬂeta?ﬁ@%r
N-(14 'tért g&é@ano ﬂ/p-llg%eﬁﬁﬁﬁﬂa{?og?‘-@?’:% l(‘f{lﬁd[-f‘ﬁq}em&azol-l-

enzi m dazo
ylacdtainsdepr opyI 7-(trifl uor orret hyI )-1 H benzi m dazol -

N-(141 -Eéo}élglpgf(f %gf llfh%ﬂn; é) 2 %g-gnﬂo lil(-)I—benzlmldazol— 1-

yl)acgtaﬁﬁ’decyano 1H benzim dazol 1-yl)-N-2-napht hyl acet am de
2-(7-fluoro-1

2- (7'93‘@9 -hﬁ@lamaqu— {AY)-IN( P-isompipyhdtraetbylahiil dhenzimidazol-5-

jeyano- 1
yl)ac%i %‘énm m dazol - 1-yl ) - N- (4- net hoxy- 2- napht hyl ) acet am de
N-(1-tert-Bufyl-2fthety b H-benzimidazol-5-yl)-2-(7-cyano-1H-benzimidazol-1-
H benzi m dazol - 1-yl ) - N- (4- net hoxy- 2- napht hyl ) ac
yDacglempdede,

- o (L e Y ) T PR
N~(1%brﬁ-BuM—lebqnzumdaWtﬂqw-ﬂ)U&lumd)ﬁbeth&mylh;ela—ﬂ)?acn’ianﬁdﬁ,
N- (I-Jﬁﬁ—aHjabe tggﬁg% Lpen{@ﬂaz)of‘g-ytl)%q('? floro- 11—?I %%gélomslg’azopl-

yl)ac%{aﬁﬁ}d@ b| s(2 et hoxyet hoxy) phenyl ] -2-(7-nitro-IH benzim
| dazol -1-yl)acetam de, N
2-(7-f1gongetHrbrizigrjazol- Q-Yékltip@ﬂmplr@mﬁl%mqthy&U;Iéleh@myqlméﬁy| }
Dack [ﬂgg nitro-1 H benzi m dazol -1- yl)acetam de,
yhacgia fret hoxy- 5- ( 3- nor phol i n-4-yl propoxy) phenyl]-2-(7-n
N-[1 41§ 147 eNdirtind g Ol tH-benzididazd108-§1)a@a Tfitro-1H-benzimidazol-1-
iethyl-2-(3 -methoxy-5 - {[(7-nitro-
yl)acfmapmz. m dazol -1- yl)acetyl] am no }

2-(7- g&%of%%o%ﬁfgéfg(zgﬁ rrglﬂ- 1 I1spo }‘(I)palll -7- (Ent;lllllcsromeﬁlg)zy]] -benznin.}dazol-

S5-yl]&etataidet r o- 1 H- benzi m dazol 1-yl)acetani de, 10
2-(7—9’\§a&)]<3)t_- [ -b%l%ﬁ%ﬁé({%gﬁf -&b_zlg{[i/-llgo%gorb%)l( )§] (tnﬂuorgrrr]lg‘r)l(lyﬁ hﬁ-{]%erlzlmld(azol-
5-yllacetamide,
N-2-naphthyl-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(7-cyano-1H-benzimidazol-1-yl)-N-2-naphthylacetamide,
2-(7-fluoro-1H-benzimidazol-1-yl)-N-2-naphthylacetamide,
2-(7-cyano-1H-benzimidazol-1-yl)-N-(4-methoxy-2-naphthyl)acetamide,
2-(7-fluoro-1H-benzimidazol-1-yl)-N-(4-methoxy-2-naphthyl)acetamide,
N-[3-methoxy-5-(tetrahydro-2H-pyran-2-ylmethoxy)phenyl]-2-(7-nitro-1H-benzimidazol-
1-yl)acetamide,
N-[3-(2-isopropoxyethoxy)-5-methoxyphenyl]-2-(7-nitro- 1 H-benzimidazol-1-

yl)acetamide,
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yl )acetam de, and N {3-nethoxy-5-[(1-nethyl-
H i m dazol - 5-yl ) net hoxy] phenyl } -2-(7-nitro-1

wokbmnasar - dazol - | -yl)acetam de, or salts, BOI/SER®S/001364
or solvated salts thereof. 15 The present invention
relates to the conpounds ofjgthe invention as
herei nbefore defined as well as to the salts,
sol vates or solvated salts thereof. Salts for use in

j I aI I
N-03 S TR i BB S el R TREGHRAGET, |
N- {3phiethoxduS{2-(M-orbpyirididire ipdietidgy phedip-2- (Tvieitd+ 1Gh beriimiazol-1-
sui t abl e pharmaceutically acceptable salt of the
yDacetamitsunds of the invention is, for ex- anple, an
N-[3- ngéélgor@gﬁg gppq%zih t(?pgn§%%5ﬁ 37! 'rxg't?&gﬂnl')&]zﬂﬁldazol-l-
yl)acﬂhmdeaceutl cally accept abl e salt of the conpounds of

nt| [ al k nmet al It, an al kaline
NN—é@ﬁ{yhgé%qt "?"{g&‘ QH"b%ZFH‘dﬁ?Pﬁgr gani ¢ base. O her
yl)ac@@ﬂﬁﬂ%?isﬁén@ﬁﬂa&t%%?t abl e salts and nethods of
arihg these salts nmay be found 25 in, for

N-{3sn%¢h@%5 GemicthyriperidiPA ey rectkay{Rheny el -6hotie- [Hehzimidazol-
1)Ed tlﬁ Mack Publishing Co.). Some conpounds of the
ly FHVER ?on may have chiral centres and/ or geonetric
N- {3L[SqUHLihAdZ6R1 -y edfox QES -18¢tHo 4 phérB QB L(FInitré18l-bénzirGidagol-1-
be understood that the invention enconpasses all such
yDacglgmadsr | | di ast er eoi someric and georret ric isoners.

AR S0P SRR 0 o) i

dazobbgbmtedmde,f the inven- tion. Methods of Preparation

Sone co f the present invention may be
‘”Sag¥éﬂHW@ﬂ° ﬁfﬁﬁ R¢rede net hods de- scribed in
PCT/ SE2004/ 000738. Another aspect of the present
i nvention provides processes for preparing conpounds
The present mvmimmtewtts toothe safmpsyndsaifithe gwentios ad herembiclozd defined as
t her

well p BBl TS F3olati a0 il S 6 i ap BhaHlacltth compo-

51t10ri%p@ﬂ101w pladr@acifichip beceptaBlcLilth Mot W a1t Winldy theuk@dad the pro-
and subsequently renoved from the various

duc“@’éaﬁﬂlﬁﬁP@PQWdiSMfﬂi@rlﬁﬁ@m@ﬁles in a manner that will be

A suftﬁﬁg #1 cﬁffggcegab?@&tlt (§1kﬂhi3 081% b{l‘n sh&" tﬁ% tmv%gltlon is, for ex-
organi c synt nventi ona ur es or using

ampls, Lm:haqni-mﬂdandm gadt, for example an morgamc or orgamc acid. In addition, a suit-

able pharmaceutically acceptable salt of the compounds of the invention is an alkali metal
salt, an alkaline earth metal salt or a salt with an organic base.

Other pharmaceutically acceptable salts and methods of preparing these salts may be found
in, for example, Remington’s Pharmaceutical Sciences (18" Edition, Mack Publishing
Co.).

Some compounds of the invention may have chiral centres and/or geometric isomeric cen-
tres (E- and Z- isomers), and it is to be understood that the invention encompasses all such

optical, diastereoisomeric and geometric isomers.
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15 groups as well as exanples of suitable protecting

groups are described, for exanple, in "Protective
waresps3dze Or gani ¢ Synthesis", T.W G een, P.GPOI/SYEN0S/001364

W ey-Interscience, New York, (1999). References and

descriptions of other suitaple reactions are described

in textbooks of organic¢c chemstry, for exanple,

"Advanced Organic Chem stry", March, 4th ed. MG aw

The Lﬂgqlnkloﬁ %ifsgéél)a%g "E%ra& glgd;]!él(f Ea?fcﬂh o oﬁ‘r\% oggﬂa Jﬁmeds\é%%éwf the inven-

tion. heterocyclic chem stry see for exarrpl e Het erocyclic
Chem stry", J. A Joule, K MIls, G F. Smth, 3rd
ed. Chapman and Hall (1995), p. 189-224 and "Hetero-

| ry", T. L. Glchrist, 2nd ed. Longnman
MethiSbi Predifibian 'Y\ T cal (1992), p. 248-282. The term
"room tenperature" and "anbi ent tenperature” shaII
Somenemﬁan Hsl‘igf %ﬁg}r%gggn%%mqmzs Sg}P gg Ip];;%p@b%ed r%FPPrgﬁP 2 a e methods de-

Scnbe%ng@ﬁgmomf/gdohggl nvention relates to processes for
the preparation of the conmpound 30 of forrmula I

according to I\/let hods A and B, wherein Rl to R9 unI ess
ot her wi are deflned as gfor

Aot HSpY R B GGt By iy Sy bsfie) Byl bompounds of

forrmﬂ@l hﬁd;al’t’s cE¥atey O {oRAaxen Mits MrerddATU + NHZR5 \ H R2 O—I
N-RsRIIIaO RlL = H 6-M

Thrmghlgyf ';h@yfpllowlpg HIETiPHORIQE RYCR BroQessKp (g.xp NE{J@, up.[lerﬁoo@ tha@ where
approg)) 1 {ael" ?]Llél ble \A@%{e%ﬁ%fg g{;b:%lgg gx?ﬁ?)%ra%ig@ %%ﬂg S{ﬂ?s{egﬁéﬂﬂyareln%véé from,
the various reactants and intermediates in a manner that will be readily understood by one
skilled in the art of organic synthesis. Conventional procedures for using such protecting
groups as well as examples of suitable protecting groups are described, for example, in
“Protective Groups in Organic Synthesis”, T.W. Green, P.G.M. Wuts, Wiley-Interscience,
New York, (1999). References and descriptions of other suitable reactions are described in
textbooks of organic chemistry, for example, “Advanced Organic Chemistry”, March, 4t
ed. McGraw Hill (1992) or, “Organic Synthesis”, Smith, McGraw Hill, (1994). For repre-
sentative examples of heterocyclic chemistry see for example “Heterocyclic Chemistry”, J.
A. Joule, K. Mills, G. F. Smith, 39 ed. Chapman and Hall (1995), p. 189-224 and “Hetero-
cyclic Chemistry”, T. L. Gilchrist, 2" ed. Longman Scien;[iﬁc and Technical (1992), p.
248-282.

The term “room temperature” and “ambient temperature” shall mean, unless otherwise

specified, a temperature between 16 and 25 °C.
Methods of Preparation
One embodiment of the invention relates to processes for the preparation of the compound

of formula I according to Methods A and B, wherein R’ to R’, unless otherwise specified,

are defined as in formula I, comprising;



10

15

20

deprotonated form via its conversion into an
activated form i.e. either the acyl chloride by 5
wonrewtosenzd Wi th oxal yl chloride or the m xed aRrOYSE206/001364
by treatment with O (7-azabenzotri -
azol 1-yl')-N, N, N, N -tetrangphyl uroni um
hexaf | uor ophosphate and further treatnent with an
appropriate am ne NH2R5. This reaction may be
Meth{?(ﬁAformsd in any manner known to the skilled man in
e art. The activation may be perfornmed using any
(R1)mot her simlar activating reagenE 5I ke
ycl ohexyl car bodi i m de, -
-3-(3- dlnethﬁkﬁh+NHpPo 10 p

rb&jl i mde

dr o hIor e or lt¥—earbonmyl dii m3ig R Suutable
std ve be used fMEL; this reaction may b
hal ogenal\led hydrocar bons such as chl Br of or m

di chl or of®t hane and di chl or oet hane or af,omed i ¢ and
het efloar omat i ¢ conmpounds such as benz t ol uene,

xyl ene, pyridine and |lutidi ne Pﬂg\? t hyl
et her, tetrahydrofuran and di 318% tP@ dg‘e
solvents i ke acetonitrile and dlnethylfornanlde or
LNt ures thereof. is Catalysts )

oadvonati c baslg%; yridi ne
\?arrines li trlé]{;hyl_a_mne

he reaction time between 1 an 30 lh.
Stapti ngPmaterials, the acids of formula I® may be
obt ai ned using nmultistep procedures des®fibed in

n the foll anpl_es. h .
wherg e Gt ¢ AR i ETEHIE 12 SOoSaines S MA i bf fommpla I or is
deprotorftedt fofmsﬁjﬁﬁfsk%ﬁbﬁﬁof? &l ﬁﬂ @Stivatdd forMQ 2QR8é083 @c%@ chloride by

PCT/ SE2005/ 001364 13 Met hod B whereby the tar

treatm@m‘oﬂn@wé?l Cflbmd@l(a the inixed lanlayhdre& Hylr @wlaﬁr%ttwwléh (7 azabenzotrl—
o TRETE PO oD AR B ey v

an apbhﬁma‘cel A8 INFLR. This réxaophey b gdZforwad &l 5t mMuisr NRbn to the
NNHRS O NO NHR Ib 0 lc 0 N1) NaNOR/HzSO4 N\ | \>

skillegymaq injthe ygt. The peiiyafign mpayireperforped usipg jagy other similar activating
reagent like 1,3-dicyclohexylcarbodiimide, 1-ethyl-3-(3-dimethylaminopro-

pyDcarbodiimide hydrochloride or 1,1'-carbonyldiimidazole. Suitable solvents to be used
for this reaction may be halogenated hydrocarbons such as chloroform, dichloromethane
and dichloroethane or aromatic and heteroaromatic compounds such as benzene, toluene,
xylene, pyridine and lutidine or ethers such as ethyl ether, tetrahydrofuran and dioxan or
aprotic polar solvents like acetonitrile and dimethylformamide, or any mixtures thereof.
Catalysts such as heteroaromatic bases like pyridine and lutidine or tertiary amines like
triethylamine, N-methylmorpholine and ethyl diisopropylamine may be used as well. The
temperature may be between -30 and 50°C and the reaction time between 1 and 30 h.
Starting materials, the acids of formula II, may be obtained using multistep procedures
described in detail in the following examples of synthesis, starting from commercially
available appropriately 1,2,3-trisubstituted benzenes.

Or,



O Ic NCH2ZONHW2 / N \ Na(CN)BH3 \ | N NHR5 N NHR5
NH2 N1-1 Olc Ole 5N NNHRS NaBH4 OHlg O N N
wOolRs /088620 McMgBr \> NHR5 If N OH I h 0 wher ePaT/SER®5/001364
target conpound of formula | is obtained from an
am doal kyl brom de and an E@pr opriately substituted
benzi m dazol e. The am doal kyl br om des nenti oned nay be
ob- 10 tained by amnation of the corresponding
Meth&?éboxyal kyl brom des or their acyl chloride de-
rivatives. WO 2006/ 033620 PCT/ SE2005/ 001364 14
wherdBgnk¢ takdey compomd@tibadulyiled stgaiaedirsinttnethet c:bmpound of formula I
regio-isoners, which can be separated by use

by a %lwrrs%tnm%‘fﬂwn o the Bmseb%m% HE1BS ﬁ@né%fd@@éo%ﬁies?lhﬁ’%d in the

be tertiary am ides such as
litera ﬁg(%ﬂhe%g?]gﬁ%/mm de or dinethylacetam de or aromatic

ounds such as e({é e, toluene_and Kyl ene, or
s such as ethyf" er, tetrah ur§n and di oxan
aI cohol s such as rret hanol , et h& gnd propanol ,
+or '

lH’i“?(tures t hereof. Bases such

: ot g8%ium
tdert toxi de, sodi um et hoxi de and ¥%di umYyydride or
o}

tertiaPy amines like triethylam ne, Ic
nmet hyl nor phol i ne and et hyl diisopropyl am ne may be
used as well. The tenperature may be between 0 and

and t he reattNahP.H.88, bet ween. 1 aI@d 30 h.
\> 2) Kl \>
I\ 5
NHR N 5
NH, \\\< ! \\\<NHR Id

0 0

CH,O/NHMe, N

N 2
N Na(CN)BH, S
——— N 5
N 5 NHR
e
0
le

NHR®
NaBH oH \\\<

9: \\«NHR N\>

MeMgBr
N R
If \\(

wherein, the target compound of formula I is obtained from an amidoalkylbromide and an
appropriately substituted benzimidazole. The amidoalkylbromides mentioned may be ob-

10 tained by amination of the corresponding carboxyalkyl bromides or their acyl chloride de-

rivatives.
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10 Internmedi ates A further enbodi ment of the invention

relates to conpounds selected fromthe group con-
wei2adeioasp20f 3 - met hoxy- 5- (et hoxymet hyl ) ani | i neCT/8852005/001364

3- (et hoxynet hyl )-5-(trifluoronethyl)aniline,

1- (met hoxymet hyl ) -3-nitro-§z(trifluoronethyl)benzene,

1-[3-am no-5-(trifluoronethyl)phenyl] ethanone,

(7-chl or o- 6- met hoxy- 1H benzi m dazol - 1-yl )acetic acid,

oo 5 SRS TSPRBIY PR RO o
use o8 -chidbnimddraphiye Bhitabylg solvEmts itd bel asahor llyik yeactibn mey beltertiary am-

- (2-nmet hoxyet hoxy)-3 -nitro-5-(trifluoromethyl)b
ides ggz%eqqpec’limet%lformaglgde or dimethylacegamide or aromattlc ¥:o pounds such as

- - 5. r f - | e , .
o T 01 41 VSO RS o] OO OB o
alcohdbs Sichet moetyandl, (ctletnoh hyd pofpanaln eBayyt moyt)eesithémef. Bases such as

- (3 -nep hoxy-5-nj.trophenoxy)tetrahydr of uran : . .
potasEiben (P RyRIPI i PN BBPSY F UUTnON R Bt LSHpgphings lke
trieth§fabfine, NT&ie 8rpholine and ethyl diisopropylamine may be used as well. The

Zam no-1, 2, 3, 4-tetrahydroqui nol i née-2- car boxyl at e,

temp¢ratupy magl ba between O14ndd AT Grimthithe Ireattign fimedetveceadi ahd 3oh.
nmet hyl (7-brono-1H benzi m dazol -1-yl)acetate, nethyl
(7-pyridin-2-yl-1 H benzi m dazol - 1-yl ) acet at e,
IntermdiBAteOXY- 5- (t et rahydr o- 2H pyr an- 2- yl net hoxy) ani | i ne,
and WD 2006/ 033620 PCT/ SE2005/ 001364 15 3
- (2-i sopropoxyet hoxy) - 5- met hoxyani | i ne Anot her

A fur%l{@%ﬁ{b%gﬂﬁen'i gk ﬂfqui}/]élﬁiohr}@la{& Zo @&ﬁ;&ﬁﬁl@ F@l@@f@@ aghs th%g%roup con-

internediates I'n the prepa- ratton of conpounds
sistinglod | nventi on. Pharmaceutical conposition According to

ne enpodi nent of the present invention there is
3‘megW5¥T%%@H§ngﬂﬂecal 10 conposition conprising
3-(maﬁofﬁﬁétyﬁ)-sr(&ﬁﬁwr&ﬁ&th?gmﬁﬁ@peut ically effective
anount of the co of

. mpoun the invention, or salts,
1-(metbbxpanasbylpB-méiod-Ve(tiduaamethyDhenzend,, i n associ ati on

13- niner e Gioar R OPERI RSP ner t carr i er e, The
(7-chEBTPHkthbRy | AebenBRnidiza- IE@ldvetisladigbl e for oral
2—[(2i%ggrg-lfrtngt%g;(}gg-’nigrc?lgheg§8$in%]e%l?an%l,t ablet,
2-(7-chloro-6-methoxy-1H-benzimidazol-1-yl)ethanol,
3-(2-methoxyethoxy)-5-(trifluoromethyl)aniline,
1-(2-methoxyethoxy)-3-nitro-5-(trifluoromethyl)benzene,
3-methoxy-5-(tetrahydrofuran-2-ylmethoxy)aniline,
2-[(3-methoxy-5-nitrophenoxy)methyl]tetrahydrofuran,
3-methoxy-5-(tetrahydrofuran-3-yloxy)aniline,
3-(3-methoxy-5-nitrophenoxy)tetrahydrofuran,
5,6-dihydro-4H-imidazo[4,5,1-1j]quinoline-4-carboxylic acid,

methyl 8-amino-1,2,3,4-tetrahydroquinoline-2-carboxylate,
(7-pyridin-2-yl-1H-benzimidazol-1-yl)acetic acid,

methyl (7-bromo-1H-benzimidazol-1-yl)acetate,

methyl (7-pyridin-2-yl-1H-benzimidazol-1-yl)acetate,
3-methoxy-5-(tetrahydro-2H-pyran-2-ylmethoxy)aniline, and



10

15

20

25

30

15 pill, syrup, powder, granule or capsule, for
parenteral injection (including intravenous,
weubwisaneous, intranuscul ar, intravascul ar or PCT/SE2005/001364
infusion) as a sterile solution, suspension or
emul sion, for topical adm gkstration e.g. as an
oi ntnment, patch or creamor for rectal ad-
mnistration e.g. as a suppository. In general the
(7 .3l - prepared in a conventional
3(2§%ﬁ¥§?ﬁﬁ%|ngbgﬁgag?ﬂB§ il%lgmre conventional excipients,
phar maceuti cal acceptable diluents and/or inert
carriers. Suitable daily doses of the conpounds of
the invention in the treatnent of a mammal, in-
. ’ i . . : )
Ao B Rl P Y A RS o gnd e RREy i preve
ratiort of @Bfpougdkof thodyeeiight at parenteral admi ni stration.
The typical daily dose of the active ingredient varies
within a wde range and will depend 25 on various
Pharfidcb@tiéal SHmpodisiohne rel evant indication, severity of
the 11T ness being treated, the route of
adm ni stration, the age, weight and sex of the patient
and th [ cul und ._bei.ng .us y .
Accofffle I SnC bt o AREBRAN P h3F S AN TR ptimpocutica
compOSilipA Sdom@ding3Bs W20 Ofpt&iici 20 tIRecbi2AB5 A6 damdint of the
The follomﬁn%_illustrate representative pharmaceutical .
compgyad gk thegnketiogn Phasak ntpltesotn sobwistusads thereot; Hy asspeiphion with
| d .
e e e e L e e e e
use in manmal s: (a): Tablet ng/tablet Conmpound X 100
Lact ose 182..75. oscarnel l.ose sadi.um 12. 0. Mai ze
The cOPIROSHIOR AT Bep, S ﬁéﬁﬁ%?fﬂr%@‘%%ﬁ%%‘?“u forereampleas a tablet,
il &wder sl 6r BEsER etORP o8iBstioh &fclhdiak agRave
P %gngp.Nhgh§§?Un1stgg{atgﬁ%ygn(c): %ﬁjectién (50g VoS,
subcuigiealy, InCampssytad, ixtrBva3osley gr infusion) as a sterile solution, suspension or

emulsion, for topical administration e.g. as an ointment, patch or cream or for rectal ad-

ministration e.g. as a suppository.

In general the above compositions may be prepared in a conventional manner using one or
more conventional excipients, pharmaceutical acceptable diluents and/or inert carriers.
Suitable daily doses of the compounds of the invention in the treatment of a mammal, in-
cluding man, are approximately 0.01 to 250 mg/kg bodyweight at peroral administration
and about 0.001 to 250 mg/kg bodyweight at parenteral administration.

The typical daily dose of the active ingredient varies within a wide range and will depend
on various factors such as the relevant indication, severity of the illness being treated, the
route of administration, the age, weight and sex of the patient and the particular compound

being used, and may be determined by a physician.

Examples of pharmaceutical composition



10

1M Sodi um hydr oxi de sol ution
Hydrochloric acid (to adj ust

15.0% v/v 0.1M
pH to 7.6) Polyethylene

wghywo3a00 4.5% w v Water for injection up toprd08¥2005e01364
above conpositions may be obtained by conventiona

procedures well known in t

Medi cal use Surprisingly, it

conmpounds according to the present

The fégﬁvg{g gﬂrs{rﬁ%rr%BYeserE

vates or So

pharmaceutical art. 10
has been found that the
i nvention are

va@{%ﬁwﬂﬁ sfg\/gﬁS %g%g%%%Bnln%ra comm-

pound®PEIThSEARAR OO 3I6Hs, sdlfateher sxdfatedisaltsethéreats (idvedfter compound X),

correspondi ng active netabol
for prgwsgiize optheppEBHE YsC BiRAEBMEC
vanilloid receptor 1 (VRl) g
com pounds of the present |

ites, exhibit a high
tivity for individual
roups. Accordingly, the
nvention are expected to

(a): 'Itm;,ms ef ul

with excitatory activation

in the treatment of mgableti ons

associ at ed

vanillagid rahanfnr 1

Com}(WRd)X s The conpounds may SEIQQSECI to produce an

/D1

S :
UBLLLEL UILUIy CIICbl UI VINL T 11

Lactogg) are highly expressed in

I Ilbl uu- I Iy mart.
tggglgéerl pheral nervous

Crosc%)‘xﬁ&lﬁﬁ‘b@t‘ikﬁufnn ot her tissues.

12Ius, 1t 1s expected

hat the conpounds of the invention are well suited

Malzé garchipeste (F%avivarastedf VRl ned?.2$ed di sorders. 10 The
coRpothds—of—the—t+nventtor—are—expected—tobe—surtable

Magnegiuy fiearfie e ot rent of acut e aﬁB chronic pain, acute

and chroni c_neuaropatnr c_par n
i nfl anmat ory pai n. Exanpl es

and acut € and chronic
of such di sorder mav_be

(b): GHsat ed from the group conp

nn:f = nm:r N

ative pai
Commemd% pai n and the like. Fupl

f ing/oagstlew back pain, 15

U|chara ine lilko chranic
@er rel evant di sorders

1Ty UU DUI ect CU I ronrt IIC yro

LactoSie) ydi ng interstitial cyst

Jﬁg@’”“' TS ale CyStTtTTS,

s"and pain rel ated

Magﬂegﬁﬁpgtgaraﬁescheam c, sciatia,
multiple sclerosis, arthrit

fgksabeti ¢ neuropat hy,
s fibronyalgia

pSOI‘I asi s, cancer, enesis, u

hyv nor Ao i vo hl ~ddaor and Lll
—v-C—trcrorereT oerror—t

rinary incontinence

’)f\

N nowr ot by

(©): Ini¢afieR onal rel evant di sorderf

VT TCOT OPT Ty .

5:9d9g/5‘él)sel ected from the

OuR; CONMPT T ST g gastT 0- ESOP[Tegs reftux drsease
Com e %% irritable bowel syndro g‘@/ %UBS) i nfl anmat ory
1M Seexval hyirs€ids eolution 15 .0% viv

0.1M Hydrochloric acid (to adjust pH to 7.6)

Polyethylene glycol 400 4.5% wiv

Water for injection

up to 100%

The above compositions may be obtained by

pharmaceutical art.

Medical use

conventional procedures well known in the

Surprisingly, it has been found that the compounds according to the present invention are

useful in therapy. The compounds of the invention, or salts, solvates or solvated salts
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(1 BD) and pancreatitis. O her relevant disorders are
related to respiratory di seases and nay be sel ected
wonrawosseo group conprising asthnma, cough, chr®aT/SE2005/001364
obstructive lung di sease and enphysema, lung 25
fibrosis and .interstitial ljgng di sease. The VR
inhibitor(s) my be admnistrated by either an oral or
i nhal ed route. The respira- tory di sease may be an
thercfi B8 SRk (51 O RpbAdiRE i A MeTAC ehiBb e Begree of potancy
and getdchivity dor add/idual ivanilloddhteceptbhd Gdvogmdss. ccbhdingly, the com-
i,nvention may al so be used gs ntitoxin to treat .
poungls, 0 tho) Presgyt dRYGHEOR &4 EXRRE Jodieviselt dn (e frepigisah o pepditions
assodif8d wtBexcithbScRVatRY s vaioR] I‘E{btgﬁ_oﬁle ln).t here is a
potential use’for VRL antagonists I n (sun-) bum
The ¢ompsiads pay e weed td prokdacmert ;mhybipay effe@f MR hip faeomals, includ-
burn injuries. WO 2006/ 033620 PCT/ SE2005/ 001364 18
e conmpounds may further be used for treatnent of
VR1!R¢ Mg @xpRsséRlinafhki peiphel neRRue Fhaeh "Bl ir0bthleP @issues.
invention relates to the conpounds of the invention as
Thush & isi epected dhat thefdommeundsopf Heeinysntiomer wallemited gor the
t et f.the invention relates to the
treaﬁ@%ﬁﬁ)gmﬁﬁg&g{eﬁg?sf%v%%“ on as hereinbefore defined,
for use as a nedi canent for treatnent of VRL nediated

di sorders, A further enbodi pent of the ipvention
The Gopppquads eighe Hiy R SRS orRs SPHIRIREGTGRe eatmept of acute
and BROBIB&ROTRudethd Qﬁ‘lﬂgﬁi@ Iehedpatiic JratF n@agﬁﬁé 4" chronic

treatnment of acute and chroni'c pain disorders. Yet
inflammatdrg pawnbodi nent of the invention relates to the

C opnd f the invention her ei nbef ore defined .
Exargely? G Buch ot intel 9 rowh oo e CORBYPBE Y back pain,
post-6PrRiN Cpaird, Videel A Nk ciRdhid pelld pan bid iHRaikeembodi nent

of the invention relates to the conpounds of the )
Furthenyelayand disasderhmagibebrelasted fermi the grouposonipyesings cyptitis, including

interm%ltj

ing

TR 5 B0 TR ML R D FefOb 0

sclerdsis, alridsgitik, OofifrbRyalgi puniitsis0 taidag dnbsBNutiffryascdigiendd)Byperac-
. fore defined, for_ use as a nedicanent for treatnent of
tive hlagdepapdHEW nRUroBY8Y - operati ve pain and visceral pains

i SRR B8 ot SR SROATER oo
eal réfbrxedisease (GERD), irritable bowel syndrome (IBS), inflammatory bowel disease
(IBD) and pancreatitis.

Other relevant disorders are related to respiratory diseases and may be selected from the
group comprising asthma, cough, chronic obstructive lung disease and emphysema, lung
fibrosis and interstitial lung disease.

The VR1 inhibitor(s) may be administrated by either an oral or inhaled route. The respira-
tory disease may be an acute and chronic illness and may be related to infection(s) and/or
exposure to environmental pollution and/or irritants.

The compounds of the invention may also be used as antitoxin to treat (over-)
exposure to VR1 activators like capsaicin, tear gas, acids or heat. Regarding heat,

there is a potential use for VRI1 antagonists in (sun-) burn induced pain, or

inflammatory pain resulting from burn injuries.
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before defined, for use as a nedi canent for treatnent
of cystitis, including interstitial cys- titis and
woabes/ssd2at ed t hereto, ischeam c, sciatia, di aBeriSE2005/001364
neuropat hy, nmultiple sclerosis, arthritis,
fibronyal gi a, psoriasis, cg?cer, enesi s, urinary
i nconti nence, hyperactive adder and HI V neur opat hy.
30 A further enbodi ment of the invention relates to
I [
The Célleag One Wﬂl}%;bealgg%!f%e carre n? §?l rtgé\ty’k?rg%#{% oS-
gastro- esophageal reflux di sease WO 2006/ 033620
PCT/ SE2005/ 001364 . 19 (CGERD), irritable bowel sy ndr%
One e(nplgg}meqltrﬁ ﬁQﬁﬁtﬁ/@g’ggp Fedates tq SRR dn@gﬁon as hereinbe-
fore dgﬁﬁ@&’lf&llfse ayﬁtmeﬁhcfaﬂfehper enbodi nent of the i nvention
relates to the conpounds of the invention as 5
her ei nbef ore defined, for use as a nedicanent for

treatnegt Ofgfﬁéféé%%ﬁﬂyre E%ase g&ﬁﬁ&HEE gi ygwnnmnas

herelﬂb‘éﬂﬁe ALARAE CoraRd a SRR Y ica®8RBor tréfttheht HI PRI ﬁle@ﬂl@ed disorders.
interstitial lung disease. One embodi ment of the

invention relates to the use of the conpound of the

A ol P85 o B BB 6 95 8 b Bt e smventon o
hereiffREbrat Rfined] HerEe RS admddicOmhedhtr ﬁ)@tmﬁﬁerﬁfofa&uteearﬂh 6hronic pain
chroni c pain disorders, acute and chronic neuropathic

disordsai.n and acute and chronic inflammatory pain, and
respiratory di seases and any other disorder nentioned
above. 15 Another enbodi ment of the invention rel ates

Yet anothar eaibbdinant of teainventiorofelMBy torgltd adrepounds Sxﬁ rtHe fisvention as

acyt chroni c pain disor acut e
heren?w?faﬁ sty 3%1115? és p%..rﬁeﬂﬁ%rnen&cgﬁ Eigieth P eate and chronic
nanog ARt ory pai n, and respiratory di seases, and any
t her” di sorder nmentioned above, conprising
adm nistrering to a mammal, including man in need of

SuC tr eat.nen t.her eut ally.effectiv unt_ of.
ver o fiitben HOBRNTERD of BRcRFATERElRE nfspEPhiiE FHIRY Shuchlion as
hereisi®fbraaRfinéd, fioF tideeds Lrbardhaent fofirehfent BY @&t @id CRioalcehlam-

to a pharnaceutlcal conposi tion conprising a conmpound
matoyfpagthe | nventi on as herei nbefore defined, for use in

treatment of VRL nediated disorders and for treatnent

of acute and chronic pain disorders, acute and chronic
One &bbaodmentpaf thi dnq@aﬁm adlatea cuthe amtbouhdoof theiinfdndionets dieyeinbe-

n nd respiratory dj seases a ny ot.her
fore gt gF Uit § GiFGUREBE T TR OL BHY BR BT pst-operative pain

and v%&%??ém§ﬁﬁé3éﬂrblﬁ@bbl‘9fbpa%‘e term"therapy” and
"treatnment” includes prevention and prophyl axis,

unl ess there are specific indications to the contrary.

Anotl-lrer}%rﬁb%ﬁﬁﬁent of the invention relates to the compounds of the invention as herein-

before defined, for use as a medicament for treatment of cystitis, including interstitial cys-
titis and pain related thereto, ischeamic, sciatia, diabetic neuropathy, multiple sclerosis,
arthritis, fibromyalgia, psoriasis, cancer, emesis, urinary incontinence, hyperactive bladder

and HIV neuropathy.

A further embodiment of the invention relates to the compounds of the invention as here-

inbefore defined, for use as a medicament for treatment of gastro-esophageal reflux disease
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30 "treat", "therapeutic" and "therapeutically" should
be construed accordi ngly. W 2006/ 033620
WOCTIeBERQ05/ 001364 20 In this specification, BATSE05/001364
stated otherwise, the term"inhibitor" and
"antagoni st" mean a conpoygd that by any neans,
partly or conpletely, blocks the transduction pat hway
| ead- ing to the production of a response by the
g [ e t
(GEREDR Fafnld UL LB GRS Thiamitle 5 ooblel llace IR gpd pan-
creativib.t h van|IIO|d receptor activity. Non- Medical use 10
In addition to their use in therapeutic nedicine, the
conmpounds of the invention, or salts, solvates or
S e f . :
Vet SRR bR of BV ent oty € ddngBinds of the invention as
hereisicdord alefined tforouse @k ainteduiahtent fondreatmentt vHrespisdtoryydiseasas selected

for the evaluation of the ef- fects of hi bitors of
from g STOUPALPTEEE B a.%ug%bﬁ%ms rq}sfamtﬁfﬁﬂ&n& disfasggand emphy-

sema,clﬁﬁ§ fibARSSandiaRRti8) lun rats and mce, as part
of The search for new erapeutl cs agents. 15 Exanples

The invention will now be illustrated by the fol |l owi ng

one GRBinPak o s o1 a7 815 OF B Retials SRRBOUIA of the invention as

hereuﬁ’cidﬂ&bﬂé'f@ﬁd napié imdhiecttdof a medicament for treatment of VR1 mediated
(3- dlnethylan1nopropyl )-3-ethyl carbodiim de

dlsorqif:}@jrqy@lh for frggmepiapl) acufe and chronic pain disorders, acute and chronic

menre B P ot o kb SR ey i FPAFEERAKY [hdps and

any odter disetdeg hesptigned Bokvé.qui d chr omat ogr aphy M5 nass
spectonetry ret. tinme retention tinme 30 TFA
trifluroacetic acid THE tetrahydrofurane DM

AnotRbrEABBHiIk SRS hE §n i) RGBS §F 2 Qndthdd SFEBARERPIBIR1 Bddiated

disorders and acute and chronic pain disorders, acute and chronic neuropathic pain and

acute and chronic inflammatory pain, and respiratory diseases, and any other disorder
mentioned above, comprising administrering to a mammal, including man in need of such
treatment, a therapeutically effective amount of the compounds of the invention, as herein-

before defined.

A further embodiment of the invention relates to a pharmaceutical composition comprising
a compound of the invention as hereinbefore defined, for use in treatment of VR1 mediated
disorders and for treatment of acute and chronic pain disorders, acute and chronic
neuropathic pain and acute and chronic inflammatory pain, and respiratory diseases, and

any other disorder mentioned above.

In the context of the present specification, the term "therapy" and “treatment” includes
prevention and prophylaxis, unless there are specific indications to the contrary. The terms

“treat”, "therapeutic" and "therapeutically" should be construed accordingly.
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TMEDA tetranet hyl et hyl enedi am ne Et OAc ethyl acetate
Ceneral nethods 5 Al starting materials are

woansmssdzal |y avail abl e or described in the |iPETAERNNS001364
The IH NWMR spectra were recorded on Brucker at 400
MHz. The mass spectra weresgecorded utilising
el ectrospray (LCG-Ms;, LC Waters 2790, colum XTerra M
C8 2.5 m2.1X30 mm buffer gradi ent

o o GRATEE ESNIR AL oL o T s

comp&yitt theshysayf micies, pQﬁtElrdeﬂnipleﬁﬂy, Hlocl&;uhs tiahstueton pathway lead-
1H benzi m dazol - 1-yl - acet | c acids, 1) thru 7) 15 1)
ing to(the N@P‘Eﬁ@l—‘?@éﬁ%ﬁ%%ﬁ%&e ¥~39‘i?) acetic acid
(triethylamoniumsalt) A
(7-Nitro-|I H benzi m dazol -1-yl)acetonitrile A solution
The térin Misaflefiptasss stated etherbist,oneae afg @otditdohn Jandaksegiecaskgciated
c{g}edto a sol utl on of 4(7)-nitro-|1H benzoi m dazol e
Wlth\(aﬁl FFoeR8T &S ) in dry DMVF (100 m) at 0-5C and
the resulting dark-red solution was stirred for 15
mn at roomtenperature. Bronpacetonitrile 20 (1.12
Non-fMledi emol ) was added in one portion and the
reaction m xture was stirred for an additional hour,
then quenched with dry ice and poured into 400 nL of

In ad@i@ibfl toveeat use il @herapattictrhedicifi, ahs c&ﬁbbﬁnd@ rbf\/kﬁs 1nvent10n or salts,
repeat edlg extracted with CHC13 (4 x 80

solvaisy o gelpaie vilisethgesof.cde ale “ﬁ%@h@dpmﬁc‘%ﬁgléﬁl teglsxn sy develop-
ment )%Ae | %Hgarﬁfs t%% ofifﬂ %%OQ&\ﬁﬁrm NamSeh s?@tgnﬁ%{:% evahi3ti6H of the ef:

I'ng a m xture of
fects pBinhititocs dfHVREneletediadtvigt inllalydrymcesmmaly suck aanaks, dogs, rabbits,

7-nitro. 25 1H benzpi m dazol - ace n|tr|Ie The
monk i BHERS Bt gﬁ‘bﬁﬁ%éu%%ﬁe%ﬁﬁ Sy AEntp]
(XTerra C8 colum 19x300 mm 0.1 M aqueous
NHAAc/ CH3CN), to yield (7-nitro-
__m:_lﬁgaenzm m dazol -1-yl)acetonitrile, 1.15 g (37%. M

Theté i Gt pet il e Ry O RRIRY) 7

8.18 (dd, J=8.1, 1.0 Hz, 1 H 8.57 (s, 1 H). 308
(7 N tro-1H benzoi m dazol -1-yl)acetonitrile (1.1 g,
Abbrsyigtighp| ) was di ssolved in 18% hydrochloric acid (30

m), on was transferred into a vial, which
DCE s’ éﬁe&?"r &h% I WO 2006/ 033620 PCT/ SE2005/ 001364 22
DCMheat elmbh&droﬂn@&aﬁ?efor 6 h. The vial was cool ed, the

ol atjiles were renpved under reduced pressure and the

DMAr\i) si dipeetiiylaminony, ated two tinmes with acetonitrile.
EDCTO t heiat@fleB®aminopropyl)-3-ethylcarbodiimide hydrochloride

HATU O-(7-azabenzotriazol-1-y1)-N,N,N’,N’-tetramethyluronium
hexafluorophosphate

HPLC high performance liquid chromatography

LC liquid chromatography

MS mass spectometry

ret. time  retention time

TFA trifluroacetic acid

THF tetrahydrofurane

DMF dimethylformamide
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wer e added di chl oronethane (15 m ) and triethyl am ne

(1 M), and the slurry was purified on a silica gel
woabesrm3azsi ng a nmi xture of PCT/SE2005/001364

di chl or onet hane/ net hanol /triethylam ne 84:15:1 5

(v/iv/iv) as an eluent to yiekd the title conpound, 1.2

g (69%9. M5 (ESI) mlz: 221.98 [M Et3N+H]. 'H NMR (400

MHz, DMSO-D6) 6 ppm1.14 (t, J=7.1 Hz, 9 H 2.97 (q,

=7. (s, 2 H 7.36 (t, J=8.1 Hz, 1 H)
TMEﬂ)?’gsj‘?t’éééEeﬂ?g%@ﬂegel‘ﬁ%m'ﬁ 1H 806 (m 1H 8. 37 (s,
EtOAL H) ethi®adbtate

[ 7- (Met hoxycar bonyl ) - 1H benzi m dazol - 1-yl ] acetic acid

A. 2-[(2-Hydroxyethyl)am no]-3-nitrobenzoic acid

-ni trobenzoic acid (5.0g, 24.8 mmol ) was
(3m“§ﬁ§%gnged in ethanol (90 m) and ethanolamne (4.5
m., 74.8 nmol) was added. The resulting clear solution

s hea ed at  100C fo The. v |.at 1
Al s}t Bt Elrcte, ity SRy ST g dertBhe. The 'H
NMR! §R3%8 dvabe trbcos@ddedn BHcKE: Jat a0d NP, 'Th&%kfs@ sg@éh'a were recorded
acidified with I Mhydrochloric acid to A yello
utilisipgedeqbiospreg (ForMed hﬂ‘awa&ﬁ PE84, eaplugyn fXqu’Ii’daMSoﬁs arﬁdum 2. 1X30
hed
e P e N0 P4 A S ispomass, ZYDI ammo-
nium @8&t%e. buller) (&Sbtiontechazmes.M H . 1H NWR (400 MHz,
CIBCI» 6 ppm 3.04 (t, J=5.31 Hz, 2 H), 3.69 (t, J5.31
, 6.71 (t, J=7.96 Hz, 1 H), 7.93 (dd, J=8.21,
d Hvi-
Synﬂﬁ?e yf*‘hz Prbbmcdnds (66 gttt 2848 acias, 1
thru 7) ( 2- Hydr oxyet hyl am no) - 3- ni trobenzoi c acid (5.14 g,
22.7 mmol ) was dissolved in nethanol (200 m) and
concentrated H2S04 (10 m ) was added. The m xture was
1) (7JPﬁﬁ‘oeIH-%fen11hﬁﬁ£iM-ltﬁ§ac3u5 abid (lei@thmwﬁaﬁmmgsalge noved
reduced pressure. The residue was treated 25 with
A. (7v1>é11tr@r1f( b@@zlmcyazglnbtylémqt@mré@ with ethyl acetate (3x150

| ned S drl e .
A SOIE%%% él B@a‘%‘é}(ﬁ) as ur | I Caqmélﬁe Eggﬁi (I)ﬁl lﬁawas fjl’}la Scri é[l% ysolcl)lﬁlon of
4(7)-Biltrok mbaxszongldaﬂﬂemse g@ﬂﬂylmm@gtlﬁtdey DMF @E0CaiRl)edt WesPC and the
af f orded_net hyl ﬁgrox yet hyl )am no] - 3-nitro-
resuliipendagkred S@u@%gwesv 2%“3 16ein ateomAgmpengirg- Broproggstonitrile

L0y L0 ks g e g

additidnal Hourl) then 3Qech®d WitkddryJc8.a84 polire82intdz4001miH) of &l@8vater. The
1.52

resulf e Ry iR PR B ACHRL B LG (¥ SOy Dieeip extacts
were 00184 @3S GAMJAGHISFARP T3 AGB3RY and Brivd Sdi’féﬂ&iv@ﬁN@ﬂ;S OvBdnloncen-

2- hydr oxyet hyl ) am no] - 3- hitrobenzoate (3.0

tratedy znegdlnm ):1 inpixtue h fhaitrog h.@cbemcalmwh@ohnwlr)w&mm agd (7-nitro-
oGRS DR DY O BRGE Yot SPaifld on) Biildacve
HPLO® Tefra G lcblugna k300 eni8i 00 ¥ Mitaqueous NH4Ac/CH;CN), to yield (7-nitro-
1 H-benzoimidazol-1-yl)acetonitrile, 1.15 g (37%). MS (ESI) mv/z: 203.05 [M+H].

'H NMR (400 MHz, DMSO-D6) & ppm 5.68 (s, 2 H) 7.50 (t, /=7.8 Hz, 1 H) 8.16 (m, 1 H)
8.18 (dd, /=8.1, 1.0 Hz, 1 H) 8.57 (s, 1 H).

B. (7-Nitro-1H-benzoimidazol-1-yl)acetonitrile (1.1 g, 5.4 mmol) was dissolved in 18%

hydrochloric acid (30 ml), the solution was transferred into a vial, which was sealed and
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was renmoved in vacuum The residue was dissolved in
formc acid (60 m) and heated at 5 100C for 45 mn
wanaetodsno kept at anbi ent tenperature overni ghPCTREZ®S/801364
of the formc acid was renoved under reduced
pressure. The residue was g ssol ved i n nethanol (100
m) and treated with concentrated ammoni a i n net hanol
(20 M) for 50 mn foll owed by evapo- ration of the
heateavgq 3 L@Sf()r B TL% Gl 1430 cB%(lﬁ,S Ol %la@#&%c}%g?gifuﬁér reduced
I Ca USINng I'or o- met'hahe i n nmethanol :
pressiité fand dae rﬁﬁthllfybvas co-evaporated two times with acetonitrile. To the residue

were éidf?é dgg}glél%?%e(teta%{ l( ﬁ\,éll_)li%%ln’éle{gyga ZO| %41)2%1(1 ]fto’.q m l(av%té%unﬁed
onas g’eﬁ:gc?l@g)n( 1?sm;§€gi %%17 E?foél%hléf)b?he%ﬁn%etﬂ?aﬂd)/tneﬁaﬁﬁnﬁr% 184:15:1

7.33
(v/vivirps aif.eBdent 1 yB:ld (lmtltE ddmpoBn@ 1.2 g (60%)) MI(ESIY nyz: 221.98 [M-

BN SRV AABLHIE DM wem Aol b7k B IR 297 (@ /=71

Hz, 6(@ 59§Jogs (zlﬁ)?;%g (ﬁm'ﬁz '1{!51)’:‘?99.‘(&@ J=540 119 ﬂizal gg'stﬁé @R 1 H)

and ‘concent’r at ed
837U HY. M) in water (5 nm) was added. The resulting
yel l ow sol ution was stirred at anbient tenperature
for 1 h, while the m xture had changed col our to bl ue

2) [7-9%%%xy@£}dmh5}§rlﬂ YegzifieeedIikefibiciaddi tion of
I sopr opanol he volatiles were renoved in vacuum The

A.2- D(%ﬁydu@cml)@mmﬂédmm@nz@ma@ and pH of the sol ution
sted t 2 [
2- Chle card qjﬁéribafl g0 'Ia(r%ldggfvaqgé ggnase Q’gasr %ﬁg%aggl ex%f) g? Gl and

ethanM\Bafﬂ'ﬂndEM‘IS’ hnI@M@frﬁhol}:WEH ad RidnThS Yesutinigaoiedr . solﬁltlysn wepsdfeated at

. or gani c_phase w th sodi um sul f at gvapor atjon of
100 Cs&rr\ﬁ@vmdaaﬁdleqlatﬂESaWPr@rfe@PV%chgncieég? &d BiFSBF-uhhe residue was

treateﬁh’% ﬁgﬁ%ﬁg r(ﬂpgﬁ)c b hdi eu\§ésn @if g{i gxqu.hhll\qr}fydfgchﬂo%cza%ﬂ to pH

or onet hane or e e trt
2. A pail’mopmmplthte%ngec( W89gollechdd 1t(yEﬂtr)atl[m 2n@ SGsliddnidth walker to yield

T DAL RE R TR e
NMR(A@O%_}\fIE{% cﬁ%oszg}Sﬁi;?%g, nof%h'ﬁzdézﬁ 3169ydt)ﬁ%e§1' Hzafﬂj 6.71

Hydro 3-ni'trobenzonitril
(t, J=3.8b Uiz, dH)of.92(dd /o831 3t.64 Hzpb&h)z&h3 (dd, Ve [/pr ]e@ﬁhHedl 8.
described in WO 97/38983] (0.26 30 g, 1.4 mmol) and
et hanolam ne (0.22 nm., 3.5 nmmol) in dry ethanol (3.8

B. Mé‘fh}l %ﬁ?-ﬂfdf&@'eﬁﬁrﬁ&mﬂo%%ﬁb@éxﬁ%&e oven at 135 C for
The 'reacti on m xture was concentrat ed under

2-(2- Hle@rgﬁmhqdae@m)fkmtmt@zp@s peide (Gabs gii 3561 mawl) wast figpolved in

et 450 18 PO RISER PR L AR R g

reﬂux( fbrl’z 5h. Thattveantrab Eéﬂi@edct[tllediu@d@red‘daﬁsmﬁe aérddue was treated
ncen- trated. Purification was perforg&? g& n%‘1 %
with WRies OGO gHh Ry cwFRcipdsyIth ¢hyE 3PEAt @REPoBYY T bimed organic
R cdiftmk | Gk dnatography on sili
pasc5 855t DDA RARALACH ik B haogpiy o s g
heptage €@5Yqcetate] INMR émaﬁeﬂﬂd:ffor@la&ﬁhmy&{E@'-rhyd%omt}(yﬂ)arrﬂmﬂ].-3}n1tro-
Hz, 1 3,68
benzoate, 3.92’}2 (72%). Mé %ESI) m/z 241 [M+H]. '"H NMR (400 MHz, CDCls) & ppm
3.12 (t, J=5.10 Hz, 2 H), 3.84 (t, J=5.15 Hz, 2 H), 3.91 (s, 3 H), 6.69 (t, /=7.96 Hz, 1 H),
7.95 (dd, J=8.34, 1.52 Hz, 1 H), 8.08 (dd, J=7.83, 1.52 Hz, 1 H).

C. Methyl 1-(2-hydroxyethyl)-1 H-benzimidazole-7-carboxylate
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5J=4.7 H, 2 H, 3.81(m 2 H, 6.70 (dd, J8.6, 7.6
Hz, 1 H, 7.75 (dd, J=7.6, 1.5 Hz, 1 H), 8.28 (dd,
wO02806833:200 Hz, 1 H), 8.41 (bs, 1 H). B. PCT/SE2005/001364

3- Ami no- 2-[ ( 2- hydr oxyet hyl ) am no] benzonitrile To a

sol ution of 23

2-[(2-hydroxyet hyl ) am no] - 3-ni trobenzonitrile (1.55 g,

7.5 mol) in a 10 m xture of nethanol (30 m) and
S o T b G Y Rk af §3.90 g5 % mmo i
methamliﬁ% Bd) wag byﬂrogﬁna&%aaqtmmspherid@r)essmoveid@é’dpalladlum on acti-

e B 0 Pt b T gl ) 25 v

was fehRVed & Qhdtluny THRUES L 546 di%(‘jlbecﬁﬁi Hralé Qcﬂ‘w@?ﬁl and heated at
sodi um bi carbonate. The solids were filtered of and

100°Gefondd mint andethhy kepicatt aptdent Temperohiné neernighyafikessp hﬁﬁe formic
acid %és %ov‘é@ﬁl{ﬁéjr chijl.tlc%dg?% ! aghear%,%lﬂge yag Eﬁsg(ﬂvety mn mel\%gano(l)?loo ml)

Ad concent rate

and tEe(a%delGH coicehithated arﬁhjmlatiﬁ MRt nlol (ZOQnI)]fo12§O fhin Sifévelib3levapo-

i.n the next step without further

ratlorb lgf ﬂﬁ E%l?ffﬂ@ﬁ ngiqal:_xgp)bynqogmml'pgrqmmq;graplqy on silica using dichloro-
meth%m—.( fri E%ﬁ%aﬁ?% 25 ]%%xaf Forust I?m@]g?%rgﬁietﬁﬁ Q%etn%kxluﬁa%)?e -7-car-

boxyfate} zmnog)(sms %b sIsIsI (Bs1) myk iz [MeH] a‘Q{ chl\(tﬁ (ﬁbo MH@I CD;OD) &
i ated rowave oven at f or

opm B 2> AT GoH b SGha? DT ot ¥t A Boa Rper 8KT g7 83 1z, 1
H), 76}3<21|d7§11%gj ?,tgdﬁpg, 1)'0 5 h. The volatiles were re-
er feduced pre

moved ssure. The residue was
part|t| oned between ethyl acetate and satu- rated

D, T S B R T B GBS e 255

12.8 %Hlll(flﬂr?a&‘?&ne ﬂ@ ‘%1'.{15 E%Bﬁl@ﬁoﬁ QF YO @1 77 g, 17.7 mmol) and concentrated
ydr oxy eNB(yS( 1H benzi m dazol e- ’7 carboni‘trile

HZSQ} ( 75 I(’QO%W«T[ &5l WamCﬂGQSEhelrﬁ[SM’HHB yeﬂbIVVMqﬂht(odaO\@as stirred at

ambl%ﬂ%ﬁeraggag,lr%c)r 12h pfrp fg5th6 gn%tl,u(e c_{lap%ed T’lc'ur}r tlg_l)bgbe g.zrt:en and then
was glefciedHig; thd aHBlLtloﬂ 0?650@%%@1—’?}1@1/01&‘5&5 kere denidved 8a 94cuum. The

(dd, J=8. 1, Ii? , 1 H. 30 D To a
residie, Vg |t16:ﬁteng1th bnne and pH of the solutlon was adjusted to 3 by addition of

aque(%ug (%giﬁ}é&? Bﬁ:&é}%ﬁ%ﬁ) ?‘Sxel Fale @ﬁ% Zr%é%t%ﬁl? %%tl?e?cﬂéc{ Mtil %thﬁ/ acetate

I N ace ones rea
contajrangrb k¢ meethanél. DrPidg ®f 5hegorg5mmphhse WIS eddimSsuitate, bvaparatlon of
water to forma clear solutio

solveg R UrftPR AL e DY PR SOYBFSHEBE on sihea using & gradi-

ent of %fﬁgﬁ@%éﬂ@ﬂﬁﬁﬂlchﬁ)@oﬂﬁﬁa&t afFdr8 BRY tife Bom g&ﬁfﬂchqﬂ g (48%).
Wit h rgﬁgnol (2 mM) and concentrated to uarter

MS (ESI)tlhé’ 235nM+H]. HONVAR: (40DHelHze 1,006 mms 38T (i BlH))néd7 (s, 2H),

7.57 &y}d‘r e’;]P (73%;&% ?m?l'ﬁg{)ggzggi }&322281/\;? extract ed

3-4 tinmes wth ethyl acetate and the conbined organic
extract was washed with brine, dried over Na2SO4 and

3) (71,Q3’ml@ﬂﬁ-b§?éﬁmi¢?@1-5-ﬁ)ﬂcytl¢ adildue was dissolved in a

Ay r ane (15 m) and triethylam ne
A2 @ﬁyﬁr% ﬁ ﬁgmoﬁeés)g%iogﬁlgogﬁﬁfr y was | oaded onto a
A solitiess bf gidhiere-coikrdbehzanirile! [ptepared dsederiBedtiHMWO 97/38983] (0.26
g, 1.4 mmol) and ethanolamine (0.22 mL, 3.5 mmol) in dry ethanol (3.8 ml) was irradiated
in a microwave oven at 135 °C for 180 min. The reaction mixture was concentrated under

reduced pressure. The residue was dissolved in ethyl acetate, the organic phase was
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of dichl oronet hane/ nmet hanol /tri et hyl am ne 84:15: 1.

Fracti ons containing product were pooled, diluted
weizvds/odsaanane (20 m ), evaporated to dryness aRATSE2®8/001364

in vacuo at 40 Cto Vi eId the title product:

(7-Cyano- | H benzi m dazol - gél )acetic acid, 0.36 g

(39%9. Ms 10 (ESI) mz 202.0 [M+H . 1H NWMR (400 MHz,

DMSO-D6) S ppm 5.31 (s, 2 H), 7.37 (dd, J8.1, 7.7

. . ; =76 : ’ i
wast§ i) pBhosplp biadfify "5 X3l Bydbyipe dba forladS8gnd concen
t;atediPuI(iﬁcag:@ﬁt\%éJs -p&i'ﬂohﬁfﬂilaumiggl_ﬂ%shl chiemdit))gmlphy on acsﬂcbra]lhﬁluﬁm and 25%
ethyl ggq[:tg‘qeflgrhhc%failg)% eatn glug:r;t to yleelngzl {?2 %?fé?oxyethyh)]aegno?%grﬁ?robenzom-

f
trile, @3@3%@%9)1"%’ ();oolﬂn?% @%@%gﬁ@ BREDARIS L] R, 3.68 (a,
J=4.T7HB ch;chBll\(m,lz i3 6&0@1 =836, M®HE, WD, add«edﬁ =G\, V.5 Hz, 1 H),

After the addition the reaction mxture was all owed to

8.28 (ddr & 20HanbHYL 41 @ipbHat ure  and kept such for 30

mn. Then the tenperature was brought down to -78 C
again and 20 water (4 m) was added slowWy. After
B. 3-Aatimd-2g( iy driveyetlgdpniioo]banzobiirie was aci dified to pH 4

To o AR 2h e B 5 S 20 B RN L 5" P S i

mixttR@bf ietBR8d30 %m@@dlw@feh yls Apebaiug ARt ihyNHHED. o) R added.

organi c extract was further washed with water and
To this miprediiteaignotrishladsie 64 rahdasc bite salutigngg. 10% aqueous HCI) was

adde{ Lgi{oll?fw%?a h;%npe\é\%a { BG rntn(r)lr re%{ﬂtlné %? ssoll t o%awgso@éb%d tP atlr for

uent

add1tQ>an52 8, 480MEn cﬁi@flﬂlﬂ ﬁétﬁfi{hfzé& Wﬁﬁkhﬂl?d‘dé’dﬁquﬂoﬁs s@fidmAdcarbonate.
found 205, 23 [ MtH|

1H NMR (400 MHz, DVBO D6) 6 pgm.
The pligy wege filiereg 0§f @g}d (Vﬁishgi-glt}]} efipyl agetpfe. Ahg fotDnglneg_cg agic phase
was #gs@g:ygﬁl (ngagr a\ljl(i%)l'lélé (% %’1 {\E.r N% 334 agxd%gnéé(xgg,t]ed Jyl@ldfﬁ% 3-2mino-2-
[(2-h¥tiroxlethi)l)aBaiRO]bészonitrild) (1.230g,B3%hthat whé esalomptbe neist step w1thout
7- tyl -1-yl ti id,
furth g BN M (1503 T 51128 WSLE 11 ot hyl amont um sal t

according to the procedure described for the synthesis
of (7-Cyano- 1H benzi m dazol -1-yl)acetic acid (part
C. 1-3-Hy¥ioxlyethy-d Frgenzgoidpzoleqreabanitede f or WO 2006/ 033620

3 Ang%/ Fwirfgéﬁ)g %ﬁﬁ%m@b%%%ﬁ%&s%é@%ﬁ ey dlgs%T\%gzm formic
acid 23 ml)Janzl 1lraﬂiéted9mhﬂnc2(:v5§/e(($fen%t k5 2C6t8r 2 h? "MJE rﬁmturS vhi)s cooled
and Ipzp_ated]_wy.qyl 37"/g|£ydroc7hlggc (aﬁﬁd @ w) &, 5_96C (fgr 0 15 hDThQsV@jltlleS Were re-
mové%l%r@%{ fe?{}&g ré@sulfeHT @H‘%icﬂe rtflclo}i BEGIeLE of léjcetz%e and satu-

onD- 1H— enzi n| acetate o a _
ratedsanjuamusosmdnﬁn bitatironawe- The begamcnplcbaz (Was twaghpdoath watac and brine,

trleth | am e sa t
v Sebire iRt potcanicaied o et 1y i Rudrak Pt} 80 g daote-
7- caﬂ%ffﬁﬁiée() 9\%5(90%) MS (ESI) m/z 188.1 [M+H]. "H NMR (400 MHz, DMSO-D6)
8 ppm: 3.81 (q, J=5.1 Hz, 2 H), 4.53 (t, /=5.3 Hz, 2 H), 5.03 (t, /<5.1 Hz, 1 H) 7.36 (,
J=7.8 Hz, 1 H), 7.76 (dd, J=7.6, 1.0 Hz, 1 H), 8.04 (dd, J=8.1, 1.0 Hz, 1 H), 8.37 (s, 1 H).

D. To a solution of 1-(2-hydroxyethyl)-1H-benzimidazole-7-carbonitrile (0.86 g, 4.6
mmol) in acetone (150 ml) Jones reagent (a mixture of CrOs3 0.5 g, 5 mmol; H,SO4 0.5 mL

in a minimal amount of water to form a clear solution) was added. The reaction mixture
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heat ed under reflux for 2 h. After cooling the m xture

was concentrated to 1/4 of original 10 vol une and
woandsiossamed bet ween ethyl acetate and aq. NaHEOB/SEXi&/001364

organi c extract was further washed with water and

brine, dried over Na2SO4 ape concentrated. Yield 0.38

g (97% . Calculated for CLOHOBr N2C2 m z: 267.99, found

269. 08 [ MtH +. 1H NMR (400 MHz, DMSO-D6) S ppm 3.72

v gt ety Ay ooty oo

initialHyoluh®. Ehe Meidny lwas partitioned between ethyl acetate and aqueous potassium

-pyridin-2-yl -1H benzi m dazol - )acetate To
hydrq(wlﬁzﬁ% (Rl 3. ]%%/ pgieous phase was extracted %/ 4’times v?ith ethyl acetate and the

combéﬁ%ll% &%Péé‘#ggﬁgéc%&%@m r?ﬂez:glggcfe (?&% E&\‘aOXI La'cggl(csg%céltrated The

oily r'endlliél\/ﬁa:{ ﬂhsﬁolvld:c) inuadaxtuas gb dlchbrémeuhhlmﬂ ¢15-ml) and trlethylamme @

ann di ne in
ml) agy @wa égﬁﬂg‘?%ﬂm?ﬁk‘s s@%ﬁ%}&%ﬂ i gmxture
of dlt‘lﬁ@fo%t@ahe/%%hagoi/ﬁ{et}%aarﬂlde ng415¢a |P?’£Eti\5h§ | confﬁﬂﬁn%’ 'p%duct were
was cool ed opened and the contents were tered

pooledndilteshwigh tdrcaqae@l (20Pub); fsvaparat@htwmn@e ehddred zrovacub lahd® °C to
sy (0 R IS 50 L gy o
! B2 $7 (dd,
(ESI)E;D% 2b3. 0[[M¢ﬂ{; HMN@ S(MI%?)S EﬁrﬁpﬂB ( £§ 7.87 (
J=8. 177:§9H7¢ tl, H)J£/7758(dﬁ|zJ-716 H@S ﬂz413H) 8'0$©d<i =3, il stl ), 8.38 (s, 1

1H 7.79 (dd, J-7.8, 1.3
H), lg—lé‘??% Py ;D 99(m 1I(—I) 8.16(s, 1H) 8. 58-8.65(m 1H). C.

(7-Pyridin-2-yl-1H benzi m dazol -1-yl)acetic acid
tri ethhjam ne salt. Methyl
4) (Tt PWZZmWaZPHl'b’&"\‘E?‘Fﬁ ¥ddol -1 -yl )acetate (50 ny

A 1 PRIt B Bl St oy Whabollk, T PO o ﬁ,ai”
A solmanem la2- hy41507(31ethyﬂ) 1Httieﬂz1ﬁmalqzbbt-7-oarboﬁ1trlﬂy c(t)dl9y§| 185 (@8nol) in
ary THE B4 O 9P, Coend Mok DR ey 05 oy ddaet Sowy.

Aftert fenqkigdh Stﬁ@i'éé@ﬁloﬂ thigufd WhybRoW ?@%ﬁgaﬁ%oamblent temperature
PCT/ SE2005/ 001364 27 of dichl oronethane (5 m) and

and Kept echyfon A mein( Than the) teapdrature wasubught giommﬁpr-y78wé% again and

ek 05 3 A7 RS RTRAh BOLBE I oo

4 anPBHsalddl at.50PCafr i3018inC SBlvehid ivige Berbckdtunder ﬁdﬂﬁﬁﬂl @essufh and the
luted with di oxane (10 m ), evaporated to dryness and
residygy way p@ﬁl@eﬁe%@wﬁn sthyltecqtat@ gnd aqy NaH§ Qsh S he jopgagic extract was

furth%r \géjsgga W%to L g& f&é%ﬁl 1 Igﬂ%{)lef‘%ﬁf%d4oind%ﬂ@én%g2Pmﬁcatmn was
perfobméd &k fysirsitichtolunmlagiog 4thy] doeistd g matiwinohas- the eheloxy| i ¢
vielF 38 P SRS o Ll ar e P22 Seond iR

'H NMR (400 MHz, DMSO-D6) & ppm 2.67 (s, 3 H) 3.51 (q, /=5.1 Hz, 2 H) 4.41 (t, J=5.3
Hz, 2 H) 4.77 (t, J/=5.1 Hz, 1 H) 7.29 (t, J=7.8 Hz, 1 H) 7.78 (dd, J=7.6, 1.0 Hz, 1 H) 7.88
(dd, J=8.1, 1.0 Hz, 1 H) 8.20 (s, 1 H).

B. The title compound: (7-acetyl-1H-benzimidazol-1-yl)acetic acid, was prepared and iso-
lated as a triethylammonium salt according to the procedure described for the synthesis of

(7-Cyano-1H-benzimidazol-1-yl)acetic acid (part D). Yield 116 mg (30%). Calculated for
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10 Pal | adi um on carbon (10% 54 ng) was added to a
sol ution of nethyl 4-chloro-8-nitroqui-
waabierma3a2e car boxyl ate (127 ng, 0.476 mmol ) in eCHBE2005/001364
acetate (8 m) and nethanol (8 m), and the m xture
was hydrogenated at 1 atnogphere for 40 mn. The
catalyst was filtered off, and platinunm(lV) oxide (56
ng) was added to the filtrate. The m xture was

R0y e 20 EafdpRiE 411 (B THIRAIRTA00 MHE 19U-68) & ppm

102(¥U&t791def9H§Ql56 (s, 'EhH?P.%SI -GUE7 BaS6 Pyuidli D %7@11(@%78& 1
hr onat o a|101% on silica using hep- t ane/ et
H)77é)c(étéi‘7e6 1.8s T-$e(me) LEDS. 18 6ok Hi-ng 28 ny (29%
yield) of the title conpound as a yellow oil. M5
(ESI) mz 207 [MrH . 'H NVR (400 MHz, DVMBO-D6) 5 ppm

5) (7-kyH&in-2-ylQB-henzEnidazoR1-§0adetidadidn 1 H partly
over| apped with the DVBO peak), 2.60-2.67 (m 1 H),
A. M@hldeﬂ(bgoms-llfﬁ bengiydazpl4lty %ﬁetaie , 4.39 (s, 2 H, 4.82

o gl Ry B e 8t 1

mmoljrat imythanol (20 ml), conc. H2804 (2.3 ml) was added and the resultmg mixture was

e TS R T MRS, SRR GE i
volurﬂeoglcﬁba{rﬂﬁoﬂedhbet\;% @cﬁﬂeﬁ:%tz@é aﬁ@' geNEH@@% TEe ofgaﬁﬁ:de}itﬁct was

vacuo, and the residual oil i ssolved in a
furthel yehslazshivdh eten ehdibees, dnﬁ@nvmwazﬁ@ h@@@@@ematﬁdafl ux for

f
vield 3 Bgos ) CaRRlatTpr T BRI 5 S 0G R e B Mt
! i) 4@ JMITB,
HN@@%@Ohgﬁz(ﬁﬂrﬁbzm&s%%BW@?%M %M\B)gG ?frn ] FISIZ 1 H)
7.41 7714002, H)(7rﬁ9(4dH%81311)diz:§Ii}38(2ﬁ1(sﬂHJ) 5.66 (t, J=
4.2 Hz, 1 H), 7.41 (d, J=7.3 Hz, 1 H), 7.53 (t, J=
7.8 Hz, 1 H, 7.70(d, J= 83 Hz, 1 H), 9.63 (s, 1

B. Mé’ﬂhyl (_giq:y?lhln -2-yl-1H-benzimidazol-1-yl)acetate
| or o- 6- net hoxy- 1H benzi m dazo] - 1-yl )aceti c acj

To aAmxzuqe of aethyl dYtbrorﬁ@tl%keWmamlo Hléwra}e AHihae O 4 mmo),

R e G

stannyipyridifel (O, &S mitdvdnod DMFn(Ghé 03 G&sragded Hi)@nfmmﬂbon The

oS0 L b M 5L 3 o St G oot nd

opené’l‘ldﬁji’f‘cfj theB&tShtdnRe weRd ﬂItéI‘éH a@scdrgatiefld. fPthﬁ@itQinh%s @eHformed on

The sol vent was renoved in vacuo, and the resi due was
flash pidica coluomadingdepienn—wivbpceidtd. 5 et hyl acetate. The

AR Yol HEEIR MO e Sl Bh e
'H NNBC 0 MiFe, m@ml@pﬁms, EwIlE]l Blwpls by (&2 MyM.33 (dd, J=7. 3 1 3 Hz, 1
chromat o silica using heptane/et hslé’l acet

H) 7.39(807748 Zarlhé) Uéat- B89 ondl & 149 - ﬂg%((%%l;l 78)(déff 78 1.3
e 45 A8 GRS S B (5550 1,

2 H, 3.50-3.54 (m 2 H, 3.95 (s, 3 H, 4.85 (t,
C. (7:]Pyr1qu2-yl-lH-bell_szudazol- 1-yDacetic acid triethylamine salt.
Methyl (7-pyridin—2-y1-]H—benzimidazol-i-yl)acetate (50 mg, 0.19 mmol) was dissolved in
3 mL methanol and 2 M aq. NaOH (3 ml) was added. The resulting solution was heated at
45 °C until the completion of hydrolysis (3 h) and then concentrated to dryness. The resi-
due was acidified with 5 M aq. HCI, concentrated to dryness, then redissolved in a mixture
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10 6.75 (d, J= 9.6 Hz, 1 H), 7.10 (broad t, J= 5.3 Hz,
1H, 802 (d, J=9.4H, 1H. B

wa-2(06/085d20r 0- 6- met hoxy- 1H benzi m dazol - 1- yl ) et RamSE2008001364
title conpound was synt hesi zed according to the
procedure described for theysynthesis of
(7- Cyano- 1H benzi m dazol - 1- yI)acetlc acid, part B and
C, starting from2-[(2-chloro-3- 15

of dic?i%%’fé%ﬁﬁé F%ﬁ) Rﬁ@%@g]}gﬁ'@wﬁmﬁﬁ g%gltﬁ}%z%y was loaded

onto DNBOfIlRE) Silpgam 3oltzan3. &od ( nelut2d H) witB. 89 (mijxtlreH) of 4. (Iidhloro-

metha(n67m«j:hanoé/nget£|élampq_§'_2 15 15%? s nsJ cox?’rgmgnwrodycﬁ_&?eregp ed, di-
I o
luted GFith d%x!iﬁe 1%0 eygﬁorﬁﬂe& t& dg}giggsfl A éﬁ‘@% v BREhARER 40 °C to

accor |ng é procedure r the syn-
yieldtﬂwaﬁle@roduc(tBlﬁylgméﬂ%)-l- benzi m dazol - 1-yl )acetic acid,

Calc@%%%@%ﬁiﬁﬁﬁééé% ég%ﬁu@ﬂ“?%? TR o1 g 40 g
(44% . Ms (ESI) mz 241 [MH]. The nmaterial was used
as such without further purification in the synthesis

6) 5,@ilty|dgo-t§£—§gidazgHgﬁgbﬁﬂqiuinggneﬁfwh@méicgpid Hgdrochloride
i S e Lo

Palladmﬁiﬁirh@)ﬁymﬁ(l(()%tmmhshafddkd 50 ] Isblhﬁbﬁ r(bZ ﬁ[ﬁl}(l 4hl6re-8-ditroqui-
di ssol ved i n_met hano

nohnwcﬁa&@ém#‘eﬁl%ﬂ@g, 4.696 nam@ Ht eﬂp@l 5%qtatﬁ §F ) gnghgnethanol (8 m)
and lifte {;vg %&%e?d FNE afnfiRBherk N4 th Ut E\ﬁﬂyst was filtered

eredt Ite to renove the catalyst. The
off, aﬁd Iptatlatlm(MS)xmdm@Sérrng)t W&t alfled o techiltratet dhy nekire was hydrogen-

s RO NS HORTOTHED TPEFHEsORY GHESH T8 oAl et concen-
trate%%ﬁgcgé)ﬂ% ﬂ%@i@l@ M?&El)p(xﬁﬁeéby%olu%uﬁéhﬁﬁmtogwphy %n%ﬂlo@%sm% hep-
tane/@hyiscetdte, 60;48 as the efuep affardige 28mB1(20 %0, yighdl oﬁthqztltle]_compound

a5 & Yepytth o5 (BSRY-27 (§FH (SR 9P i) PASGD6) 3 pom 1.95-

2.00 'Z Hf@ ﬁph @h'(ﬁﬁ 10§, partly overlap%ed with the DMSO peak) 2.60-2. 67 (m, 1
3-ni (trifludroneth ] met hanol ~ (221 n%
(m, 1 H),

H), 3166utk.)3 Jih 4. OBI-IEIG (mopd H) 4. é%[SlJBlPBM@P- (é,ofaés‘i Idan H), 6.2

ert - 1.1 mol) in THE was ad-

633 fsgf L 0 A5 7k 4 é(’%‘y&‘% addition of methyl iodide
(213 ng, 1.5 mol). The m xture was allowed to reach
anbi ent tenperature and was stirred for_ additiona

B. Ajgolutipg ofimathifl &-amingels2.ddertHydroguinplingeraraery late Us e, 0136
mmogxlhr 1@‘%}@} %rinf)m/%r a%rgt 180© ek nag trnvas o4 o?@ol@\éf?tr was re-

iums hate and concentrated i n vacuum
movedrinaecypr, auiditte residugd loﬂlWasehissolved) meé 6-M duydpichloac Iay1d(sn1utlon and

heateéia{ﬁlé%f?m? g) qnbug 1’1%{6?9? Wagggrtng\tle% zlnnvahc(zetgta?t%(redlgg 398 r}ng (100%
yield) of the title compound as a pink solid. MS (ESI) m/z 203 [M-HCI+H]. 'H NMR (400
MHz, DMSO-D6) & ppm 2.36-2.46 (m, 1 H), 2.61-2.66 (m, 1 H), 2.80-2.88 (m, 1 H), 3.10-
3.16 (m, 1 H), 5.66 (t,/J=4.2 Hz, 1 H), 7.41 (d, J=7.3 Hz, 1 H), 7.53 (t, J=7.8 Hz, 1 H),
7.70 (d, /= 8.3 Hz, 1 H), 9.63 (s, 1 H).

7) (7-Chloro-6-methoxy-1H-benzimidazol-1-yl)acetic acid
A. 2-[(2-Chloro-3-methoxy-6-nitrophenyl)amino]ethanol



10

15

20

25

30

oxynmethyl)-3-nitro-5-(trifluoromnethyl)benzene (130 ng,
559 . 1H NWR (400 MHz, CDC13) ™ ppm 3.48 (s, 3 H),

wWa 2606(083628 H), 7.93 (s, 1H), 8.38 (br.s, 2 H).PaT/SE2005/001364
1- (Met hoxynmet hyl )-3-nitro-5-(trifluoronethyl)benzene
(118 ng, 0.5 nmmmol) was hydse- genated over 10% Pd/C at
40 psi for 3 h at anbient tenperature. The reaction
m xture was filtered through Celite to renove the

A oL S5 ol LR MR SODRAIIES 5, DA o

mine (809 8@%% 07]1’1'1hiNM:in( ékﬁﬁhd]/l(ﬂ ;ml) @Eﬁ@]l&)iteﬂ amaﬂﬁc 8%erfizht. 3Additional

,.3.8 (Db 6,80 (h
ethang?agme'((éps g{g,% 2|.q)mm@@ vif@) addc(ed and thl_eD solution wags heated for a{_r?other 8 h.

The s%;h%ﬁjf Eé}? ﬂugérzég%%tgﬁ@hﬁ;}ee%@gﬁ I'%%’drs? ﬁrﬁ‘?&ﬁ%ﬁeoemeen water and

ethyl aoaat}. Thmghmedhyen wﬁHEva@]ﬂean#h base medalveﬂmagndsmnesﬂgalte and
lithium |n THF 15 m,

the sqlyspt YT A et THG FBAE g PatiiE by S0lsipd Gpmatography on

sﬂlcaﬁfsinrgrh%ﬂtaﬁgéthzﬂ HididtenAd:38) a2 aH elu-EﬂﬁaﬂF(‘)r&I ﬁlIV&ﬁg (6% yield) of the
quenched water, acidified with % rochl oric aci

title qomppmldlaszarmranmmlvgse«ﬂswmizamm ¥ 3¥MB, (B0 MEn HMSO-

D6) 3R AP R PO GDar B VR TG S et E DA Ve Dt 1 D

6.75 GOYLWR Byl PRt e1@ N osPNTEN § @20 H)NG ¥acaUne: 9 Ehe, 1<H)ude
pfoduct was purified using preparative HPLC to yield

1-[3-am no-5- (trifluoronet hyl)phenyl]et hanone (108

53 9 Cal c ted f. 203.2, 30
B. Z-W%Iamzﬁwfl%ﬁi’ GHTQIW?@S%%%I CDC13) b ppm 2. 58
The t{tR, coi?npUhmd {ifag dyrthésifed adcdilling td e Aprosedute Edscrifed3Dr (i, syhthesis

@ 1 H, WD 2006/ 033620 'PCT/ SE2005/ 01364 30
of (7 WncalH&q@éwdsqutley%ﬁ% ARGl paahB ang |G siprtng frpme?-[(A-chloro-3-

1
e s B s RRE Mt g et o
NMRS(ZIJDO MHZ ODIBISOHMD ) ppm 3 UEB[M@HNB@XP (s03 H)nﬂﬁl\@sf 5.6 Hz,
to a solution 5- nltrophenoIH(
2 E), 5 (5 5Qe b T8 (e GRS M6 5 @00 2rcs He, 1HD, 805 (s
H)mml) and 3-hydroxytetrahydrofuran (69 ng, 0.79 mol)
in tetrahydrofuran (2 m). The reaction mxture was
stirred at anbi ent terrperature for 4 h. The sol vent

was . renmoved in vac and the resj.du rti. e
C. ThE U GR ET soPaLIeSi oD SBaPE Hrdretes SrgHR Y e sy
thes@GieYﬂ@an&@ﬁ-@ngﬁﬂﬂﬁzdlﬂyﬁ%c%am&‘ﬁﬂi‘ﬁg Waithhg&rokn WL(7-chloro-6-
sol uti on of sodi um hydr oxi de fol a saturated

methgxy- qubgnZImld@QI—lldflwthmpbD@ahdbf&mge@%ﬂe GBPl) ank B [M+H].
was_.dr | Vi€ S

The YRA0OHET S, TRRREb T it -2 B SR ol e

compolh@mat ogr aphy on silica us- ing hept ane/ et hyI
acetate, 90:10->50:50, as an eluent affording 102 ng
(65% vyield) of the

Syntheses of the intermediates: amines, 8) thru 15)

8) 3-Methoxy-5-(methoxymethyl)aniline

1-Methoxy-3-(methoxymethyl)-5-nitrobenzene (197 mg, 1 mmol) dissolved in methanol (5
ml) was hydrogenated over 10% Pd/C at 40 psi for 2 h at ambient temperature. The reac-
tion mixture was filtered through Celite to remove the catalyst. The filtrate was concen-

trated in vacuum to yield 3-methoxy-5-(methoxymethyl)aniline (154 mg, 92%). 1H NMR
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title conpound as a pale yellow solid. M5 (ElI) mlz 239
(M+). 1H NWR (400 MHz, DMSO D6) 8 ppm1.94-2.01 (m 1
woleocd3&kbe2. 30 (m 1 H), 3.74-3.83 (m 3 H), 3p8®/SE3005801364
H, 3.87 15 3.91 (m 1 H), 5.18-5.21 (m 1 H), 6.96
(t, J =2.3Hz, 1 H, 7.315t, J =2.0Hz, 1 H, 7.34
(t, J= 2.2 Hz, 1 H. B. Palladiumon carbon (5% 30
was added to a solution of 3-(3-nethoxy-5 nltro

ny)
(400 REFATSYSDEIA IR A A0 (RS s, Bt AR5 01 s, 2 1),

6.41 (k4! 3+E6 s 1 Y)deaggaat B4. gt2.4 et Mep)p b €t,fJet. 7]Hh 1 1)e6.95 (1,
catal yst was filtered off, and the filtrate was

1=8.0d8mddM rated in vacuo affording 87 my (100%yiel d) of
3- met hoxy-5- (tetrahydrofuran-3-yloxy)aniline as an
oil. M5 (ESI) mz 210 [ M+H . 1H NWR (400 MHz,

9) 3-(MMERb DetByD5tiifla8rdm&hy(amilineH) , 2. 10- 2. 19 (m 1 H)
3.62. (s,

Toa ane%sqjgtl%gp F} rpﬁro-%?tgﬁu@omejhy_)pbe@d}t&ethapo}.g% 15“*52 (qlmol) in
THFgl Solfion gf ass u%llst t- rl ? {de 1]M 1. lgrrﬂ"Zl 1 ﬂnn'ﬂ')l) 1n]-ﬁwIF was ad-

t oxyet uor orret hyl'Yani I'i ne
des afl- 7(82C Notldvgod, oy hmn;iglman mfmlcthﬂ 1(>t11d|ef(12 LBomgnétShylln)dd)a nhermixture

h it
was Qet gt reroR B S ar S RS i Hisie g aifna 2 B e mixmre
was qreHBRA0Xh Sratdr Gt aRueERd Wit cldodfers )R dxitraet whadtied\over so-
starting from3-nitro-5- (tr| f 1 uor onet hyl ) phenol _and

divm resithesey atch eensentrapd i) veguurg {50 gude MHoMgR 0P Rigd, clpmato-

graphaca?l(}sfép(%ﬁ%@é\?%e&)g{ng %é@oét{hgpg‘(%?aé‘? 1nglé aﬂ%\@% Qg)ehg n@ 2&}'?&1&3’ g -(meth-

oxymbﬁhyl)@a—ﬁﬁro ﬁ(@lﬂuémﬁhﬂbenzelﬁo (I_m ndg, Hj5%)B. 08 MR JE00 MHz,

CDC@ @ZP%t3tﬂ§Q%/é Hb%‘yg Sg& Er 7@?’ &%r%ﬂe% B8 (5&n? Hne was
1- (M?%ﬂ?ﬁ)%}ﬁithglg ntrﬁgg ?;@%@lﬂurbﬁe{t&ﬁbpﬁz%ne 31 ey @ 86RfoPREs hydro-
genat8d oeerhid¥y PB/Q 4teltOr i fair3oh at ambidat/tempyptme.| TheaeagitomtmixBire was

ting.f
fittrsgl gl B ey e et e e Qi SRRETT ol i to
d
yield-3- (ﬂlﬁtﬁwg&@e&gﬂ) -5- (Nﬁlrlr{og&g%th?bzm%\%@@@ﬁ%%w 00 MHz,
CDCH) § ppno%a(sos Hnp.82bky, 2 B), 9639 (s, 2 B) .16 80 @r312 19, 6.94 (s, 1 H)
6.35 (s, 1 H, 6.45 (s, 1 H. 10 13)
3- Met hoxy- 5- (t etrahydrof uran-2-yl met hoxy)aniline A

10) 1 3LAx%1d\&slaﬁmm&oﬂiemmnﬁﬁ H¥thaRbhw | ] tetrahydrofuran

he title conpound was sy ntheS| zed according to the
3-Anpeeédiiffuereras Yln)laﬁélaommlet(h% gt Hegiob dlsﬂolv in THF (1 ml) was

treated W lﬁ ﬁ%g?ltﬂlﬁxgt({laﬁg% L, 31 %n% é%ﬁ% b 17880 A3kinRture was

star rom r oxXy ydr of ur an.

allow¥deﬂodreh014 gff:giu@ﬁ}%o@0°(l\/5nﬁatixrddﬂ for25@litidal 0151 INNRhe( 4QKRture was
15 DMSO D6

quenc(}}ﬁ:l'vgﬂ]_ﬂvateg agght%ﬁdgxip € %&rf(sﬁbagic égﬁécr)n BHélIlZ_D apﬁq%va}r%pé g(e)rf'ﬂy to 40-
45°C 0?’9 ﬁ% ( I?nqxuilé R Iféug‘ h:ge@ with Sbdiufh $185Borte 6HA edtrdded with
chloroform. The extract was drléd over sodium sulphate and concentrated in vacuum. The

crude product was purified using preparative HPLC to yield 1-[3-amino—5-
(trifluoromethyl)phenyl]ethanone (108 mg, 53 %). Calculated for COHS8F3NO m/z: 203.2,
found 204.1 [M+H]+. 1H NMR (400 MHz, CDCl3) 8 ppm 2.58 (s, 3 H), 3.71 (br.s, 2 H),
7.07 (s, 1 H), 7.39 (s, 1 H), 7.52 (s, 1 H)
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J=2.3 Hz, 1 H, 7.32-7.35 (m 2 H. B.

3- Met hoxy- 5- (t etrahydrof uran- 2-yl net hoxy) ani |l i ne was
weoeypmiclasizaed according to the 20 procedure deBCriSBz®s/001364

for the synthesis of

3- net hoxy-5- (tetrahydrof ur gg- 3-yl oxy)aniline, part B,

starting from

2-[ (3- met hoxy-5- ni t rophenoxy) net hyl ] t et rahydr of ur an.

| 224 [MrH . 1H NMVR

S 5 ki a1 27

A, 3-3. VBti2ng - imopichy N bgdoRmas ). 3. 63-3. 68 (m 1 H),

A solgiion of et grodipsibiyey i 440 oyt ingtobleng. 571 32b 0.8 pmol) in

tetrahgdwfuraﬁ%)#‘)nl) was added to a solutlon of 3-methoxy-5-nitrophenol (111 mg,
-nmeth t et rahydr o- 2H pyr an- 2- yl net hoxy) ani | i ne

0.66 Dinicd), (bripheyply e sphiineal30 60y, . £ (xﬁnqm and, 3—by@9xytntmlyy)imﬁa@n (69

t . .
me. 5 Ryarhf etheeReRoRid s T st TR mgs simgd ot ambient
tempéfm\?&@ fort4 hPiTRO¥diveRRRSsPROOed 2P Dadiib, ald Ak ARTALY wa8 Hrtitioned
t et r ahydr opyr an- 2- met hanol éé24 r;&y 1.07 mol ) in 30
betwaent s ARYdFIRUATAT (aEm dnyirarige Andicthyb deriatst oS AR layer was
washeci1 %1‘&16‘&% M%ﬁ@o& of tsgdl% v\j&&&&&% g({lﬁ)‘\ﬁe étﬁl%)e%r iﬁ{[\ﬂ% of so-

1 on e V\B en a
dium N&Qrb@rﬁilteu tTienorgadid latehytas air&ﬂ&h&r ﬂdgﬁeﬂﬁlgaemilfate ay@ithe solvent

hed h b d 1Vig d
was TDOYObE BFYEoERTRTE 00 BIOG S bY O] GO ERRE pcilica us-
ing hgp!tggéfgdgwb&'&b W8S 044040, 89 aR¥1kRt HAT ALY RUFBLE 96 ABRYe1iPof the

title c{oanpasah@ aw p5le (y"eEdiw adillycti Ms 215}) WE 3319 a\ﬂ r‘fﬁtmm;oqp@ YL, IDMSO-
0% sol ution

D6) %Pprtlrlr% %8} &racleﬁ) %81@ 30 %} éf%*r%rﬁ%\&@r %ﬁg}h% 36 A t3el), 3.87-
291 G EIR 3 20 B DS Do T 7 20 P 74

(t, /€22 g1 1¥).47% was isolated as, an colourless oil. M
(APCI) mz 238 [ M+H] . 1H NMWR (400 MHz, DMBO-D6) S ppm
1.22-1.32 (m 1 H), 1.43-1.51 (m 3 H, 1.60-1.63 (m

B. Péla@um %n%%rﬂansé% (48 m%% 'il)a(s a’%idgg tg’ 4&1&% of ﬁ'!)(’p’-methoxlyl)—S—nltro-
phen@g@’@traBycﬁOfu@m (IQO H)g, 051163111@191) 1@ e’&i)apo]S(Sﬁﬁl.) ana Bthizhpeetate (1 ml),

and tgg (rﬁx &a% gggé)g%rﬁ%@;% %atmﬂ%%[? 5%&1 ’TEH% c?tﬂy'st was filtered off,

and tE® FREHE G/ 20REn &M RLIBE Z&%%ﬂb@dﬂg'w he (I(b'O% @’E&@aﬁlﬁ thethoxy-5-
described for the synthesis

(tetrabydrefsoncy-wAopDenbesgichonib MWES\BJQ’Z P ArEMH BNy YER ARMR (400 MHz,

DMsg):gxyééy%% %glﬁ@ﬁbﬁ %a% LN (m, 1H), 3.62 (5, 3 H), 3.70-3.85 (m, 4

H), 4%—3!@@9(@93!&&995*@&(@2 HY! £6 Ng&mz(ﬁﬁ%ﬂass ANV E 1.9, 1 H),
Cl) mz 226 .IH N 400 , DVMBO-D6) S ppm
5.75 ziﬁl(%HZJlH)e 1 Hz 6 15 H), 3.58-3.64 (m 6 H),
3.90-3.92 (m 2 H), 5.03 (s, 2 H, 567 (t, J=2.2
Hz, 1 H), 5.74- 5.75 (m 2 H). Synthesis of the target
12) 3e@Ayiethutyethoxy)-5-(trifluoromethyl)aniline

A. 1-(2-Methoxyethoxy)-3-nitro-5-(triftuoromethyl)benzene

The title compound was synthesized according to the procedure described for the synthesis
of 3-methoxy-5-(tetrahydrofuran-3-yloxy)aniline, part A, starting from 3-nitro-5-
(trifluoromethyl)phenol and methoxyethanol. Yield 98 mg (50%). "H NMR (400 MHz,
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20 CGeneral nethod. To an ice-cool ed solution of a

7-substituted (1H benzi m dazol -1-yl)acetic acid,
wonrepassdoas descri bed above (0.14 nmol), PCT/SE2005/001364

triethylamne (0.80 nmL, 0.56 mml) and an appropriate

am ne (commercially availahle or described in the

literature or described above, 0.2 mmol) in

acetonitrile (2 nl)

- i | -1- - - i
ousE bR BSRHCRA0 G bbb M R P A A, 455
4.37 @alded), 71808k, QSN RAB (as= 2 emy ady), 8103 (hh)a Hy eacti on

m xture was stirred at anbient tenperature for 0.5 - 3
h. The m xture was quenched with nethanol and the

B. 5 PARUL SN LAMAEARINARHS, DBy 68 AUS 8B e pro-
ceduedewérived fot the iPUhesiy bAB@hethoxyeSigtralmpirefutal-8-yhsypniline, part
eluent affording the title conpound. Alt]}l)g1 nat eve

B, sterag rfzem diré-methqrupthexad-pifrost (iiugepmathylibeppine: Field 89 me.

s (3552 LIRS0y e . i

(m, 2ROTA BB2005(R X BHA.566, VW), 6.8L(] 1 Hxa3pl(s INKY, b.458El H).
[ Mt1] H NVR nunber calcd or [M1] (400 WMHz, CD3CD)
6 ppm 2.75 (s, 6 H, 3.30 (t, J=5.1 Hz, 2 H), 4.22

=5, -] 2D : , 5.45 , 2 ,
13) 3%@?8@%@%@@%&%&%&“? %‘1-1%1-“'%83. P gl?
A. 2-A38Viethoxyt 5 Hiitroghe@8xy)dutthyl](etrahy dnoburatt benzi mi dazol -
The t"ljjiie?éo%dﬂqu,@g yz'ja% ’gy%tp!égi%a__dlfg%d}&%:to %ﬁwr?éé%l.%% 8%%0?1@3&2 Fog ﬁ‘ielsynthesis
of 3'-’i¥1eth3}8t—)§1)ét§)‘u§h%ofur&1—@%fl&?k;aerglirﬁ),, p&t 33, €tssting Hhon{ 400hydroxy-

MHz, b ppm N [3-(Methoxy- 3.3 5 ,
methgl)igtrekydrofurgn, Yidld 104 Ir[lg (63%%). MS (BI) m/s 253 fﬁ*). R NVIR (400 Mz,

DMSO-D6) & ppm 1.64-1.73 (m, 1 H), 1.78-2.04 (m, 3 H), 3.65-3.71 (m, 1 H), 3.76-3.81
(m, 1 H), 3.86 (s, 3 H), 4.00-4.04 (m, 1 H), 4.08-4.12 (m, 1 H), 4.14-4.20 (m, 1 H), 6.98 (t,
J=2.3Hz, 1 H), 7.32-7.35 (m, 2 H).

B. 3-Methoxy-5-(tetrahydrofuran-2-ylmethoxy)aniline was synthesized according to the
procedure described for the synthesis of 3-methoxy-5-(tetrahydrofuran-3-yloxy)aniline,
part B, starting from 2-[(3-methoxy-5-nitrophenoxy)methyl]tetrahydrofuran. Yield 85 mg
(97%). MS (ESI) m/z 224 [M+H]. "H NMR (400 MHz, DMSO-D6) § ppm 1.58-1.67 (m, 1
H), 1.75-2.01 (m, 3 H), 3.62 (s, 3 H), 3.63-3.68 (m, 1 H), 3.74-3.82 (m, 3 H), 4.06-4.12 (m,
1 H), 5.03 (broad s, 2 H), 5.67 (t, J=2.2 Hz, 1 H), 5.74 (d, /= 2.4 Hz, 2 H).

14) 3-methoxy-5-(tetrahydro-2 H-pyran-2-ylmethoxy)aniline

Diisopropyl azodicarboxylate (0.19 mL, 0.99 mmol)) was added dropwise to a mixture of
tert-butyl (3-hydroxy-5-methoxyphenyl)carbamate (196 mg, 0.82 mmol), triphenyl-
phosphine (259 mg, 0.99 mmol), and tetrahydropyran-2-methanol (124 mg, 1.07 mmol) in
tetrahydrofuran (2.5 mL) under nitrogen atmosphere. The reaction mixture was stirred at
room temperature overnight. The mixture was partitioned between a 1 M NaOH solution

and ethyl acetate. The organic layer was washed with brine, dried (MgSOy) and evaporated
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(s, 2 H, 7.07 (d, J=7.6 nethyl)phenyl]-2-(7-nitro-

5.45 ( 2 JHbenzim dazol -1 340.3 341.1 Hz, 1 H), 7.28
woORpoe33620 Hz, 1 H), 7.40 - 7.51(m 3 H), 8. 0BCT/SE2005/001364

yl)acetamid e - 809 (m 2 H), 8.35 (s, 1H WO

2006/ 033620 PCT/ SE2005/ 001364 - 34 MW found Exanple

MV 1 Nanme [Mtl] H NVMR nunber calcd or [Ml] (400

Mz, CD3OD) b ppm 5.01 (s, 4 H), 5.40 (s, 2 H)

to gl &E%Erll & gxfﬂ 4%1 @%@%}%e&b&%g@ﬂgn %lggmgto';ﬁ%)g% ét’)’%lvegtert-butyl

[3-methdxykf- (te&ah‘;l)iro—ZqumgnFQQémethoky)pﬁenfyﬂ)]céutbamateB Thiskateral was
treategbmgth%q% sbl}é'lci%_‘; of %l%de ét(lj gclé Tx%cﬁpg%orﬁlpj@mlgg‘ﬁ %‘rﬁe ge’n_aLoval of
the vaihtiles B0 aMifm 30NERo %\@5 (@etﬁﬂ%oéfﬁ%yfaﬁ& }_B?‘ln@thoxg)eﬁﬁln{es(m 3ng,

(}%, N- [ 3- Met hoxy (meth 4.33 (5,
47%)Hyas isolarg msztmgdlmpimmydl] MS (XPCH 753 2%&[MTHH-I) H NM34(408 MHz,

pyshbys pgnI P32 ¢bt, BTN TydF il 3 Y Tih- L6 g, {Rh L 8083
(m, 13H)) 38213240 @h, 16H), 3.52-3.58 (m, 1 H), 3.61 (s, 3 H), 3.71-3.79 (m, 2 H), 3.86-
3.90 (m, 1 H), 5.03 (s, 2 H), 5.66-5.67 (m, 1 H), 5.73-5.74 (m, 2 H).’

15) 3-(2-isopropoxyethoxy)-5-methoxyaniline

The title compound was synthesized according to the procedure described for the synthesis
of 3-methoxy-5-(tetrahydro-2 H-pyran-2-ylmethoxy)aniline starting from zerz-butyl (3-hy-
droxy-5-methoxyphenyl)carbamate and 2-isopropyxyethanol. Yield 78 mg (74%) as an oil.
MS (APCI) m/z 226 [M+H]. "H NMR (400 MHz, DMSO-D6) § ppm 1.10 (4, J = 6.1 Hz, 6
H), 3.58-3.64 (m, 6 H), 3.90-3.92 (m, 2 H), 5.03 (s, 2 H), 5.67 (t, /= 2.2 Hz, 1 H), 5.74-
5.75 (m, 2 H).

Synthesis of the target compounds

General method.

To an ice-cooled solution of a 7-substituted (1 H-benzimidazol-1-yl)acetic acid, prepared as
described above (0.14 mmol), triethylamine (0.80 mL, 0.56 mmol) and an appropriate
amine (commercially available or described in the literature or described above, 0.2 mmol)
in acetonitrile (2 ml) O-(7-azabenzotriazol-1-yl)-N,NV, N’ N'-tetramethyluronium
hexafluoro-phosphate (69 mg, 0.18 mmol) ) was added. The ice-bath was removed, and the
reaction mixture was stirred at ambient temperature for 0.5 — 3 h. The mixture was
quenched with methanol and the volatiles were removed in vacuo. The residue was puri-
fied by column chromatography on silica using a solution of 0-10% methanol in ethyl ace-
tate as an eluent affording the title compound. Alternatevely, the residue was purified by
preparative HPLC on XTerra Cg column (19x300 mm) using 0.1 M aqueous
NH;OAc/CH3CN as an eluent. '



J=8.1 Hz, 1 H, 8.14 (dd, J=8.1, 1.1 Hz, 1 H), 8.44

(s, 1 H), 10.39 (br.s, 1 H (400 WHz, CD30OD) b ppm
wOoRp@3dM20 hoxynet hyl )-5- 3.39 (s, 3 H), 4.48 (BCTREX05/001364
5 (trifluoronethyl)phenyl]- 408.3 5.47 (s, 2 H), 7.35

(s, 1 H, 2-(7-nitro-1Hbegzimda- 7.44 (t, J=8.1 Hz,

1 H, 7.71 zol-1 yl)acetamde (s, 1 H, 7.81 (s, 1

H, 8.08 (d, J=8.1 Hz, 2 H, 835 (s, 1 H W

2006/ 033620 PCT/ SE2005/ 001364 35 MAN found Exanple

MAN 1 Nanme [ Mtl] H NVR nunber calcd or [M1] Mz,
CD30D) 8 ppm N-[3-Cyano-5-(trfluoro- (400

N

pethylphenyt -2 (7-nitro—5-48 (s 2 Hy-—— 74
J=8.1 6 1H benzi midazol}] 1. 389] M%oo[1 Hz, 1
(s, L H, 8.07 (d, J=8 1 Hz,| Rk | 8. 12 (d,
Examjll¢ aget am de J=7.2 Hz, 2 MW 8| 34 (s 11 H  VHz,
CD30pPNaseppm N-[3 Acety| -S-&{] r IMt-ibr GH NMBO net hy
numbey p| ) phenzi ni denyl J- 2azjofled (7-nitro- 2.61 (s, 3 H),
5.51| (s, 2 H), 406.3 407 1 5%%t, §=8.1 Hz, 1 H),
7.95 (s, 1 H, 808 - 8.1 M3 H),  yl)acetam de

;I\J

AN C
~ DN/~

(400 MHz, CD;0D) & ppm
2.75 (s, 6 H), 3.30 (t, J=5.1
Hz, 2 H), 4.22 (t, J=5.1 Hz, 2

N-{3-[2-(Dimethyl- H), 5.45 (s, 2 H), 6.73 (dd,
amino)etho. henyl}-2- J=7.6,2.5 Hz, 1 H), 6.99 (dd,
1 ethony[phenyly 3834 | 384 ) (
(7-nitro-1H-benzimidazol- J=8.1,2.0 Hz, 1 H), 7.23 (t, J=
1-yl)acetamide 8.1Hz, 1 H),7.35(t,J=2.4

Hz, 1 H), 7.43 (¢, J= 8.1 Hz, 1
H), 8.04 — 8.09 (m, 2 H), 8.35
(s, 1 H)

(400 MHz, CD;0D) 6 ppm

3.35(s,3 H), 4.41(s, 2 H),
N-[3-(Methoxy-

5.45(s,2 H),7.07(d, J=7.6
methyl)phenyl]-2-(7-nitro-
2 3403 (341.1 |Hz 1H),7.28(t,J=7.9Hz, 1
1H-benzimidazol-1-

H), 7.40 - 7.51(m, 3 H), 8.05

ylacetamide
—8.09 (m, 2 H), 8.35 (s, 1H)




8.34 (s, 1 H, 836 (s, 1 H (400 MHz, CD30OD) 5 ppm
1.36 (d, J=6.6 Hz, 3 H), 3.18 N-[3-(l-Meth- (s, 3 H),

W0 2005/038520)=6. 6 Hz, 1 oxyet hyl ) phenyl ] - 2- ( 7- RCT/SER005/001364
5.40 (d, 2 H, 7.02 (d, 8 tro-]H benzim dazol -1 354.4
355.1 J=7.6 Hz, 1 H), 7.253{t, J=7.8 Hz, 1 H), 7.37
- 7.45 (m 3 H, yl)acetamde 8.05 (d, J=8.1 Hz, 1
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yl)acetanm de (t, J= 8.0 Hz, 1 HM-.p3 (d, J =8.1Hz,
LH)-B-15(ed=7—6—He—iH)-— 8651 E At Oa0s s,
1 H)| (400 MHz, DMBO-D6) b ppm (400'MHz, CD; ppm
5.01 (s, 4 H), 5.40 (s, 2 H),
N=(1,3-Dihydro-2-benzo- 7.15 (d, 7=8.6 Hz, 1 H),
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1 H} vyl)acetamde 8.05 (dd, J8.1, 0.8 Hz, 1 H), 8.12
(dd,| J7.8, 1.0 Hz, 1 H),| 8 38 Mal]1H), 8.49 (s, 1 H)
(400l MHz, DME-DQ) 5 poml 35(s D) 7. (+ 12 0
202-) - (71-Nyl ) - [ 2- N-1{ 2H- - b 3 nzfmid@bb%‘ﬂgz@M%OD@f’Ppm
7.58-7.65 (m 3 H), 1.90-1.97 (m, 1 H), 2.13-2.22
(m, 1 H), 3.69 (s, 3 H), 3.71-
N-[3-Methoxy-5-(tetrahy- 3.86 (m, 4 H), 4.91-4.93 (m, 1
drofuran-3-ylo. henyl]- H), 5.38 (m,2 H), 6.21 (t,J=
3 f yloxy)phenyl] aoa | 413 ) ( ) (
2-(7-nitro-1H-benzimida- 2.3 Hz, 1 H), 6.74 (m, 2 H),
zol-1-yl)acetamide 7.43 (t,J=28.1 Hz, 1 H), 8.03
(dd, /=7.3,0.8 Hz, 1 H), 8.14
(dd, J=8.0,0.9 Hz, 1 H), 8.45
(s, 1 H), 10.37 (s, 1 H)
(CD;CN) 8 ppm 5.31 (s, 2 H)
2-(7-Nitro-1H-benzimida- 7.32 (td, /=10.2,4.29 Hz, 2 H)
14 z0l-1-y1)-N-(3,4,5- 350.3 |351.0 |7.41(t, J=8.1 Hz, 1 H) 8.05
trifluorophenyl)acetamide (dd, /=8.1,1.0 Hz, 1 H) 8.08 -
8.11 (m, 2 H) 8.84 (s, 1 H)
(400 MHz, DMSO-D6) & ppm
3.62 (s, 3 H), 3.76 (s, 6 H),
4.22 (d, J=5.8 Hz, 2 H), 5.24
2-(7-Nitro-1H-benzimida-
(s, 2 H), 6.57 (s, 2 H), 7.39 (¢,
15 zol-1-yl)-N-(3,4,5-trimeth- | 400.4 | 401
J=8.0 Hz, 1 H), 7.99 (dd,
oxybenzyl)acetamide
J=3.1, 0.8 Hz, 1 H), 8.11 (dd,
J=8.1,1.0 Hz, 1 H), 8.42 (s, 1
H), 8.72 (t, J=5.8 Hz, 1 H)




20 392.3 393 7.66 (s, 1 H, 8.05 (dd, J=8.0.
(trifluoronethyl)phenyl]et 0.9 Hz, 1 H), 8.12 (dd,
wO=2806033620y| ) acetami de 1.0 Hz, 1 H) 8.43 (m 1PE/SE2005/001364
8.48 (s, 1 H (400 MHz, DWFD9) b ppm 2.70 (t, J7.2
Hz, 2 H), 3.37 (q; J=6.7 gg 2 H) 3.79 (s, 3 H),
3.82 (s, 3 H, 535 (s, 2 , N [2-(3, 4-D nethoxy
6.76 (dd, J=8.2, 1.9 Hz, 1 H),
phenytethytd=2=(7nrtr o 21T 38thaAy386 689 (s, 1 H);
6.91] (t, J=1.9 1 H benzji m dazw y| ) acet am de Hz,
1H) .45 (t, J=8.1 Hz, 1 H), PBfoand(dd, J8.1, 0.8 Hz,
Example 8.12 (dd, J=8.0,|MW H, 1 H 6 (m 1H,
8 50| Name 1) WD 2006/ 08592 pAH Bep 8 B1364 41 M
numher nly"  Exanpl e MV Nanme [ NLY 1H,NVR | nunber cal cd or
[M1] (400 MHz, CD3OD) bl ppm P.71 (t, J=7.2 Hz, 2 H),
3.39] N-[2-(3,5-Dinethoxy- (t,|M72|Hz, 2 H), 3.74
(s+—b-22 phenylyethyl]-2-(7-nit+ro-—384-4-3385 525
(s. P H, 6.31 (t, (400 MHz, CD30D)Sppm
4.34 (s,2 H),5.32 (s, 2 H),
N-(3,4-Difluorobenzyl)-2- ( ) (s, 2 H)
7.03-7.09 (m, 1 H), 7.12-7.22
16 (7-nitro-1H-benzimidazol- | 346.3 | 347
(m, 2 H), 7.44 (t, J=8.1 Hz, 1
I-yl)acetamide
H), 8.01-8.07 (m, 2 H), 8.32
(s, 1 H)
(400 MHz, CD;0D) 6 ppm
2.70 (t, J=7.3 Hz, 2 H), 3.35
N-[2-(4-Methoxy-
(t, J=7.3 Hz, 2 H), 3.74 (s, 3
phenyl)ethyl]-2-(7-nitro-
17 354.4 | 355 H), 5.22 (s, 2 H), 6.79-6.85
1H-benzimidazol-1-
(m, 2 H), 7.09-7.15 (m, 2 H),
yl)acetamide
7.44 (t, J=8.1 Hz, 1 H), 8.03-
8.09 (m, 2 H), 8.28 (s, 1 H)
(400 MHz, CD;0D) & ppm
2.79 (t, 7.2 Hz, 2 H), 3.39
N-[2-(3-Fluoro- (t,/=7.2Hz,2 H), 525 (s, 2
henyl)ethyl]-2-(7-nitro- H), 6.87-6.94 (m, 1 H), 6.96-
18 pheny)ethyl]-2-( 3423 | 343 ) ( )
1H-benzimidazol-1- 7.06 (m, 2 H), 7.24-7.31 (m, 1
yl)acetamide H), 7.44 (t, J/=8.1 Hz, 1 H),
8.03-8.09 (m, 2 H), 8.29 (s, 1
H)




weo 208083020 (m 2 H),

1H benzi m dazol -1 - J=2.
yl )acetam de Hz, 2 H),

8.2

3 Hz,
7.44 (
9 (s,

1H,

t, J=8.1 Hz,

6.

41 (d, J=2.2

1H,

1 H (400 MHz, PVECED®DF/001364

S ppm 2.72-2.82 (m 2 H), 3.10-3.19 (m 2 H),
4.33-4.43 (m 1 H), N (2,338 hydro-1Hinden- 5.13 (s,
2 H, 7.12-7.18 (m 2 23 3 yl)-2-(7-nitro-I1H ben-
336.4 337 H), 7.20-7.26 2 H, 740 zi m dazol -1
'yI)cuctculldc (t, =81 'L, T ' (dd, =8 U, 69
Hz, 1L H), 8. 11 (dd, J=8/0, 1. o“ﬂ’zV | M), 8.40 (s, 1
H, 8.57 (d, J=7.1 Hz, 11 H (#AfmiHz, DVSO- D6) 6 ppm
Exanﬁ]165 t, J=7.1 Hz, 2 H),|BIW1 N—DLIZ-]( b;.Brono- 2- et h-
(q, pNeme 7, 2 H), 3.77 Hds +1] | 'THNMR
num yp1eny| yethyl]-2-(7-ni | “H5 ByA5 (5, 2 H, 6.94 (d,
24 trfo-1 Hbenzimidazo [I-1 43B.3 434 J=8.6 Hz, 1 H),
7.2917.43 (m 3 H, 7.99 (dd,|M8i]1] 0.6 Hz,
ylYacetamide 1 H) 8101 (dd =8 1. 11 0 Hz
8.33[(t, J=5.7 Hz, 1 H),| 8.39 (s, 1 %OQMTZOEM%@%MPHI
PCT/ BE2005/ 001364 42 MN founfl Exa Naffe 3 g0
[ MM1] H NVR nunber calcd or |[M1] ]‘?Z?%Oj\%x—&n 5, G,
DVSO} Be)2-(3- pferhoxy- 3H), 5.36 (s, 2 H), 6.6.78-6.89
henyl)ethyl]-2-(7-nitro- m, 3 H), 7.23 (t, =7.8 Hz, 1
19 phemylethyll-2-( 355 354.4 ( ) (
1H-benzimidazol-1- H), 7.45 (t, J/=8.1 Hz, 1 H),
yl)acetamide 8.05 (dd, /=8.1,0.8 Hz, 1 H),
8.12 (dd, /=7.8, 1.0 Hz, 1 H),
8.38 (m, 1 H), 8.49 (s, 1 H)
(400 MHz, DMF-D9) 6 ppm
5.35 (s, 2 H), 7.45 (t, J=8.0
2-(7-Nitro-1H-benzimida-
Hz, 1 H), 7.58-7.65 (m, 3 H),
zol-1-yl)-N-{2-[3-
20 Tphenyl] 3923 | 393 7.66 (s, 1 H), 8.05 (dd, J=8.0.
trifluoromet enyl/et '
(i VAP 0.9 Hz, 1 H), 8.12 (dd, J=8.1,
hyl}acetamide
1.0 Hz, 1 H) 8.43 (m, 1 H),
8.48 (s, 1 H)
(400 MHz, DMF-D9) 4 ppm
2.70 (t, /=7.2 Hz, 2 H), 3.37
(q,/~6.7Hz,2 H),3.79 (s, 3
H), 3.82 (5,3 H), 5.35 (s, 2 H),
N-[2-(3,4-Dimethoxy-
6.76 (dd, /=8.2, 1.9 Hz, 1 H),
phenyl)ethyl]-2-(7-nitro-
21 3844 | 385 6.89 (s, 1 H), 6.91 (t, J~1.9
1H-benzimidazol-1-
Hz, 1H) 7.45 (t, /=8.1 Hz, 1
yl)acetamide
H), 8.05 (dd, /=8.1, 0.8 Hz, 1
H), 8.12 (dd, /= 8.0, 0.9 Hz, 1
H), 8.36 (m, 1 H), 8.50 (s, 1
H) '




2.60-2.68 (m 1 H), 2.82-2.91 (m 1 H), 3.25-3.31 (m
1H, 3.35-3.43 (m 1 H), 3.76-3.86

woORp@/332Ch| or obenzyl )-2- (m 1 H), 4.83 (t, JeRBTAEMDS5/001364
1 25 hydroxyethylJ-2-(7-nitro- 388.8 389 H), 5.12 (s,
2 H, 7.18-7.23 |H benzimgdazol-1- (m 2 H),
7.27-7.33 (m 2 H, yl)acetamde 7.38 (t, J=8.1 Hz, 1
H, 7.97 (dd, J=8.1, 0.8 Hz, 1 H), 8.09 (dd, J=8.0,

0.9 iz, I H, 821 (d, J=8.6 -%,[ M, 8. 38 (S, I H)
(400{MHz, DMSO-D6) 8 ppm 3.0813.16 (m 1 H),
3.2043.27 N-(2Hydroxy- 2; ‘g} 1fédnd 4. 54 (t, J6.1 Hz,

Example) | 8 (s, 2 H, 5. 471\§ 1 .
numf;gen; @E‘Pﬁ/u 2-(7-nitro ‘zga]% bé@‘?‘lﬁ HAMR 340. 3 341
©2047.27 (m 1 H, 7.28{7 4lH), 7.39 (t, J8.0
Hz, 1 vyl)acetamid e H) 7.98( J=8.1, 0.8 Hz, 1
H, $.10 (dd, J=8.1, 1.0Hz,1[M)-1]$39(s 2 H WO
20064-033626—PCH-SE2005/-001364—43—MA/ Example
MW Name [Me1] 1H NVR  nuiber cal cd (9&40?% CD;0D) 8 ppm
(DMBO-D6) 6 ppm 3.93 (s, |3 2.71 (t, J=7.2 Hz, 2 H), 3.39
N-[2~(3,5-Dimethoxy- (t, J=7.2 Hz, 2 H),3.74 (s, 6
henyl)ethyl]-2-(7-nitro- ,5.25 (s, 2 H), 6.31 (t,

22 phenylethylj-2-( 384.4 |385 H) ( ) (
1H-benzimidazol-1- J=2.3Hz,1H), 641, =22
vl)acetamide Hz, 2 H), 7.44 (t,J=8.1 Hz, 1

H), 8.03-8.09 (m, 2 H), 8.29
(s, 1 H)

(400 MHz, DMSO-D6) & ppm
2.72-2.82 (m, 2 H), 3.10-3.19
(m, 2 H), 4.33-4.43 (m, 1 H),

N-(2,3-Dihydro-1H-inden- 5.13(s,2 H), 7.12-7.18 (m, 2
23 2-yl)-2-(7-nitro-1H-ben- 336.4 | 337 H), 7.20-7.26 (m, 2 H), 7.40
zimidazol-1-yl)acetamide (t, /=8.1 Hz, 1 H), 7.98 (dd,

J=8.0,0.9 Hz, 1 H), 8.11 (dd,
J=8.0, 1.0 Hz, 1 H), 8.40 (s, 1
H), 8.57 (d, J=7.1 Hz, 1 H)

(400 MHz, DMSO-D6) 8 ppm
2.65 (t, /=7.1 Hz, 2 H), 3.21
(q,/=6.7Hz, 2 H), 3.77 (s, 3
H), 5.15 (s, 2 H), 6.94 (d,
oxyphenyl)ethyl]-2-(7-ni-
24 4333 (434 J=8.6 Hz, 1 H), 7.29-7.43 (m,
tro-1H-benzimidazol-1-
3 H), 7.99 (dd, /=8.1, 0.6 Hz,
1 H), 8.10 (dd, /=8.1, 1.0 Hz,
1 H), 8.33 (t, /=5.7 Hz, 1 H),
839 (s, 1 H)

N-[2-(5-Bromo-2-meth-

yl)acetamide




H 5.46 (s, 2 H 7.10 (d, J=1.5 N (4-Methoxy-2
napht hyl )-2-(7-nitro-1 H Hz, 1 H 7.36 (m 1 H) 7.45
w@zodsaazd2oi dazol -1 376.2 377.1 (m 2 H) 7.71 ( BCTREXN5/001364
8.03 (m 2 H) 8.15 (dd, J8.1, 1.0 yl)acetam d e Hz,
1 H 848 (s, 1 H 10.58 , 1H)(4OO MHz, CD3CD) 8
ppm 2.60 (s, 3 H), 3.39 (s, 3 H),
2(7AcetyI-IH-benZ|mda 4.48 (s, 2 H), 5.43 (s 2 H,
/_OLl-J_ yl)-l\i-[s (llr:lll Ay~ 405 AT 134 \b J.I'I), "39
(t, P=7.8 nmethyl)-5-(trjifluorjo-" Hz,| 1 H), 7.72 (s, 1
H), [7.85 nethyl)phenyl]laceta 'ﬁban(ls, 1 H, 7.86 (d,
Exampd¢. b Hz, 1 H), 7.92 (d,|M¥.1, 1 Hi, (s, 1 H
400| NeBe CD3OD) 6 ppm  |2- ( 7ZAce®H H: da- 2.61
number B H), 2.62 (s, 3 H,| Y9 zojs1 yl)-N[3-acetyl -
403.4 404.1 5.47 (d, 2 H), 7.40 (t, p=8.1
(trifluoromethyl)phenyl]jac Hz,| [MH)},| 7.87 - 7.95 (m 3
H —letamde 817 (s 1 H) 823 (s 11 H) 8 36 (51
H WD 2006/ 033620 PCT/ SH2005/ 001364 | GA0 MYz BYRP-D6) 5 ppm
Exanpl e MW Nanme [ M+1] iH NMR nunber G .
Caoo M. CoaeD) & opm £8b9%s @, 1 liMhld2-2.01
(m, 1 H), 3.25-3.31 (m, 1 H),
3.35-3.43 (m, 1 H), 3.76-3.86
N-[1-(4-Chlorobenzyl)-2- (m, 1 H), 4.83 (t, /=54 Hz, 1
hydroxyethyl]-2-(7-nitro- H), 5.12 (s, 2 H), 7.18-7.23
25 ydronyethyll-2-( 388.8 | 389 ) ( :
1H-benzimidazol-1- (m, 2 H), 7.27-7.33 (m, 2 H),
yl)acetamide 7.38 (t, /=8.1 Hz, 1 H), 7.97
(dd, J=8.1, 0.8 Hz, 1 H), 8.09
(dd, /=8.0, 0.9 Hz, 1 H), 8.21
(d, /=8.6 Hz, 1 H), 8.38 (s, 1
H)
(400 MHz, DMSO-D6) & ppm
3.08-3.16 (m, 1 H), 3.20-3.27
(m, 1 H), 4.54 (t, J=6.1 Hz, 1
N-(2-Hydroxy-2-
H), 5.18 (s,2 H), 5.47 (s, 1 H),
phenylethyl)-2-(7-nitro-
26 340.3 | 341 7.20-7.27 (m, 1 H), 7.28-7.35
1H-benzimidazol-1-
(m, 4 H), 7.39 (t, /=8.0 Hz, 1
yl)acetamide
H), 7.98 (dd, J=8.1, 0.8 Hz, 1
H), 8.10 (dd, J=8.1, 1.0 Hz, 1
H), 8.39 (s, 2 H)




(s, 3 H, 546 (d, 2 H, 2-(7 Acetyl-IH benzim da-
2.61 J=7.9 Hz, 1 H), 7.77 zol-1 yl)-N][3-cyano-5-
w0 .2805/08862030 (tr 386.3 387.1 (br.s, 1 H), 7.89PCusE2005/001364
J=7.6, ifluoronethyl)phenyl]ac etamde 1.0 Hz, 1 H),
7.93 (dd, J=8.1, 1.0 Hz, 43H), 8.14 - 8.18 (m 2 H),
8.22 (s, 1 H (DvSO-D6) S ppm1.23 (s, 9 H 4.16 (d,
J=5.6 Hz, 2 H 5.12(s, 2H)7 12-7. 19(m
2=(7pcetyt=tHbenzimdaT38"1 WL 726 (t5—3=7-8
31 zpl-1 yl)-N(4-tent-hutyl- ggB 3642Hz, 1 H)
7.28/- 7.33 (m 2 H) be:MX’![) ackeuad ge 7.72 (dd, J7.6,
Exampl® Hz, 1 H) 7.85 (dd, J Q0 Hz lé 8.21 (s, 1
%8@5“’&, J=5.8 Hz, 1 Q}f&@@ﬁs 2.56 (s, 3
mUmis3 79(s, 3H) 5. 34('s, 2H) Aclegy! - LH benzi mi da- 6. 93
(s, L H 7.32 (t, J=7.8 HZ 32 zol -1
yl)-N-[3-nmet hoxy-5- 391.[3 392.[0lM-1})) | 7.38 - 7.41 (m
170J—|7’ (trf [A¥aYalaYat I]I!]ac1 L\ 7 E£2 /c
H 7] 82 (dd, etarri de J=7.6, 1.0 Hz, | ©MSOrDEYS p 3@393(8 3
J=8.[L, 1.0 Hz, 8.27 (s, 1 1 4 7 1 =15
2006/ N3350Lsn ?}[QSEZOOS/ 01364 | 45 MA Hﬁ%ijﬁg’ &?ﬁpp\@’ ]
MV 1| Nanme [ Mk H NVR nunber [cal cd | Hz, 1 H)7.36 (m, 1 H) 7.45
naphthyl)—Z -nitro-1H-
27 376.2 | 377.1 | (m,2H)7.71 (m, 2 H) 8.03
benzimidazol-1-
(m, 2 H) 8.15 (dd, /=8.1, 1.0
yl)acetamide
Hz, 1 H) 8.48 (s, 1 H) 10.58
(s, 1 H)
(400 MHz, CD5;0D) 6 ppm
2.60 (s, 3 H), 3.39 (s, 3 H),
2-(7-Acetyl-1H-benzimida- 4.48 (s, 2 H), 5.43 (s, 2 H),
zol-1-yl)-N-[3-(methoxy- 7.34 (s, 1 H), 7.39 (t, J=7.8
- Yi)-N-[3-( Y | 4054 (s, 1H) (
methyl)-5-(trifluoro- Hz, 1 H), 7.72 (s, 1 H), 7.85
methyl)phenyl]acetamide (s, 1 H),7.86 (d,J=7.6 Hz, 1
H), 7.92 (d, J=8.1,1 H), 8.22
(s, 1 H)
(400 MHz, CD;0D) 6 ppm
2-(7-Acetyl-1H-benzimida- 2.61 (s, 3 H), 2.62 (s, 3 H),
zol-1-yl)-N-[3-acetyl-5- 5.47 (d, 2 H), 7.40 (t, J=8.1
29 ML » 403.4 |404.1 ( : ¢
(trifluoromethyl)phenyl]ac Hz, 1 H), 7.87 - 7.95 (m, 3 H),
etamide 8.17 (s, L H), 8.23 (s, 1 H),
8.36 (s, 1 H)




or [M1] (400 MHz, CD3OD) 5 ppm 2.62 (s, 3 H, 3.72
(s, 3 H, 2-(7Acetyl-1Hbenzimda- 3.78 (s, 6 H),

w6 .241/0836202 H), 33 zol-1 yl)-N (3,4, 5-trineth- PBBBEA05/001364
384 6.90 (s, 2 H, 7.38 (t, J=7.8 oxyphenyl)acetam de
Hz, 1 H), 7.86 (dd, J=7.6,44.0 Hz, 1 H), 7.92 (dd,
J=8.1, 1.0 Hz, 1 H), 823 (s, 1 H (400 Mz, CD3CD) 6
ppm 2.61 (s, 3 H), 541 (s, 2 H),

Z-(TpRcetyl=THbenzimda-| 7. & 7ppd (M 2 1), 7.20 (T,
34 zpl -1 yl)-N (3, 4-df uofo- 329333379HZ, 1 H),
7.5617.64 (m phenyl)acgetam dnf(mnld), 7.86 (dd, J-7.7,

S

Examplg 1 H, 7.92 (dd, 0.Ht4 8.22 (s,
A Mz, CDBOD) S é@ IS”W:% 74 (s, 6

““m‘?}BY,H) 4?3, 2 H, 6.23 )(t, O&ghl 3 (s
2-(7Acetyl - Acetyl - benzi m da- 37 1 , 6.75 (d, J2.3

Hz, 2 35 Zol 1yl)- N-(3 5-di m=fM-1]3 3.4 354 Hz, H)
7.2 ( + 1= bz 1 P-SVAWI- “V_N-1V] 1\ A Ao
o0 (t;, I .UIIL, .LII/, UI\_)"JICII_)’I/
(dd, |J7.6, 0.8 Hz, 1 H),| 7.91|(dd, | .6,)§Ppm
H, |8.21 (s,1H) WD 2006/ 03362p PCT/ f>§?€ﬁQ§/j)ﬁ§.3§46 @2 m),
MV | U celpl-dipbenziiita- Name [ Mr1] H|N
739(t J=79Hz, 1 H),7.77
zol-1-yl)-N-[3-cyano-5-
30 il hlpheryl] 386.3 |387.1 | (br.s, 1H), 7.89 (dd, J=7.6,
trifluoromet enylfac :
YPReny 1.0 Hz, 1 H), 7.93 (dd, J=8.1,
etamide
1.0 Hz, 1 H), 8.14 - 8.18 (m, 2
H), 8.22 (s, 1 H)
( DMSO-D6) 6 ppm 1.23 (s, 9
H) 4.16 (d, /=5.6 Hz, 2 H)
512 (s,2H)7.12-7.19 (m,
2-(7-Acetyl-1H-benzimida- J=8.1 Hz, 2 H) 7.26 (t, J=7.8
31 zol-1-yl)-N-(4-tert-butyl- | 363.4 |364.2 | Hz,1H)7.28-7.33 (m,2 H)
benzyl)acetamide 7.72 (dd, J=7.6, 1.0 Hz, 1 H)
7.85 (dd, /=8.1, 1.0 Hz, 1 H)
8.21 (s, 1 H) 8.55 (t, J/=5.8 Hz,
1 H)
(DMSO-D6) 6 ppm 2.56 (s, 3
1 H)3.79(s,3H) 5.34 (5,2 H)
2-(7-Acetyl-1H-benzimida- 6.93 (s, 1 H) 7.32 (t, J/=7.8 Hz,
zo0l-1-yl)-N-[3-methoxy-5- 1H)7.38-7.41 (m, /2.0 Hz,
32 YN i 391.3 [392.0 ) (
(trifluoromethyl)phenyl]ac 1 H) 7.52 (s, 1 H) 7.82 (dd,
etamide J=7.6,1.0 Hz, 1 H) 7.92 (dd,
J=8.1,1.0Hz, 1 H) 8.27 (s, 1
H) 10.62 (s, 1 H)




nunber calcd or [M1] (400 MHz, CD30OD) 6 ppm 1.29

(s, 9 H, 439 (s, 2 H, 534 (s, 2 H, 7.24-2.29 (m
wa 20b6(043c2er t - But yl benzyl )-2- 57.33-7.38 (m 2 PET/SE2002/001364

36 (7-cyano-JH benzim da- 346.4 347 H), (t, J=8.0 Hz,

1H, 7.71 (dd, =zol-1 yl)aeetanmide J=7.6,0.8 Hz, 1

H),.8.00 (dd, J=8.1, 1.0, Hz, 1 H), 8.30 (s, 1

(400 MHz CDSOD) 6 ppm 2-(7- Q/an 0-1 Hbenzimi- 3.72

(s P H), 6.93 (s, 2 H), 373664367744(t J8.0
| Hy, 7.71 trimethok henyfo)mdetam de (dd
P

Exannﬂe 0.8 Hz, 1 H), 8.0pMWdd ﬁiilplflg‘ﬂ\%
8. 34 1€ 1 H) (400 Mz, ccaqg(gol
numbgroglz 32 (m Offb 2 | ppioro| H, 7. 2607, 45 (m
7

2 H| 7.71 p yl)-2-(7tcyanot 1H 3yV3, 38 373.2 (dd,
J=7.6, 0.8 Hz

s H- 379 (s, 6t 7 dazottRrwt J T IV (3, 4, 5- 5. 47

8 2 H, 7.91 1be”2[lf”9\,‘;‘z9'd;' - 13Z5/I L
e T 535 (o 1 | WD 20po! 033bER0 Mz, CHROD) § pprm
PCT/ §E2005/ 001364 47 2.62 (s,3 H), 3.72 (s, 3 H),
2-(7-Acetyl-1H-benzimida- 3.78 (s, 6 H), 5.40 (s, 2 H),
33 zol-1-yl)-N-(3,4,5-trimeth- | 383.4 | 384 6.90 (s, 2 H), 7.38 (t, J=7.8
oxyphenyl)acetamide Hz, 1 H), 7.86 (dd, J=7.6, 1.0
Hz, 1 H), 7.92 (dd, /=8.1, 1.0
Hz, 1 H), 8.23 (s, 1 H)

(400 MHz, CD30D) & ppm

2.61 (s, 3 H), 5.41 (s, 2 H),

2-(7-Acetyl-1H-benzimida- 7.14-7.24 (m, 2 H), 7.40 (t,
34 zol-1-yl)-N-(3,4-difluoro- | 329.3 | 330 J=7.9 Hz, 1 H), 7.56-7.64 (m,
phenyl)acetamide 1 H), 7.86 (dd, /=7.7, 0.9 Hz,

1 H), 7.92 (dd, J=8.1, 1.0 Hz,
1 H), 8.22 (s, 1 H)

(400 MHz, CD30D) d ppm
2.63 (s, 3 H), 3.74 (s, 6 H),
5.37 (s, 2 H), 6.23 (t, J=2.1
Hz, 1 H), 6.75 (d, /=2.3 Hz, 2
H), 7.38 (t, /<7.8 Hz, 1 H),
7.85 (dd, J=7.6, 0.8 Hz, 1 H),
7.91 (dd, J=8.0, 1.0 Hz, 1 H),
8.21 (s, 1 H)

2-(7-Acetyl-1H-benzimida-
35 zol-1-yl)-N-(3,5-dimeth- 3534 |354
oxyphenyl)acetamide




MV
or

W0 200/033620 28 (M

(t,
313

found Exanple MV 1 Nane [ M+1l] H NMR nunber cal cd
[M1] (400 MHz, CD30OD) 8 ppm 5.45 (s, 2 H),

J=8.0 Hz, 1 H), 39 dazol

7.82-7.89 (m 1 H),

7. 461

fl uorophenyl )acetam de J=7. 6,

(dd,

~2-(7-Cyano- | Hbenzim - 2 H) PCT/SED05/001364
-1 yl)-N(3,4-di- 312.3

0.8 Hz, 1 H), 8.02 (dd,

J8.2, 0.9 Hz, 1 H), 8.33 (s, 1 H) (400 MHz, CD30D) 8
ppmT 21t 3= 0z, 3 H), (q, J7-0 Hz, 2 H),
5.32 (s, 2 2-(7-Cyano-1|{Hbenzim- H, 6.49-6.55 (m 1
H), |6.88- 40 dazol -1 yl)|- N (3-|dbhody 320.4 321 6.93
Examplg |1 H), 7.04 (t, J=8.1 MM, ]U\EQ_ 716:9 ,J21HZ
ke PSR acet ami de H), 7c.agc% ([t M5g 7.57
ld,| 37.5, 0.8 Hz, 1 H), “*F 87 4dd, D=8.1, 1 o He, 1
H, | 8.18 (s, 1H)(C[BCN)8ppm1.97-2.07 (m 2 H
277- 2.85 (m 4 H N|(2,3-DiMddo} 1 Hinden- 5.01 .
S 2 H\ 6 04 (dd 1= 1 E ALY 2 (7 e Al oA 9 gl 1L
] =y oI Uy Ll = - Y[ ) Z— |7 1 LI Tr
i 5z, 1 H 7.07 (d 981 41 benzi pi%49 Mz, CI3GDY0 ppm
369.2 Hz, 1 H 7.12 (s, |1 H 7.25 - 1.29 (s, 9 H), 4.39 (s, 2 H),
7.37(m 3H)7 52-7.59(m 1 vyl)dcetamd e
5.34 (s,2 H), 7.24-2.29 (m, 2
N-(4-tert-Butylbenzyl)-2-
H), 7.33-7.38 (m, 2 H), 7.42
36 (7-cyano-1H-benzimida- 346.4 | 347
(t,/=8.0 Hz, 1 H), 7.71 (dd,
zol-1-yl)acetamide
J=17.6,0.8 Hz, 1 H), 8.00 (dd,
J=8.1,1.0,Hz, 1 H), 8.30 (s, 1
H)
(400 MHz, CD;0D) & ppm
3.72 (s, 3 H), 3.79 (s, 6H),
2-(7-Cyano-1H-benzimi-
547 (s,2 H), 6.93 (s, 2 H),
dazol-1-yl)-N-(3,4,5-
37 366.4 | 367 7.44 (t,/=8.0 Hz, 1 H), 7.71
trimethoxyphenyl)acetami
4 (dd, J=7.5, 0.8 Hz, 1 H), 8.02
e
(dd, I=8.2, 0.9 Hz, 1 H), 8.34
(s, 1 H)
(400 MHz, CD;0D) & ppm
5.53 (s, 2 H), 7.28-7.32 (m, 1
N-(4-Bromo-2-fluoro-
H), 7.39-7.45 (m, 2 H), 7.71
phenyl)-2-(7-cyano-1H- 373,
38 373.2 (dd, J=7.6,0.8 Hz, 1 H), 7.91
benzimidazol-1- 375 '
(t,/=8.6 Hz, 1 H), 8.02 (dd,
yl)acetamide
J=8.4,1.0Hz, 1 H), 8.33 (s, 1
H)




H 7.68 - 7.7.6 (m 1 H 7.79 (dd, J7.8, 1.3 Hz, 1 H)
7.98 (s, 1 H 862 - 8.68 (m 1 H W 2006/ 033620
wWOCTIeBERNQ05/ 001364 48 MWV found Exanpl e MN 1PS&asSE2005/001364
[ MF1]] H NVR nunber calcd or [M1] (CD3CN) S ppm
1.21 (s, 9 H 3.91 (d, J=g71 Hz, 2 H) 4.82
N-(4-tert-Butyl benzyl)-2- (s, 2 H 6.39 (s, 1 H 6.87
42 (7 pyridin-2 yl-IHben- 398.5 399.2 6.93 (m 2 H)
716727 (m 5 —zimdazot=1 Wacctam de Hy 7. 40 -
7.45 (m Hz, 1 H) 7.6401- 7.71 2H)7.86 (s, 1 H
. 8.146- 8.51 (m 1 H (4 OMWZ @ D6) 6 ppm
Xampl®5 02 (m 2 H), 2. 77-%V83 6- rrethoxy-
- 1%%“‘*3 87 (s, 3 H,| 5;3p ﬁ\ﬂéﬁﬁﬂlm&
B-N (s, 2 H, 7.10 (d %8 & tz, |1 43
(2, 3t di hydro-1 Hinden-5 [355. 8 356
H), 7} 14(d, J=8. 1Hz, 1H), | 7. 27 (M-1] £ 7.8 Hz, 1 H),
44—y acetam-de—{Ss—H—FA60—(th—g—=-6 71
M, B.13 (s, 1 H, 10 25 (s 1] 1) ( 16BNz SHP)gppm
S ppm N-[3-Methoxy-5 2.87-2.44 (m [skk,s,2 83-7316027.28 (m,
2-(7-Cyano-1H-benzimi- 2 H), 7.43 (t, J=8.0 Hz, 1 H),
39 dazol-1-yl)-N-(3,4-di- 3123 | 313 7.82-7.89 (m, 1 H), 7.71 (dd,
[fluorophenyl)acetamide J=7.6,0.8 Hz, 1 H), 8.02 (dd,
J=8.2,0.9 Hz, 1 H), 8.33 (s, 1
H)
(400 MHz, CD30D) 6 ppm
1.21 (t,/=7.0 Hz, 3 H), 3.86
(q, /=7.0 Hz, 2 H), 5.32 (s, 2
H), 6.49-6.55 (m, 1 H), 6.88-
2-(7-Cyano-1H-benzimi-
6.93 (m, 1 H), 7.04 (t, J=8.1
40 dazol-1-yl)-N-(3-ethoxy- 3204 |321
Hz, 1 H),7.08 (t,/=2.1 Hz, 1
phenyl)acetamide
H), 7.29 (t, J=8.0 Hz, 1 H),
7.57 (dd, J=7.5, 0.8 Hz, 1 H),
7.87 (dd, J=8.1, 1.0 Hz, 1 H),
8.18 (s, 1 H)
(CD;CN) & ppm 1.97 - 2.07
(m, 2 H) 2.77 - 2.85 (m, 4 H)
5.01 (s, 2 H) 6.94 (dd, J=8.1,
N-(2,3-Dihydro-1H-inden-
1.5 Hz, 1 H) 7.07 (d, J/=8.1
5-y)-2-(7-pyridin-2-yl-1H-
41 368.4 |369.2 |Hz,1H)7.12(s, 1 H)7.25-
benzimidazol-1-
7.37 (m,3H) 7.52-7.59 (m, 1
ylacetamide
H) 7.68 - 7.76 (m, 1 H) 7.79
(dd, /=7.8,1.3 Hz, 1 H) 7.98
(s, 1 H) 8.62 - 8.68 (m, 1 H)
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wolRp06/083628, 6- di hydr o- 4H- i m -

7.1

3 H,

3.81 (s, 3 H),
uor onet hyl ) phenyl J-
Hz, 1 H),
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1 H Exanple 45
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N—~(4tart=butytbenz
SE2005/ 001364 49 A|so
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(15 m)
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of CeliteTM and
ound, 0.32 ngy

w2 226 44 f oarind
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B2 [ MHH] +.

) — Calculatedforb5
"H NWVR (4
0 H) 4.26 (d,
6.51 (dd, J=7.6, 1.
N(4-tei-Baylbanzyl)l-2H)

=8.6, 2. , 2
13 7|:5y”%523-dﬁ§'5%"-
" 3iBh 8B Yh ReREMIde- 2

cet am de A suspensi o
- am no- 1H benzi m daz
fam de (30 ng, 0.09
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0
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C20H24
00 Mz
J6.1 Hz, 2 H
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f oun
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added sTowy so that
1l not exceed 5 C. Af
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her
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| ash

N(406 NIEE ADMSD-D6) § ppm
ddi ti on reaction

3095112r102a@@t 2HpR.77-2.83
m UH?% é?lééofs k), 5.33
d(sag H)Na&l@@ JTB8 Hy, |
nH)ac7oH:@ht] r‘afﬁ éélz 1 H),

| Poy(E Lo 1 ), 7.47

ent
B2 1 H)27.604d, /34 8.6 Hz, 1

H%ﬁ“%ss? P25 (5,1
H)

44

N-[3-Methoxy-5-
(trifluoromethyl)phenyl]-
5,6-dihydro-4H-imi-
dazo[4,5,1-ij]quinoline-4-

carboxamide

375.4

376

(400 MHz, DMSO-D6)  ppm
2.37-2.44 (m, 1 H), 2.83-3.02
(m, 3 H), 3.81 (s, 3 H), 5.39 (t,
J=4.7Hz, 1 H), 6.98 (s, 1 H),
7.02(d,J=7.1 Hz, 1 H), 7.13
(t,J=7.6 Hz, 1 H), 7.47-7.49
(m, 2 H), 7.61 (s, 1 H), 8.25
(s, 1 H), 10.76 (s, 1 H) “

Example 45

2-(7-Amino-1H-benzimidazol-1-yl)-N-(4-tert-butylbenzyl)acetamide
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7.00 (t, J=7.8 Hz, 1 H) 7.03 -

7.25 (m 2 H 7.37 (dt, J=8.6,
wOo=2006B34420 1 H) 7.77 (d, J=8.1

25 Exanpl e 47

N-(4-tert-Butyl benzyl )-2-[ 49(di met hyl ami no) - | H benzi m

dazol -1 yl]J]acetam de To a sol ution of

2-(7-am no- 1K benzi m dazol - 1-yl)-N-(4-tert-butyl benzyl

A soh@ORI AT ¢fn t%lHrH&Iﬁz’lﬁﬁd%Mﬁ (&M@%ﬁﬁ@éﬂé{l)acetamlde 035 g,

or mal dehyde ( i'n et hanol
0.96 momil) m mettiadol @6 rhl) vms.mydmgeumuedymmﬂwmaemfd?d/ﬂezataikﬁm until the

wer e ed. After 30 mn, 3Q.the
consufgtigh oh hegen Fhde LiE GHIBH Vassemeneh PEaLtion thrnyeh gped of
Cehtém’shﬁﬁ‘ %oﬁ&ﬁtr%&'tf) féid QRe Qﬁl%p&fm(slgcﬁl‘hﬁvg 3bRhE (aoy| @Eﬁulated for -
he title conpoun Cal cul 3t ed

ConﬁNZG%MGBﬁrﬁé fou%133’232 [IVthH] NMR RO Hz, EMS‘(INR)@ d ppm

125 o Biirbas 46 oor e sbBp S8 1564t SR S HSG UadnEE g, 10 Hz, 1

H) 6. kl; 6291|'Qm51 113 6(79514189*5%1117 1% f/ma <a 3. 17H1z62(H917 .33 *dit J 8 6, 2.0

H22I-l‘jl)7E&ésxﬂ|Ié)&@3€tJ56Hz L),
2-[7-(1-Hydroxy-I|-nethyl ethyl)-1H benzi mdazol -1
yl J- N-[ 3- net hoxy-5-(trifluoro- nethyl)phenyl Jacet am de

EX:ianlSQlJGUtI on of
1H benzi m dazo }/I) N-[ 3- et hoxy-5-(trif

N-(41f6flr§rigé!l}’”?@ﬁl‘@r|2)@ﬂ@fﬂﬂﬁfé’ééﬂwcﬁé ~{ *z@a?ﬁjam@’eoee mol) in

A SRR ol iy st PP et e e et e €0

mg, @OLmmolpeéx 21 6LSQH (87 pL )Y Grasndoledéo Oé’ﬁlatndohl\/f/\&slptic_)n of NaNO,

@5 1P pvieided SRV 5 Lo R AL et%?rg“gh hQhoPIHLY 8 Afrer

the a8&bn $&cHbA LB LIk 0 gt @@@qsph{rafeﬁ 90 i 8nd BRhHBABS1.5 M
par- titioned between'ethyl acetate and 0.2 Mcitric

solutwoi af gaigssjum T¢tbda)fl@ﬁmlc) aixambicht wapefareh€he resabiingdslurry was

d Na2
Pt ERT Tt et Bt PR QI LTG0s T P oo g as Rniher washed

with 1| @1 B8O PRAEE 2Rl BAAE, Arick O vEPNE SO,oanYi 0hébntatcdUP(B8%tion was
Cal cul at ed for C20H2OF3N303 m z: 407.39, found 408.03

perfopmpdpn flash-sikprreqluon unpe eth@m@m)te 8 I]Eﬁﬂpﬁnpl asrthe gluegt. H)
ie 0 ST
=7. , . - 7. . - 7. m
Yield1 kg gy -F%ﬁaﬁ‘%ﬁo‘@%fﬁ‘* (s 7. Byt agd gt b,
1H NNIR 7466 MHE, CD5ONBS ppm31.22 (s, HhK.34 @4 461 Hz, D HBSRT (s, 2 H)
&@S’ 1 :;l)r . .20 Exanpl e 49
700 4 4L E 8B G ben s 300 R G pdNGRT (it i 2

LAY ]

H)7Z- ?‘%t@?ﬁﬁ% lallq—ﬁ)w??% ggz@? Si?ﬂt IlPKi ?é{{t ert-butyl benzy
| )acetam de (20 ng, 0.054 nmmol) in ethanol (3 nl),
ExanSlI?l%I4l+m bor ohydri de (10 ng) was added in single por-
N-(4-tert-Butylbenzyl)-2-[7-(dimethylamino)-1 H-benzimidazol-1-yl]acetamide

To a solution of 2-(7-amino-1H-benzimidazol-1-y1)-N-(4-tert-butylbenzyl)acetamide (24

.09 (m 1H 7.21 -
0 2 H 7.74 (d,
8.

7
2.0 Hz,
Hz, 1 H) 11 ( BCT/AE2H05/001364

mg, 66 nmol) and 37% aqueous formaldehyde (100 pL, 1.2 mmol) in ethanol (1 ml), acetic
acid (60 pL) and sodium cyanoborohydride (30 mg, 0.5 mmol) were added. After 30 min
the volatiles were removed under reduced pressure, and the residue was purified on prepa-
rative HPLC to yield the title compound, 15.5 mg (66%). Calculated for CyHzsN4O m/z:
364.23, found 365.21 [M+H]". "H NMR (400 MHz, CDsCN) & ppm 1.28 (s, 9 H) 2.62 (s, 6
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tion. After 30 mn the reaction was quenched with

acetic acid and concentrated to dryness. 25 The
woesiothass20as partiti oned between et hyl acet at e PAMSE2)5/001364

NaHCO3. The organic extract was further washed with

wat er and brine, dried ovegyNa2SO4 and concentrat ed.

Purification was perforned on flash silica colum

usi ng ethyl acetate - nethanol as the eluent. Yield

1,089 - \ Zy: (48;

438 (E9-se6rto2 HkL € AR naill® teadihy tethan 741
(dd, =826 1((5Hz,9 H) 78748 1(d). J6.6 Hz, 3 H) 4.20 - 4.31 (m 2

H 30505 (m 1H 516 - 5.22 (m 1 H 5.31 (d,

L4 7010 (4, 96,0 tr, 2 K 727 (d, 7.8 te, 1
EX""H?‘ 9%33 (d, J=8.1 Hz, 2 H 7.54 (d, J=8.1 Hz, 1 H)
2-[7-8 &@d;(osy-zamaﬁyzazh}o 1H-bertirbiddzdtz] -yI1-N4f3-mebo2p 0628600

PZC% 5005/ 1364 51 Exanple 50
methyliphgnyl{ag fret hoxyphenyl ) ani no) - 2- oxoet hyl } - 1H benzi

A Mmgagghe- 7-gar bo%—l(ﬂa@etiflﬁ—b@&lmldazol 1- ill)-N-[3-methoxy-5 ~(trifluoro-
[ 7- (met hoxycar bonyl ) - 1H benzi m dazol acetic acid

methyDpi80yJacetanpde Rfomg, 0.A6ONWmolbin &yliHF (3. @!191 yaaaealed to —78 °C.
3 5-d t
Meth&P%lﬂgqﬁ%’n} gr%ggﬁp %%{&2 o@p}g)&ee\ggsgaﬁgé ¥1%Wl§l W& a(Ig)erl%é 0%20 min

and th2 febctampR ey A wddad rardrupl th -ONONY keb”t sﬂoﬂ?itfbﬂﬁﬂﬁlﬁk)ﬂawt dnhReaction
m hexaf | uor ophosphate (0. 59 .. After

54
was gienehedryith AEIGOBS SEMbIRTHRIRE N %fléfld fowe%g% ed R residue was par-
t1t10n\ré8 Ib@lg‘}e!eﬁ 2t Setﬁt%%\ﬁgp% Wgﬁrlc h&d L{&(fjjo eecﬁl_%éi{lg extﬁb@ was é:u.rther

uevva |ssolve na mxture
Wash\ﬁEtV\eih Na16D), whtenaddbiiag udeiod oviialdkSCB anid) coma@ltlathdeﬁunﬁcatlon
ultin hase ion m xture was

0 tvvo r
WaSPﬂr @‘goﬁlﬁ?‘@%?g’ paa‘i?fb‘ieelﬁl?f enmperature for 5 h,
Yieldid 4 %6{9'6%24 ddlcnate E“OI(GEQI{{EF%\I;@H%/% M3, vasdameed [Va-HT .

reac Extraction with ethyl acetate : nethanol
'H N‘B/ﬂib40(04MHz56DaCN> Sqpnc &AT (atsumrﬁ ot (¢, Bd{)cbﬁb(s;écﬂ) 6.84 (bs, 1 H)

7.09 BoPehih tehd SRl bt Ay o 01 €57 381y Za0L T bk B

H) 7.84 @1 ane67 s eluent afforded the title product
) r(@fiwhltegsollcfa(o 31 g, 68%9. M5 (ESI) miz: 354 [M

|sI—I] 1H NVR (400 MHz, CD3CD) b ppm 3.72 (s, 6 H),

5. 55 (s, 2 H), 6.22 (t, J=2.2 Hz, 1 H), 6.77 (d,
E"a‘ﬂpjg 7.36 (t, J=7.8 Hz, 1 H), 7.89 - 8.00

N-(: 4—@5%—32!?#9%2}3 )—27[: 7@ rhyllrckﬁzethﬁ}«a@b@zzﬁﬂzdazol- -yl]acetamide
3-Di_hydro-1 H-ind

To ayﬁfdﬁﬁl%))f 2- Gx%?étwﬁ bqr}mrwéﬁéqlﬁﬂé%(“efevf Rty pesagylpeetamide (20
t §f .

me, G55 moih RGN (5 PP TPRHECL MO B (7 5l fus LB i singe por
tion. ayftbr 20 hldlthqmaotidri-wtmmeﬁewwahracﬁlcmubmdi cugrceroratdueto dryness.

e B TGRSl it S 4 S0 T s v
was M@mhﬁmd Zvﬁlamemd &uﬁcaﬁe@we@ mbsrm Qm%n%%{t&%@@ PuffBcation
was ﬁerﬁgn(ed]onjﬂaﬁhwlqazqollﬁnm)l§1ng evhfy.l acelgte (—mnetha;;pl assthg @Ej(egt Yield
20 g (Th0%): ERclited 58 ChH,N;0, m/z: 365.48, found 366.12 [M+H]". "H NMR
(400 MHz, DMSO-D6) & ppm 1.26 (s, 9 H) 1.40 (d, J=6.6 Hz, 3 H) 4.20 - 431 (m, 2 H)
5.05 (m, 1 H) 5.16 - 5.22 (m, 1 H) 5.31 (d, J=1.0 Hz, 1 H) 5.32 - 5.37 (m, 1 H) 7.15 (4,
J=7.6 Hz, 1 H) 7.19 (d, J=8.6 Hz, 2 H) 7.27 (d, /=7.6 Hz, 1 H) 7.33 (d, J=8.1 Hz, 2 H)
7.54 (d, J=8.1 Hz, 1 H) 8.10 (s, 1 H) 8.70 (t, J=5.8 Hz, 1 H).
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25 Hz, 1 H), 7.20 (dd, J=8.1, 2.0 Hz, 1 H), 7.30 (t,
J=7.8 Hz, 1 H, 7.38 (s, 1 H, 7.71-7.84 (m 2 H),
W .201/0836201 H) Exanpl e 52 PCT/SE2005/001364
N- (3, 5- Di mret hoxyphenyl ) -2-[ 7- (hydroxynet hyl ) -] H benzi m
i dazol -1 yl Jacetam de 30 Tg
1-{2-[ (3, 5-di net hoxyphenyl ) am no] - 2- oxoet hyl } - 1H- benzi
m dazol e- 7-carboxylic acid (30 ng, 0.084 nmol) in dry
THE (3 m), 2M BH3Me2S in THE (0.17 ni, 0.34 muol) was
added keeping the tenperature at -20C to room
ExanipdeP@rat ure during a period of 27 h. The WD
006/ 033620 PCT, SE20 5/ 00136 reac n . Was
I1-(2-faeremedereriiariel 2craety é/altlzge’ﬁ?”f"}(’i&ﬁ‘lﬂar prlic acid

To [7@& fg@z?tb&?ﬁ})‘l’ enyRSiRAzd1¢ qdma%émpaaa%g 130 @ndzg Hﬁnol) in DMF

purified by preparative H terra col um
(6 ml) frieBHOamume (0.82 nhll.. a0 B molN&mdxaﬁxgamhm;(Olzg gng54 mmol)

were ( %dﬁ ffhhe esbllygggﬁﬁczlza Q%g%)az Nng’ﬁg&%gw tet%a%thyluromum

hexafﬂxo@c;ph% Sﬁh%te A. 59) e, 554%&&;‘) AftkD stlrﬁng ?he(2 fseac(:t;onzgﬁxﬂl:_[bi?e fot 1 h was
m
the valatags wel@semequ)er rggluged pr@ssule H}he EsedRs wasdissplyeplin @gnixture

of T}&d@ O'E'%i hlgcf %fﬁ{éggyhﬁﬁ@'erq %‘fé)zaq%ié&%tﬁa}@ﬁ @Iirﬁ} QX& a&dé"d bf‘l'ﬂezfegﬁltmg
two-phaderehdtidnmitinre W eyiplae rilyﬂel)s&mly} al alﬂbﬁnmehi}yfa}turﬂ: Hob& hz diluted

with ngteﬁf%)ol r%{ an%ta{;\?lﬁg | ;z{és ?g@;sto rgac@ngl-l'[rgg trgqﬂpn WPth ethy%tate
methéné)lp% $|(QP(| 8 i), £OhRhSi§BoBthe lcom@u@ﬁ%rggﬂ?é ?hé@’@i fnd punﬁcatlon

ded tirring at roomtenperature
of thmteesluebmcbhmmmcﬂnmmamgranhlydm {ibcabusimg doheSmethae) : ma@lanol 9:1

adde
as el atonpet e i e ariiiedioit o o 6B S TBSD w354 -
1
. O R R N A GG o Por o 1 2 Ha, 1
H), 6(7/398)J=af0 Hz,t2eH),i %3 e(tebriigbndl HNS.&‘E% D0 fhz2 HISB2T (ar HED
1H NVR (400 MHz, CD30D), signals given for major
(80% rotamer, 8 ppm0.86 (t, J=7.3 Hz, 3 H), 2.95 (q,

Exangglngz 2 H, 3.77 (s, 6 H, 517 (s, 2 H, 6.30 (t
2 1 H, 6.99 (d, J2.2 Hz, 2 H, 7.36 (t, J=7.
1-[2-)3- mhydn;o-mﬁ _inglersa- y(lc@jmng#2 pxgethyl]- -IH- bgnzzrmdgzple(— -caglggy@c acid

the B unbogol ol Prahrs BRI GORATOY ] pymgipidpoot 1

yllacéticd@di®lagd 2; %éﬂl@dﬁb-ll&ﬁh@-ﬂ@aiﬁﬁ& hedokding doleaspebcwédhge described

for th%&;?@?a{a(%gn%cgf 2- ﬂ(3% &1%e£hrc]>>e(yg}{e%§/ grlrjurn%] geosx%%{h?'?}d l}fi %enmmldazole-

7- card ‘a)%iﬂ ?f&‘(hl}lg@ﬁ o RRT (AT} ms: 8BBY M+, B RAIRI(46F MHz,
- carboxantde s rt I'ng

CD3OD)5ppm203 (m, J=7.39 Hz, 2 H), 579286 (m, 4 H), 5.56 (s, 2 H), 7.09 (d, J=8.1

Hz, 1 H), 7.20 (d4, J/=8.1, 2.0 Hz, 1 H), 7.30 (t, /7.8 Hz, 1 H), 7.38 (s, 1 H), 7.71-7.84 (m,

2 H), 8.20 (s, 1 H)

Example 52
N-(3,5-Dimethoxyphenyl)-2-[7-(hydroxymethyl)-1H-benzimidazol-1-yl]acetamide

To 1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl}-1H-benzimidazole-7-carboxylic acid
(30 mg, 0.084 mmol) in dry THF (3 ml), 2M BH3;Me,S in THF (0.17 mL, 0.34 mmol) was
added keeping the temperature at ~20°C to room temperature during a period of 27 h. The
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from

1-{2-[ (3, 5- D net hoxyphenyl ) am no] - 2- oxoet hyl } - 1H benzi
waai20s208@0 7- car boxyl i ¢ acid and met hyl ammoni uRCT/SE2005/001364

chloride affording 14 ng (65% of the targeted

conmpound. M5 (ESI) mz: 369 [MrH . 1H NVR (400 MHz,

CD3CD), signals gi ven for ngj or (75% ro 30 taner, 8

ppm 2.47 (s, 3 H, 3.78 (s, 6 H, 5.17 (s, 2'H)), 6. 30

react1§ﬁ Pllé%ﬁé“ﬂg qﬁgnchﬁ%d gﬁthg%eﬁg ac71d‘] \'%Etgr ?%1 2mf;|) télz v(og%ﬂést removed

underJye@uckd fes3utdzandlthe Irbs;ldu& Rifled, bylpreharit¥y 2HPBLOE3620 C8 column

19305 Bihcb AN %%éﬁ%%ﬁ?\a&?%bﬁs@?w%%@z@@q 1 desired com-

poun ST T2 RSN AP PO, a6 A1) rarmundin, 4.
(s, 2 ), {549 (s3 25yi6:25ne Oy HEeh H)) 618016 2.3 Kapt )| 7.20 - 7.28 (m, 2

-N-et h 1H benzj m dazol e- 7- car boxam de starting from
H), 7-§2'{7268[%13 Hyi8kx Bokidhenyl ) ami no] - 2- oxoet hyl } - 1H benzi

m dazol e- 7-carboxylic acid and di net hyl amoni um

chloride affording 6.3 ng (29% of the targeted
Exangqdepdund. MS (ESI) m(z: 383 [MtH]. '"H NWVR (400 MHz,

PR R e
amzdés 2H) 6'31(t'32 3 H, H)698(d J'23Hz

}-{) J=7.7 Hz, 1H) 52 (d, J=7.3 Hz,
To 1HE; (%, Sglgrn@‘dngxyphpﬂgl)almngg] 0~ q;qgethyl}H)H bgnqguctagoleﬂ pgrboxyhc acid

(20 g BB a5 RAME, 3 P 52 20 95 RPED. R sporo-

formate (88 PENZ) 06 F AR Pwdre GAHBD XA ftad iften gTQ 0k ttbr@p &aARO &1 0 min-
was prepared according to the procedure described for

utes ethyflamnoegiten ghloridethdmgpROaY mraeh) mep addes @,’rgpﬁg |cpnt1nued for 18 h
o LS b BRI SE8L58 FSBAC R e L

(Xterral(EB bemzmm 9300 nein,70.C M hguashb NI—&Qcﬁ(CH}’CI@)Wa‘fforded 13 mg (59%) of
hoxyamoni um chl ori de affor dj n%@ég % of

the ti{lg cGBPARGOMSOUHS) TAE CEBy i H B2 ), Signals

el S AR (3 ST b

3.77 (26 1B, Bl17 (4, BA), (a3o a J=272 Hz 1 H)Hs 99 (a JBQITHAL Hm 7 16 (t, J=7.8

, 1.86 (d 3 (s
Hz,l%aaﬁﬁﬂéd%@gﬁ% 1ﬁ){§8ﬁ6@J 82Hz 1 H), 820((5 IH}
5-di met hoxyphenyl ) am no] - 2- oxoet hyl } -1 H- benzi m dazol e-
7-carboxylate To 1-

Exange 5¢3, 5- di rret hoxyphenyl )arri noj - 2- oxoet hyl }

1- {Z-Aé’,:;k ‘gazer?ez{ ngzll)%nj?no:]- _box ﬁ4\7-a z‘%}glg&fgerg%ﬁlgp ﬁq(}r%'l carbox-

amidand O benzotri a-

The title compound was prepared according to the procedure described for 1-{2-[(3,5-di-
methoxyphenyl)amino]-2-oxoethyl}-N-ethyl-1H-benzimidazole-7-carboxamide starting
from  1-{2-[(3,5-Dimethoxyphenyl)amino]-2-oxoethyl}-1H-benzimidazole-7-carboxylic
acid and methylammonium chloride affording 14 mg (65%) of the targeted compound. MS
(ESI) m/z: 369 [M+H]. '"H NMR (400 MHz, CDs0D), signals given for major (75%) ro-
tamer, & ppm 2.47 (s, 3 H), 3.78 (s, 6 H), 5.17 (s, 2 H), 6.30 (t, /=2.2 Hz, 1 H), 6.98 (d,
J=2.2 Hz, 2 H), 7.36 (t, /<7.8 Hz, 1 H), 7.54 (d, J=7.2 Hz, 1 H), 7.84 (dd, J=8.1, 0.9 Hz, 1
H), 8.19 s, 1 H) .
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zol -1-yl-N, N, N , N -tetramet hyl uroni um
hexaf | uor ophosphate (26 ng, 0.067 mmol) were 30 added.
woheoercasaabt i ng sol uti on was stirred at ambi ent PCT/SE2005/001364

tenperature for 20 mnutes followed by addition of

et hanol and stirring for agglitional 20 h. The

vol atil es were evaporated under reduced pressure and

the residue was purified by preparative HPLC (Xterra

C8 colum WD 2006/ 033620 PCT/ SE2005/ 001364 54 19x300

mm 0.1 M aqueous NH4Ac/ CH3CN) affording the desired
Examplessict, 4.5 ng (21%9. M5 (ESI) mz: 384 [MtH . 'H

1-{2- gﬁé@?h@%&qn%@@%g oxyef]zy@olﬁ%\)( dzgze,:@y; ]%I %zz(ngda lq-car-

boxar?dgo(t J=2.3 Hz, 1 H), 6.97 (d, J2. Hz, 2H),738
J=7.8 Hz, 1H),7.58(d J73HZ 1H),785(d

The tilB. @mipmund vids, prép@8d fecordibe 1o He Ercavptedggribechiir 1-{2-[(3,5-di-

T T R TR

from Pr epf{\@fffhl ﬁ@lﬁﬁétﬁbﬂ%h&&l}aﬁﬁnﬂfﬂSMﬁ}Q%Béﬂzﬂﬁmaﬁélé “Ttd¥€boxylic

pr epar a

acid amd{chm[e(teflfsnmpmnh dadylp&ﬁeafﬁbr)iam 3P (29 eeetiap targeied epampound.

s (38 357 DAPHIDH MR ot M G0 sizenl e op or 7%

rotaxﬂeidfszlsﬁxﬁﬂ&qarb%d 04:(sangj 3.38 (6w}, isnw (@m Elf)l @b1 (fvhyﬁm Hz, 1
afforded 2.2 (5% of the product.

H), 60RH /=2 smmg%om@éw—m:ﬁm B8, 35t (&, %swsﬂz g Hl) 785 @,

J=8.1 @;H% 1H);8F])52(SFF59 2 26 AT IEY (anIZ 2 H) '7.31

-737(m3|—|) 786792 15(m2|—|),8.20(s 1H
ggle 59 Ethyl 1-[2-(2,3-dihydro-IHinden-S
ExamplafPno) - 2- oxoet hyl | - | H benzi mi dazol e- 7- car boxy- | ate

1-{2- é@ 5TB§11éth&%gé%{)@%@%]yﬁg‘x&fﬁpaﬁ% }Z(tﬁgvom'-ib ﬂzzﬁzﬁia%m 7-carbox-

‘ocedure t he”grepar on o et hyl 1-
amidg 2- [ ( 3, 5- di met hoxyphenyl)am noj - 2- oxoet hyl }
H benzi gl dazol e- carb gl at.e
FSGA

Tre tlq opRgB oI B o Va2 deseeleh i (G 5o

|
meth&%gﬁiﬁ)g?a%ﬂhg% % o%@%ﬁﬂ%W ki 3/1 @Hl-%n@ﬁuléiz%ﬂé—vlwrb@ﬁ&rﬁfdea starting

of the product (ESI)
from i 1- (3665, S{ceHpo*sTHORRIB0ED FpSnIbEAEp T piiaedle Fedarboxy i

7.1 Hz 0,
acid é{ld’zgle 8xyz\1]m1:?b_nllup&H?:hlﬁ affcgrﬁk)fzi l§|)n’1g2 %%fﬁ) 515%5 q%r&étegbcx?mgound
MS (E'SI) 1:31/2"")385 IMZ&{ ( ti—lml\ll\ﬁﬁ (100‘|MHZ gc_ﬂ;pom?a %ﬁm(z 65 QM 18) 771 (s, 6
H), 5342 SO2 I:B’, 6 ) (tHy—-z 8 B 1(19; 6: 7mp Bg;ﬁrﬁzeZ@{) 333 (t J—7 7(Hz 1 H),
7.39-§.é1§1' bt B8z 85984 Oz Ymdh (e, 89t (s oufy ! benzyl) acet ami

Example 57

Ethyl 1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl}- 1 H-benzimidazole-7-carboxylate

To 1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl}-1H-benzimidazole-7-carboxylic acid
(20 mg, 0.056 mmol) in DMF (2 ml) triethylamine (39 pL, 0.28 mmol) and O-benzotria-
zol-1-y1-N,N,N’,N’-tetramethyluronium hexafluorophosphate (26 mg, 0.067 mmol) were
added. The resulting solution was stirred at ambient temperature for 20 minutes followed
by addition of ethanol and stirring for additional 20 h. The volatiles were evaporated under

reduced pressure and the residue was purified by preparative HPLC (Xterra C8 column
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The title product was prepared according to the

procedure used for the preparation of com pounds
wdeswrisked i n exanples 1 thru 44. Cal cul at ed f BCT/SE2005/001364

C20H23N30 m z: 321.2, found 322.2 WD 2006/ 033620

PCT/ SE2005/ 001364 55 [ MrH4. 1H NMR (400 MHz,

DMSO-D6) 6 ppm 1.26 (s, 9 H) 4.26 (d, J=6.1 Hz, 2 H)

4.97 (s, 2 H 7.16 - 7.27 (m 4 H 7.30 - 7.37 (m 2

19x30?)r5}1;1' fﬁ @%%ge%&ﬁ%%cmﬁgf @ngzth@ besirdd BBakdD 4.3 0k 21%).
MS (E’s Iz Begazivg- Tﬁiﬂl NMB (JoOMIEE, @iJJOIDjtﬂ}q:ﬂll-ll-()md,eF#H Hz, 3 H),
acet am de e title product was prepared accord

375 (b B 51 b el 140 I, P2 I R AR YDA 7 14D 57 (4, J=2.0

b, 289758 ASSEIRE 0 SAEs Byt T A ERLSARbotph 0

1H) Mz, DMBO-DB) S ppm1.92 - 2.03 (m J=7.4, 2 H), 2.79
(g, 10 J=7.3 Hz, 4 H), 5.13 (s, 2 H), 7.14 (d, J=8.1
Hz, 1 H), 717-730(m3H) 7.47 - 7.54 (m 2 H),

7.68 (m 1 H, 821 (s, 1 H, 10.32 (s, 1 H
Exam@)}ggsl e 62 N[ 3-Methoxy-5-(tetrahydro-2H pyran-2

EthylyL{mﬂmyﬁmﬁj@wﬂl)aim(zc?_']—kamaDk)JZ}-IJHebmzzmzd@plﬁ 7-caFboxylate
acet m de Synt.hesi ed accordin ner al )
The ti{agbipoct § SgrprETed Brorphe 1 AR Je geef Frip{ preparation

I dminb ) 2eRb4tRy1 IHib@mmd le-7-carboxylat
Ofeth?” {? @‘BQ%H&?Q%;?%E%? - prr ar‘f y?l nmet h Gazoler TroaThoRyRe

usingoXy{Led- tqrhbutyl‘bgn@&ﬁ@moﬁ%—o&qqh TME- e@mﬂmpleﬂ?@@rwm acid
as sta%vsg IEaQG %al wlggh %ﬁ?r%%d éDZg g (é% iﬂ%\'i%{od:llcéifl_é (é%[) %gk 33'7‘9 O[M-i-H]
'H NMR gmrmtm( @@3@}3?_906'@@9@@9\(% @HWIE_IFD B gpﬂ&akz Hy, H)H) 4. 26 (g, J=7.2
Hz, 25H)381 32s(s, zHag 5. 46 ©2 1, 7.18-p4 (g0, 23 J.311- ¢|)37 (61: ﬁsH)( ?7)36 1.92
220l 3y 3278 e 10 645 (s, 11, 1054

(s, 1 H. Exan'ple 63 25

N-[ 3- (2- | sopr opoxyet hoxy) - 5- met hoxyphenyl | - 2- (7-ni tro-
Example 88nzi nmi dazol - 1-yl ) acet am de Synt hesi sed according

Ethy Zt 0 mf} u(zg?eﬁzﬁﬂo-ﬁ%%?tf%za be r?%zl‘h%] dfgg%ekﬁﬂz%oleﬂ—carboxy- .

late - yI )acetic acid and

The tgga&)zrpkﬁq%“%a(s) %?_%( o hﬁ%f L Cﬁ’ﬁ)ﬁ]lc\{? %(5 &epa?%lon of
ethyl ™ @-%2-[&%,5 &meﬂﬂbgﬁxeﬁ?%&nﬁﬁ%ﬁ%xo&hgb}rlfibéﬂmﬁn&&o(em i:_bﬁboxylate
usmgSD—[B—(Z,a dilydrg-LH-ipden-ppylaming)-2- ogoqtgy](]tlH benzngglcbzﬂg -7-garboxylic
it § oo oyttt b B 1 g e 3
[M+HZ IR, (68048HESCDIOD) § pbh 889 (§J=71 Hi,.3 H), 2.06 (m, 2 H), 2.86
(m, 4 H), 4.29 (q, /=7.1 Hz, 2 H), 5.52 (s, 2 H), 7.12 (d, /=7.9 Hz, 1 H), 7.21 (d, /=8.1 Hz,
1 H), 7.36 (t, /=7.8 Hz, 1 H), 7.40 (s, 1 H), 7.87 (d, J/=7.5 Hz, 1 H), 7.93 (d, J=8.0 Hz, 1
H), 8.25 (s, 1 H)

Example 60

2-(1H-Benzimidazol-1-yl)-N-(4-tert-butylbenzyl)acetamide

The title product was prepared according to the procedure used for the preparation of com-
pounds described in examples 1 thru 44. Calculated for C2oH23N30 m/z: 321.2, found 322.2
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' 768(@,,115)&1%(@1%)825@9-7 58He, &) 2’ H), 6.25 (t, J

WD 2006/ 033620 PCT/ SE2005/ 001364 56 Exanple 64
N-{ 3- met hoxy- 5-[ 2- (2- oxopyrrolidin-1
weRymtoassey | phenyl } - 2- (7-ni tro- 1H benzi m dazol - PET/SE2005/001364
yl )acetam de 5 Synt hesi sed according to the genera
met hod of synthesis of thes¢arget conpounds from (7-
Ni tro-1H benzi m dazol -1-yl )acetic acid and
1-[ 2- (3- am no- 5- net hoxy-

TP b B s 0PSB 5 30, Tk (Pl iz 2 10

21 J 1 2 371,/1.5 Hiz 1 1) 7.61 -
49732‘&{%7162-07@75111 $}1§730HZ7H§ (IH)%D}ﬁMSde.,J,F:l% 1H) 41(%)

2.2
Hz, 1 H, 6.73 (t, J =1.8 Hz, 1 H, 6.78 (t, J= 1.8
1

o I ||

Hz, 1 H), 7.43 (t, J 8.1 Hz, 1 H) 8.03 (d, J=
Exan?ﬂeﬁi. H), 8.14 (d, J: 7.6 Hz, , 8 45 (s, 1 H),
(I H i mdazol -

0.37 (5. L H. Bcample 65 15 I\I-g
2-(1%392@4161@@!:15%&\%@0&9'1&%?@!@- ':}il)f"feéa’i’ﬂ-e benzi m dazlol
The tﬁnfgiq%%)cgg\gé @fﬂpﬁl%d%)f&}r Fﬁg 15 B ‘c‘é?h‘i’é 2d0r B ?r mpa?i%)_ﬁ of com-

esis o he target conpounds
poundyi describdd inesxainpled d zthiv 44.yIladated doraCioH22R0 m/z: 291.4, found 292

MRS MR G495 Y PMSOTGS ko] HR 2B BEY-4e8 FOR.79 (o
J=T7. 33[{99451(12'153 (%02 E} .g4 g@ S(L%l I‘i%‘l Hsﬁ) 1761"}3437 %(t) b!}l 3 ﬁ)?f?mit 754 (m,

2H)JZ63I=I7686m72H) 21 (syi HD, H).32 &, TH6. 78 (m 1H) 687
(s, 1 H, 7.21 (s, 1 H, 7.43 (t, J=8.0 Hz, 1 H),
7.65 (s, 1 H), 803 (d, J=78H, 1H, 814 (dd, J

Exanplé¢3, 0.8 Hz, 1 H), 8.45 (s, 1 H), 10.37 (s, 1 H).
HE% Phar macol ogy 1. hVR1l FLIPR (Fluoronetric | mage

N[5 Mo ey b2 ani o 2adseshonnphep el Gmitie dergmidazol-
; ?bl X’ expeSS| ng hVRL (15,000 cells/well) are seeded
'y)‘fcﬁ me- dia in a black clear bottom 384 plate

SyntHeSis&d Q&fo}dlﬁ@ﬁb G2 gmﬂlﬁn@hcﬁwﬂf dinflieeid off ﬂielxb@meH(lﬁblﬁds from (7-
30 2% CO2 24- 30 hours prior to experinment

Nitrozbbpruame obbﬂ)s@e@sm@s!é‘smlethsxyécﬁb‘é@awérﬁﬁfirmaﬁé-Ylmeth-
o) RGeS TR [NRI, N8 NAK a0, DASDEBOR a1 32

(m, 1O} 14510 (s MY SRR Gucly ED) DI am 1), 01753 4@ k. party
overlgenero A Beakng i EhaioR G 1 10} 3% @R S8R 5!, 3 m),
538 (5,2 H), 6.23 (s, 1 H), 6.73 (5, 1 F), 6.75 (s, 1 H), 7.43 (1, J/ = 7.8 Hz, 1 H), 8.03 (d, J
— 7.6 Hz, 1 H), 8.14 (4, J = 7.6 Hz, 1 H), 845 (s, 1 H), 10.34 (s, 1 ED.

Example 63
N-[3-(2-Isopropoxyethoxy)-5-methoxyphenyl]-2-(7-nitro-1H-benzimidazol-1-yl)acetamide
Synthesised according to the general method of synthesis of the target compounds from (7-
Nitro-1H-benzimidazol-1-yl)acetic acid and 3-(2-isopropoxyethoxy)-5-methoxyaniline.
MS (ESI) m/z 429 [M+H]. 'H NMR (400 MHz, DMSO-D6) & ppm 1.09 (d, J = 6.1 Hz, 6
H), 3.57-3.64 (m, 1 H), 3.64-3.66 (m, 2 H), 3.69 (s, 3 H), 3.97-3.99 (m, 2 H), 5.38 (s, 2 H),
6.24 (t,J=2.2Hz, 1 H),6.73 (t, /= 1.8 Hz, 1 H), 6.76 (t,J = 1.8 Hz, 1 H), 7.43 (t, /= 8.1
Hz, 1 H), 8.03 (d,/ = 7.8 Hz, 1 H), 8.14 (dd, J = 7.8, 0.8 Hz, 1 H), 8.45 (s, 1 H), 10.36 (s,
1 H).
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(Scatron), leaving the cells in 40ul of assay buffer
(1 X HBSS, 10 nM D-3J ucose, 1 nM s Cad 2, 10 nM
WOBRED33620 X 7. 5% NaHCO3 and 2.5 mM Probeneci dPCTRELIBR001364

assay - |1 C50 determ nation protocol For |C50

determ nations the fluoresgence is read using FLIPR

filter 1 (em520-545 nM. A cellular baseline

recording is taken for 30 seconds, followed by a 20 1

addition of 10, 10 titrated half-1og concentrations

of the test conpound, yielding cellular concentration
Exampded ng from3 pMto 0.1 nM Data is collected every 2

seconds for a further 5 m nute iof tot addi tio
N-{3-wethexysRil 24 gowpRr i ndigthosylp enl el o B bz
me%&%%g?icin or MES (2-[Nnorpholino] ethanesulfonic

acl

buffer (pH 5.2), by the FLIPR pipettor. The
FLIPR continues to collect data for a further 4

sy esona b Seroh A HARESS b e 2R HeSnd brom -
Nitro-gglgl?é}&ﬁﬁdﬁi&l,fl-(}l%&hé' BRill And ?fi'@!l@%ﬁxiﬁ@-strﬁ@thoﬁ}aps ai cin

tion. This” Consequently leading to a reduction in
phenaly)etiryd lpyentidins2-gna MaFEST) pro¢i4iMyt: HeiyEe (00 MHz, DMSO-

£ . A

D6 o LEB I B 8 IR LS e B e 351 0

= 5.4 PizOD DM .38 (2 3TN0 (1, Uu05.6 32D ED), §3B s I2aE 6.23(dor= 2.0 &1z, 1
curve upon the %u

ddi t f . M
B0, 6735 Br1 1 b HID) 698 Bpd—drbEPChl)dbta h 4 5 DBZekEh 803 (& -
_ . i ted
5.1 BB @ SoPEB R L 805 (ar e, 1B “ana

placed on ice in L15 Leibovitz nmedium The ganglia
were_enzyne treated with Col |l agenase 80U nm + Di spase
Example 05 i di ssol ved i n DVEM +5% serum over ni ght at 37

- 1350 TS REEL I 19Y 11 68)] L 55mBRoWphEny - ALk 64 b &rBinkitih1-1-
N-{3 gzo(llfzhed pastg%? inSJp])etrtnes?%%nd )Islj(r::ec{gd in the cenlter of
yl)acB@niden di - ameter Nunc cell dishes coated with Poly-D

Lysi pe : . Th re.cul tured jn |
symtpbSe el At Gt v s 2ap iy oL bftaieR bl 7
Nitro2H-B&6AR1 Bz MEMy1)a ML abldXnd B=[2 1 {Hlindiflazei 1 Ad)ethoxy]-5-meth-

L-gl utam ne but with pyridoxine, 6 ng/m D£+ -d ucose
oxyarE e QY USet #5 B HY L FNVR (gD AMHBEAMSS Db pt 369 (s, 3

i li_n - gl ' 0 inci! 44 R;

0, 4B B BHED % B0 KL b PoiEn 2080
H), 6200679336°H),FCT/-6E3 @51 6D),188% (s, 3GHWA2A (5,HeHy 81439t Wal8.0 Hz,

o0, . LB €04 T~ Rl e A 5 ZEERAE T i A B

10_37@’u”1t)_es. Smal |l cells with long processes were used
for récording (nost likely to be C neurons, with
native VRl receptors). 5 The cells were recorded with
Ph conventional whole cell voltage clanp patch cl anp,
APACAYEY he fol l owing solutions (cal ciumion free): The
extracel lular solution conprised (in mM: Nad 137,

KCl 5, Cl2 * H20 1.2, HEPES .
1. hVR1 FLIPR (Fluorometric Image Plate Reader) screening assay

Transfected CHO cells, stably expessing hVR1 (15,000 cells/well) are seeded in 50 ul me-
dia in a black clear bottom 384 plate (Greiner) and grown in a humidified incubator (37°C,

2% CO,), 24-30 hours prior to experiment.
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10, ducose 10, EGTA 5, Sucrose 50, pHto 7.4 with

NaOH. The intracellular solution conprised K-gluconate
wo2a0e/oBe2h 3, MgCl2 * H20 1.2, HEPES 10 10, EGTASE2009BD1364

to 7.2 with KOH. Wen the cells were penetrated with

suction, a puff of capsaigyn (500 nM was used to

determne if the cell expressed VRL receptor. If not,

a new cell was chosen. If yes, then the conpounds

suvef H45Sebhy s YHSTE EoRE B0 BRACHS PSPl 2R o
addeda{@sl@ﬁ%ewrﬁﬁm@fb% MRbs B% %) BbbwBE Rt A0 hitulS dyer int@lakien in the
syndr one | ammat ory bowel di sease GERD

dark geﬁ@f@ @né op E@geﬂlb ex‘eadellulad dgeprssent(s PREbebovE| usRgsn EMBLA

(Scariph e e BG4 oEAEED et [ RANESr 1AM DyGiygose, 1 mM

CaClﬁ%’%ﬁtﬁEPESelO X 7.5% NaHCO; and 2.5 mM Probenecid).
cho -bi s(2-am noet hyl ether)-N,N,N , N -tetraacetic

acid DMEM Dul beccos Mdified Eagle' s Medi um 25
esul t es as neasured in the assays

FLIF S8 2g60‘¥%%(/'lmaanroé1pfﬁocﬁjor | ess. In one aspect of

For I@Jﬂ@eieﬁﬁﬁlﬁﬁbﬁﬁ%he Hmotégs&cess Rell avinp FQ.IPRAfilten 15Emt 3?@F545 nM) A
gect of the invention the [1C50 is below 100 nM
cellular paselinerecqrding ds tken fer 30,veqenis follpwed byx 2Q %@idéwowf 10,

o S5t BT bS8 T gion

rangiRViOAOP LNN@o 0N §80. Daldis collected every 2 seconds for a further 5 minutes
[ 3- Met hoxy- 5- ( 2- met hox ethox phenyl ] - 2(7 ni -

prior @m@p@ddléuonpf4éfl§1 8gomstise zlpmfd {50 poluiden %ﬁﬁaaém‘(l}l@wMES
(2- [Ngr}r_xl%rpiizllu%o] et}ﬁq_e%uét;]o%nc rﬁtcacgz ulfferl(plﬂ} ; Zh.bygthﬁ F%I P}pletl}%rr. gpe FLIPR
contithis (€ aﬂ&at @dta Yor pinethyt 4 ﬁmﬁﬂanCdmpﬂ:ﬁr&is(HammgMﬁ)agﬁﬁistic properties
) 2-&15 yl - 1H benzj m dazol - thox
againgic sléYBﬂ n\yﬂlsylhlw rthe Il%?"é’ﬁéfl HWI? | PR o E?éPQQSB\KP the
capsa@é?ﬁ addition. This consequently leading to a reductlon in fluorescence signal and
providing a reduced fluorescence reading, compared with no compound, buffer controls.
Data is exported by the FLIPR program as a sum of fluorescence calculated under the
curve upon the addition of capsaicin. Maximum inhibition, Hill slope and 1Cso data for

each compound are generated.

2. DRGs were dissected out from adult Sprague Dawley rats (100-300 gr), and placed on
ice in L15 Leibovitz medium. The ganglia were enzyme treated with Collagenase 80U/ml+
Dispase 34 U/ml dissolved in DMEM +5% serum, overnight at 37 °C. The next day, cells
were triturated with fire polished pasteur pipettes, and seeded in the center of 58 mm di-
ameter Nunc cell dishes coated with Poly-D Lysine (1 mg/ml). The DRGs were cultured in
a defined medium without foetal bovine serum, containing Dulbecco's MEM / NUT MIX
F-12 (1:1) without L-glutamine but with pyridoxine, 6 mg/mL D(+)-Glucose, 100 pg/mL
apo-transferrin, 1 mg/mL BSA, 20 pg/mL insulin, 2 mM L-glutamine, 50 TU/ mL Penicil-

lin, 50 pg / mL Streptomycin and 0.01 pg/mL NGF-7S.
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35 2-(7-Acetyl - 1H benzi m dazol -1-yl)-N- (3, 5-di net h-

518 (capsaicin) oxyphenyl)acetam de 508 (I ow pH WD
waQos/0e32620 PCT/ SE2005/ 001364 60 CLAIMS 1. RACT/SE2005/001364

conpound having the formula (R)mMCNI \RO NNR5 2

R(R3) (CH2)n P O 5 (1) wherein: Rl is H NG, halo,

NR6R7, Cl_6al kyl, C2_6al kenyl, C2_6al kynyl ,

Cl_6hal oal kyl , Cl 6hal oal kyl O R6OCO_6al kyI R6CO,

When m %E'fi gg)gfrkﬁr 2 cfénﬁ 8%??{(% We%k E% ?ﬁﬂnﬁn ’wel}%cmch @efls were

choserpﬂ)as@ﬂ Qin%ekaﬂd F?Breaféhg@ Bﬁh@ﬁ‘itksy IS@hallcoedls mlt%@@q)r@mm lwere used
CONR7, R6R7NCO, R SC2, R SQ2HN,
for rec@r@mg:on%lhkylry te e [eRearens Yithmatus KNl 1eqeptofild RO ar e
each independently Hor O 4alkyl; R2 and R3
optionally forma ring; 15 pis O, | or 2, nis 0, 2, 3
The célls Were Rzorded Glith amivisytionalChdleaell Y6Bageadliyp patch clamp, using the
C3_7cycl oal kyl Q0. 6%@% or C5_6het eroaryl C0. 6al kyl
f0110%$‘éﬁt§0nérﬁ9al‘éi?9‘|1°n £Broaryl or cycloal kyl may be
, 1,0 1.2, HEPES
The opdfREfh ol Comet B E B RMY NaGRAT XS, SO, S0 12
10, Glutdde 1ONEGAA. Fritueros2 60,4pH 2o 7.4 viHth IrOHNC?, cyano

e 0 s T S NGB e g

10, EGBRRZ N 10Ch2 afyKk O fWh&HﬂB@Eﬁs Wl uneiritéd arith mnbm 2 puff of
[ ndependent ly Hor Cl.6alkyl; and 25 R$ is NR6R7
capsaicin @40 k), was used to determine if the cell expressed VR1 receptor. If not anew

cell was chosen. If yes, then the compounds were added in increasing doses before the cap-

saicin pulse (500 nM), to determine an ICsp value.

List of abbreviations

VR1 vanilloid receptor 1
IBS irritable bowel syndrome
IBD inflammatory bowel disease

GERD gastro-esophageal reflux disease

DRG Dorsal Root Ganglion

BSA Bovine Serum Albumin

HEPES  4-(2-Hydroxyethyl)piperazine-1-ethanesulfonic acid

EGTA Ethylene glycol-bis(2-aminoethylether)-N,N,N',N -tetraacetic acid
DMEM  Dulbeccos Modified Eagle's Medium

Results

Typical ICsy values as measured in the assays described above are 10 uM or less. In one
aspect of the invention the ICs is below 500 nM. In another aspect of the invention the
ICs, is below 100 nM. In a further aspect of the invention the ICso is below 10 nM.

Table 1. Specimen results from the hVR1 FLIPR.



whi ch conpound is selected fromthe group consisting

of - f 3

-[ 2- (di net hyl am no) et hoxy] phenyl }

WO 20(6R3sH20r 0- 1 H benzi m dazol - 1-yl ) acet am de,

2006/ 033620 PCT/ SE2005/ 001364 61
N-[ 3- (et hoxynet hyl ) phenylqdg-2- (7-nitro-1

H- benzi m dazol -

1-yl)acetam de,

YOT/SE2005/001364

N-(l 3-di hydro 2-benzofuran-5-yl)-2-(7-nitro-1

n—ucuu UdLUI —f=ytjacetam de, _

Exa lfS m% xy 5- (et hoxynet hyl ) phenyl ] - 2- (7-ni { Ig§°1 nM- (ago

No. H benzijm dazol - 1- yI )acetam de, N [3 nist)
-(rmthryvrmth\/l\- (trifluocromethvlynhenvl}-21(7 nitr,c,

10 -1 F b rbony-5-2-melpoyaeibosmpley -2-(T-nl- | 22 (capsaicin) 45
2- (7-ad _d N-[3- (et ho )
-5-(tri ﬁf%%lg%ben%gf%dfm ?ﬁ@%ﬁt%mgdcget amde, N [3 )(Wﬁm

14 -cyano- &-(iﬁiitﬁ)tltmbamh ek lphenyV3,3;5¢tfiflnbto-0- 148 (capsaicin)
H benzijm dazol - 1- yl ) acet am de,

N- [ 3- aqatbgnylircetaniidq uor onet hyl ) phenyl ] - 2- (7- ni 1P (op D)
cIrZT 111 4 ) IS - a b

2 5 (7-ad g’V'aCﬁ Itiiblg}l;l m ”{d‘dﬁfl 11}%3]\{ [%\I-niegl OXE/et yl - g7 (((c%;s]g 1cm) >3
uor onet|yifhtremythl Belehaliacteamide (low pH)
2-(7-2a0 zol-d-vI )} N-T 3 evaneo—B—tiiftt—

35 or omet hyz ;%ﬁéﬁty]r }ﬁd:@paﬁql«é@d 11\‘{:'[1 -N-(3,5-dimeth- | 518" (capsaicin)

-(1-rret

gl ]-2-(7-nitro-1 508 (lo
H-ben2| zy{ﬁ'ﬁacet ani de, (low pED

2-(7-ch|oro 6 nethoxy 1

H benzi m dazol - 1-yl)-N- (2, 3-di hydro-1

H i nden-5-yl )acetamde, N [3

- (2- net hoxyet hoxy) phenyl] -2-(7-nitro-1

H benzi m dazol -1-yl) acetami de, is

N- [ 3- met hoxy- 5- ( 2- net hoxyet hoxy) phenyl ]-2-(7-nitro-1H
benzi m dazol - 1-yl ) acet ami de,

N-[ 3- (2- met hoxyet hoxy) -5-(trifl uoronet hyl)phenyl]-2-(7
-nitro-1 H benzimdazol- | - yl)acetam de,

N[ 3- met hoxy- 5- (t et rahydr of ur an- 2- yl net hoxy) phenyl ] - 2-
(7-nitro-1 H benzi m dazol -1- yl)acetan de, 20

N-[ 3- net hoxy- 5- (t et rahydr of ur an- 3-yl oxy) phenyl ]-2-(7-n
itro-1H benzi m dazol -1- yl)acetam de,

N-[ 3- met hoxy-5-(trifluoronethyl)phenyl]-5, 6-di hydro-4H

-im dazo[ 4,5, 1-ij]quinoline-4-

2-(7-amno-1
H- benzi m dazol
25

N-(4-tert-butyl benzyl)-2-(7-iodo-1H benzi m dazol
2-[7-(1-hydroxy-
-1-yl]
nmet hyl ) phenyl ] acet am de,
[ 7- (1- hydroxyet hyl)
N-(2, 3 -dihydro-1

acet ani de,
H- benzi m dazol

et am de,

car boxam de,

- et hyl et hyl ) -

Hinden-5-yl)-2-(7-pyridin-2-yl-

H- benzi m dazol

-1-yl)acet am de,

-1-yl)-N-(4-tert-butyl benzyl )acet am de,

-1-yl)
1

-N- [3 -nethoxy-5-(trifluoro-
N-(4-tert-butylb enzyl)-2-

-1 H benzi m dazol -1-yl] ac
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30 N-(4-tent-butyl benzyl)-2-(7-pyridin-2-y1-1
H benzi m dazol - 1-yl ) acet am de,
w@a-2006/08820 y| - 1H benzi m dazol - 1-yl ) - N- (4-t ert - bRCY/SBE102Y01364

| )acetam de, 2-(7-acetyl-1 Hbenzim dazol-1-yl)-N [3

- met hoxy- 5- (trifl uoromet hydg phenyl] acetanmi de, WO

2006/ 033620 PCT/ SE2005/ 001364 62 2-(7-nitro-1

H benzi m dazol - 1-yl ) - N- (3, 4,

=t rifluorophenyl)acetanm de,

CLAI%-I% 4-tert-butyl benzyl)-2-(7-cyano-1

H benzi m dazol - 1-yl) acetam de, 2-(7-cyano-1

H benzi m dazol - 1-yl)-N- (3, 4, 5-tri net hoxyphenyl ) acet am
1. A cgepound having the formula

N- (4- br ono- 2-f | uor ophenyl ) - 2- (7- cyano- 1H- benzi m dazol -

1-yl)acetam de, 5

R i <cyano-H benzi m dazol - 1-yl ) - N- (3, 4-di f | uor ophenyl

) acet[am de, N\2-(f-cyano-1 H benzi m dazol -1-yl)-N-(3
xyphisayl) acet ani dé, 2-(7-nitro-
1H benzj mi dagol -1 -yl) - N4 4,

5-tri mg?hgx ZHL) am de,

N- (3, 4- dif}juor obenzyl ) 32-(7-nitro-1 Hb

enzi m dazol - 1-yl )acet am de,

N-[ 2- (4- met hoxyphenyl )ethyl]-2-(7-nitro-1

H benzi m dazpl - 1-yl )acetam de, io0

N-[ 2- (3-fluorophenyl)ethyl]-2-(7-nitro-1H benzi m dazol
whereid- yl ) acet ami de, N-[2-(3 -net hoxyphenyl)et hyl]

.= 2= 7- N0t Qs benzi,m.d -1yl '
R is B2 I g T R et GRS 30 oo,
C1.shaldlky10, RéOOFRilkYL REDEBIGC@OAPIONREE ani de,  N-

[ 2-(3, 4-di net hoxyphenyl )ethyl] -2-(7-nitro- | HDb
mls({aﬁz' 8f Jazol - 1-yl ) acetam de, 2-(7-acetyl-1

2. zj. i T ke -

s A SSREE, St o, gy ooy, Cosonicn,
C,.chRe4IRylas etyano] RRIDETzhlin/ L aRW10,1 RIOCOY RCONR'f IRIG'DERRNR SO,
|)acetam de,  2-(7-acetyl -1 Hbenzi m dazol -1-yl)-N-(3,

RgSO%'ngb ?\%ﬁﬁ&ﬁﬁﬂﬁ@h@ﬁ@é@f%%}’ N [2-(3, 5

3 j9 dCr f-nitro- |
R anﬁ%%%ﬁ%’?%@?’%ket%ﬂ%, N- (2, 3- di hydro- 1
R® antHR’ ngtinadlbyyfoym2-rfng; ni t r o- 1

. OKIE beE_zi m dazol - 1-yl ) acet am de,
PISUNE P2<% 5- br onp- 2- met hoxyphenyl ) et hyl ]-2-(7-nitro-1
nis OFR eszd;m dazol - 1-yl ) acet am de, 20

N-T1 - (4-chl orobenzyl ) - 2- hydroxyet hyl 1-2-(7-nitro-1 e
RS i 'mzélﬁyzl ol C&l@*}‘b’)%@éﬂ%‘ﬁ gez%ycloa]X(yICo}gaﬂky? o(r Cs_gheteroarylCo_galkyl,

3 R )y Zsel fhsdl iR aryl, heteroaryl
wherQpisE MY YR B B S eyl sl Wil heteroary,
Cs.cilelddiyl(ad, CrAletemiccboylfshie ayd yvammi m2y br cebdiyhted Mhiyme zr more
m dazol e- 7- car boxyl i ¢ aci d,
A; 1-[2-(2, 3-di hydro-| Hi nden-5-yl am no) - 2- oxoet hyl ] -1 H b
is BNGHTNERZ %D]R%,tﬁ”@_;b 1244, &, sallyl, AR'R’, C, shaloalkyl,
Als 1-q’oli net hox%henyl )-2-[ -?zydr oxylr?et él -1, e tky
C1.shiloblHlD, mi HA@.salklyl, - \hyjraxyCesadlylde R 962,1-R*SOHN, Cs.earylO  or
CON -1.(3, 5- di met hoxyphenyl ) am no] - 2- oxoet hyl} -N-ethyl-1
enzim d_azol e- 7- car box- ani de, 1-
R® anll R [a¢SeazhGhdpehdonylp 1Ry ) Aldytaind2- oxoet hyl } - N- et hyl -
I H-6bgn2| m dazol e- 7- carbox- am de,
R%is NR°R' or Cj4alkyl,

which compound is selected from the group consisting of

N-{3-[2-(dimethylamino)ethoxy]phenyl}-2-(7-nitro-1H-benzimidazol—l—yl)acetamide,
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1- {2-[(3, 5-di net hoxyphenyl )am no] - 2- oxoet hyl }

- N, N-di net hyl -1 H benzi m dazol e-7-car- 30 boxam de, 1-
w20(6(033628- di met hoxyphenyl ) am no] - 2- oxoet hyl } PCT/SE2005/001364

- N- met hoxy-1 H benzi m dazol e-7-car- boxam de, WD

2006/ 033620 PCT/ SE2005/ 001864 63 ethyl 1-

{2-1 (3, 5-di mret hoxyphenyl ) am no] - 2- oxoet hyl }

- 1H benzi m dazol e- 7- car boxyl ate, ethyl 1-

N- [3-(’{&?% élrrﬁe‘?rfa?fo FﬁgMLQ 1{5(%( 3 m%dﬁ?b‘? qtYdckiammtde,

N-(l,ﬂd{h&d(ozwemoﬁydm-ﬂ) H(leﬂ—bdmnmﬂwz)ol—ﬂ—yimmhydq 1

H benzi nj dazol e- 7- b
N-[3-Re et Sre Ry SO pISAL 241 it bR
N-[3-Q€%&§J£i‘%§e¥hﬂa])%§§ gﬁﬁ’[aﬂgﬁithyl)%heny] -g —nltro 1H-benzimidazol-1-
yl)acelﬁtrbldﬂll m dazol -1-yl ) acet am de, 2- (

1
2-(7- aﬁetpl ' m d’%ﬁ‘&%?ﬁié 13"I\<]\t_3§ rt bgpﬁi/%(%ﬂﬁ%lgacet am de,

thy/ipgh8 emiriideacet am de,
e }}l{kﬂh Qﬁ]&gl et hoxyphenyl ) - 2- (7- et hy

N-[3- e;zamgfﬁz(tnﬂum,@mlethy he)nyé 2—&7,—,11&@0 1I]Id)en21m1dazol- -yl)acetamide,

Maci b i SR
2-(7- dde’&ﬂ-ZI—Bbdanin&id&ﬂo-l-‘l—ﬂ) N— [B- dttbet}ﬂISZﬁmﬂﬁiﬁ'Dmle’ehizl)phinyl]acetamlde

2- (4o} ST N - o gt bler HacHaciide,

- L d
oL o e s
2-(7- clﬁomqu-meélbaynlHebenmt(liﬁamlﬂyyb N (%]bdrhmdm tHzotlen-p -yl)acetamlde,

N- [3—5%&gmxgghoxy t}Fe%yﬁZZS Qyé‘& {}‘i#)%{}:fqgg I%X QQIB arlude
N-[3- h‘[e ?193L2dﬁ§ﬁbxﬂaﬂdﬂy)ﬁﬂreﬁ1§t]fﬂef7hﬂ&ﬁ 191-bén4ifid4@610t -y1)acetamide,

enyl] ‘acetam de, 2- hydr ox I
N-[3- (ngtetiy)lxmthgxg) =5t(trifluoromethyl)phenyl]-2-(7-nitro-1 -benzimidazol-1-
I H bepzi m dazol - 1-yl ] - N-[ 3- met hoxy-5-(trifluoro- 20
yDac t) phenyl ] acet ami de,
N-[3- Nre&&xmh@ﬁ%hyﬂroﬁfﬁlﬁhiﬂ-ylﬁ{eﬂmxym&ﬂmr(ylrilﬁr@-—ll-llbenznyidaﬂol-1-
H benzi m dazol -1-yl ) acetam de, 2-(7-isopropenyl -
yDacepedezi ni dazol - 1-yl ) - N-[ 3- net hoxy-5-(trifl uoro-

NG e e s R e S I
yl)acé’tem)de], acet ahmo)cile ) ﬁSl i o
e T A AR
carbo%ﬁltﬂﬁféz' m dazol - 1-yl ) acet ami de,

3, 5- di met hoxyphenyl ) - 2- (7-i sopr opoxy-
2-(7- amm@n&imwaxztﬂaqu L) €4 -dari-tatylbenzyl acetamlde

N-(4-tert-butylbenzyl)-2-(7-iodo-1H-benzimidazol-1-yl)acetamide,
2-[7-(1-hydroxy-1-methylethyl)-1H-benzimidazol-1-yl]-N-[3-methoxy-5-(trifluoro-

methyl)phenyl]acetamide,
N-(4-tert-butylbenzyl)-2-[7-(1-hydroxyethyl)-1H-benzimidazol-1-yl]acetamide,
N-(2,3-dihydro-1H-inden-5-yl)-2-(7-pyridin-2-yl-1H-benzimidazol-1-yl)acetamide,
N-(4-tert-butylbenzyl)-2-(7-pyridin-2-yl-1H-benzimidazol-1-yl)acetamide,
2-(7-acetyl-1H-benzimidazol-1-yl)-N-(4-tert-butylbenzyl)acetamide,
2-(7-acetyl-1H-benzimidazol-1-y1)-N-[3-methoxy-5-(trifluoromethyl)phenyljacetamide,
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2-(7-tert-butoxy-1 H benzi m dazol -1-yl)-N-(3,
5-di nmet hoxyphenyl ) acet am de,

wOR(B/083adD net hoxyphenyl )-2-[7-(trifl uor omet hoxpLT/8E2005/001364
H benzi m dazol - 1-yl] acetan de 30
N- (3, 5-di met hoxyphenyl ) - 2-457- (et hyl sul fi nyl ) - 1H benzi
m dazol - 1-yl ] acet am de,
2- [7 (d| fl uoronet hyl)-1H benzi m dazol -1-yl]-N-(3,5-dim

2-(7- “%tf ?ﬁy&n&]ﬁ% ﬁe‘%ﬁthésn trifluorophanyPacqmidey 5 5 di met h

N-(4-t@fty(ﬁxlaﬁ5¢ﬂz)jgcze(7a¢yad&1%&&&%@@3162%@%18&2005/ 001364
64 2- (am nomet h

2-(7-cypnse rbﬁlala@éazoltl )rl?-\w3(435 -gigethermbepincaitmidt et ani de
L

b SR iyt i

2-(7-cyhja tHt teniziakei dazdt-( 44 s MeB ehdifingtopbenyl)acetamide,

2-(7- cgl_{l_grgqeinmlg%gl?nzlgazoill-ylf NI\E-?) ethoxyplqenn}}:f)tat(]:e(:)‘c)agx}ﬁ?c{1 enyl)

2-(7- n%ﬁ %/ %&éﬂn% Ne(?lat SitdaeRloxyberzyhddeladnile,di met hoxy

acet am de,

N-(3, @dﬂum%oxﬂbaéﬁwt)o-ZHEBen(zmﬂmw‘mlﬂWwa)mde

N- [2-&-%2%%}%1%3218?@] G35y b tpmilar g SORERRMET | )

[2-@CREGThERy] et%y(]l' @LMQBQH—bbﬁﬂ@n‘ndazol 1-yl)acetamide,
enzi m dazol - 1-

N-[2- ameﬂapmmm?iﬁﬂw ae@%ipﬁfa@mm@ﬂ%@ leylaprstamide,
2~(7-nt r&rb%ﬁzbéﬂn élg o"l-él-%’l -§\f- gﬁ-@%&ﬂnﬁgef&ﬂ%ﬁylﬂphenﬂ]ethyl} acetamide,

N-[2- (ﬂr4-ergahb>|<}kphémil)eﬂlfyﬂ]bm§mcdaHdiean;aﬂazoEl(y‘l}anctamuie%Hl- be

nzi mdazol -1 ac met 1
2-(7- 2R P oMo i RO e SO R A Gt 1
2-(7- é(:le?g@qg ﬁéﬂzéﬁda%-(llyl) N 8p4 QH}Horc?phgﬁﬂbﬁéEtagm& b

m dazo ro-1 H behzi m dazol -
2-(7- @cbbyﬂidﬁ bﬂnzdm,dazkﬁ-l—yl) N (3 5 d1methoxypheny1)acetam1de

N-[2- é g )fp#fawgfgr lgk (222%5% i’{{gti_??nalg,ugiazoll %oﬁfaggt)gni&', met h
N-(2, N‘dﬁi‘yd&@«ﬁﬁ ﬁvl%ryh g% Zfﬁ hfﬂ'O' 1H-benzimidazol-1-yl)acetamide,

enzi m dazol 2-(7-cyano-1 H benzi mdazo I
N-[2- 95 prmm afmqj@oxyghqnyl)p@yi] %(ﬁ-?}ttoilH—benmmldazol— —yl)acetamlde

N-[1- t{ blzln bﬁ{lzcﬁig :hygrogr%th%%-? C%g.g qH;Benmmldazol- -ylacetamide,

N-(2-blydrbxy-orhehylethlyt) D= hrinok FHl-aztni dezyl-) -yDa¢ctathidaor o- 1H b
enzi m dazol -1-y] ) ac

1-{2-)3 G1d 1{@1}0)%91@% gnw@ﬁ%xoﬁhyl} 1H-benzimidazole-7-carboxylic acid,
1- [2-{/2' %lﬁﬁé%ifgr-nﬁg‘%ﬁden% ¥1|a)nn?o)(27o{$e‘d%fl]llﬂ Henb@ndiMdazatiboxylic acid,

fl uoro-

N-(3, é{dnnmhday;dien)ﬂ)ﬂ}W-(hVMxymetbp})d@be@mgiah@r 1-yl]acetamide,

-l S R amlid BrOP NN e midegale by

amidé,] - 2- (7-ni tro- 1H benzi m dazol -1 - yl)acetam de,

0)"

1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl } -N-methyl- 1 H-benzimidazole-7-carbox-
amide,

1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl}-N,N-dimethyl- 1H-benzimidazole-7-car-
boxamide,

1-{2-[(3,5-dimethoxyphenyl)amino]-2-oxoethyl } -N-methoxy-1H-benzimidazole-7-car-

boxamide,
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2-(7-fluoro-1 H benzim dazol -1-yl)-N-[

1-isopropyl-7-(trifluoronethyl)-1 H b enzim dazol -
wo-2¢lelased am de, 2-(7-cyano-1 H benzi m dazol - 1Pgir)sED0F/001364

1-is opropyl-7-(trifluoronethyl)-1 H b enzimdazol- 30

5-yl ] acetam de, N-2-naphthgl -2-(7-nitro-1

H benzi m dazol - 1-yl )acetam de, 2-(7-cyano-1

H benzi rri dazol 1-yl)- N 2-napht hyl acet am de, WD

B

ethyl ]2'{2 Y(ﬂﬁt)éﬁﬂmt}]lbenzyl)ammo] 2- oxoethyl} 1H-benzimidazole-7- carboxylate

ethyl H-1 [%nélji_mﬂq%;é%lli mden— -ylarnlrrchS- —oxa/eﬂ%ylﬂ1 (cllﬁhb nzugazo e—gqcar"?)oxy-

H-benZ| m dazol - 1-yl ) - N- (4- nmet hoxy- 2- napht hyl)
acetamde, N [3

N-(4-te1;?&ﬁ.1t}?hgnz§})&-EZ—(chimyﬂhyhﬂﬁlhb)pm-?nnﬁmjdamt—hﬂk?@ﬁéﬁgl ]-2-
N-(4- mstbga'csga%aa{a@yﬁi%n o BT ey Dregaite, Lo g
2- (lH:é Fﬁﬁﬁﬂ%ﬂo@?- N-{4-tertHutyA6&} &%m1de

et hoxyet hoxy) p enle -(7-nitro-1
2-(1Hbebeinzidavolid 70)-NEA ménoama@den -yl)acetamide,

li.d henyl
N-(3.3- SR b DAt Bigh e Ehaae e oY )
N-(3, S—Hﬁﬁéﬂ%%fpﬁer(ﬁ) mmw 1491141 -yl m%ﬁzﬁmmhylﬂ)aaetéﬂm; tro

benzi m dazol -

N-(3, Nqujh@imypnyg) gg7 Tﬂ;ﬂ%%—_t@azol {1 y[l) é};I bengingdgzol-1-yl]acetamide,,
N-(3,%?§1?né?ﬁ%§}pﬂ§éﬁ 2-[7-(1-oidly13%- 803 1iB81-29%)- l-veRzifdhkoRE

yljacdnfide,net hoxy- 5- [ ( 1- et hyl pi peri di n-2-yl ) met hoxy] phenyl

(7- 14 d
N-(3 4 4SRRI Ao e G m@@ﬂeﬁ SRR
t 1Hb dazol - 1- vyl t d d N
el L s T (Lomethyl 1 Y acetam e an
2-(7- d%hyl{ﬁfﬂh@ttﬂlmﬁiaybl}hﬂt)ﬁﬁ){y}rpqu (trlﬂuoromethyl)phenyl]acetamlde

2 - B AR 1 D ey £SO

meth}qﬁiﬁgﬁ)ﬁ!ﬁée@ﬁﬁ@g ding to claim1l selected fromt he group
consisting of N-

2-[7-@ahydroxydl -methpethyb i S-eanminigpasid nyll N-B-pethexyrSetr fluoro-
inidazel - 1-yl tam de, 25

methﬁpﬁg%;‘{"g?%%é%et hyl 3 ohenyl ] - 2. (7 i tro- 1H benzi i dazol

N-[3 -mbﬂmb()léc@ﬁﬂﬁdnfdmeth‘}ﬂ)i)}hergll]-ﬁ-i(hyﬂiyd)—l PLbenzimidazol-1-yl)acetamide,

2-(7- é@é&ﬁ%@ b Amidasor 1 N med e AL (i fg5g! - 1-v!) ac

late,

methyl)phenyl]acetamide ,
2-(7-isopropyl-1H-benzimidazol-1-yl)-N-[3-methoxy-5-(triftuoromethyl)phenyl] acetamide,
N-(3,5-dimethoxyphenyl)-2-(7-methoxy-1H-benzimidazol-1-yl)acetamide,
N-(3,5-dimethoxyphenyl)-2-(7-ethoxy-1H-benzimidazol-1-yl)acetamide,
N-(3,5-dimethoxyphenyl)-2-(7-isopropoxy-1H-benzimidazol-1-yl)acetamide,
2-(7-tert-butoxy-1H-benzimidazol-1-y1)-N-(3,5-dimethoxyphenyl)acetamide,
N-(3,5-dimethoxyphenyl)-2-[ 7-(trifluoromethoxy)-1H-benzimidazol-1-yljacetamide
N-(3,5-dimethoxyphenyl)-2-[ 7-(methylsulfinyl)-1H-benzimidazol-1-yl]acetamide,
2-[7-(difluoromethyl)-1H-benzimidazol-1-yl] —N—(3 ,5-dimethoxyphenyl)acetamide,
2-[7-(cyanomethyl)-1H-benzimidazol-1-y1]}-N-(3,5-dimethoxyphenyl)acetamide,
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N-[ 3- net hoxy- 5- (et hoxynet hyl ) phenyl ] -2-(7-nitro-1
H benzi m dazol - 1-yl )acetamde, N [3
wo eowstoasseynet hyl ) -5 - (trifluoromet hyl)phenyl] PCT/SE2005/001364
2-(7-nitro-1 H benzimdazol -1- yl)acetam de, 30
2-(7-acetyl -1 H benzi m dazogs 1-yl)
N-[ 3- (et hoxynet hyl ) -5-(trifluoro- methyl)phenyl]
acet am de,

20 QE A b ey
N-(3, Pk cBGPhe 3O B4 Z-[(difethylamino)methyl]-1H-benzimidazol-1-

N-[3-acetyl-5-(trifluoronethyl)phenyl]-2-(7- nltro 1
yllacgtpmidsz i i dazol - 1-yl ) acet ami de,  2-(7-acetyl -

2- (7-c§L ?ﬁb{)gﬂlﬁ%ﬁgmﬁa&ol?gh ?@Hﬁ(ﬁe’tﬁd}&ybhéﬁ}}l}&@é@ﬂﬂehw ) ph

cetam

2-(7-dyleTobuiyl- M{ehmimmagd191-wmexyanmtsomhcmyllm¢t@msimy| ) phe

N e

N-(1- i?b%i%ﬁ?l'—lﬁ-@@ﬁﬁhﬁéazﬁl E%@ﬁﬂ%ﬂﬁ)—lﬁ—benmmldazol 1-yl)acetam1de
hl oro nmet hoxy-"1H-benzi m dazol - 1-yl 1 N-(2,3-dih
2-(7- ﬂmn‘@wlﬂl-bqnmm@ldagﬂ-)lw]&g\é(lawppr@pyl 1H-benzimidazol-5-yl)acetamide,

2-(7- Cé’PLQL lg}%egglt&qgé( oztlh}%(-ﬁ-péﬁggm%}ﬁlzfﬁ ?)gﬂil}rﬁ@az%ﬁs W@é‘cﬁhﬂi@z
N—(l-teﬁ’czblﬂﬁt ﬂ%&ﬂlhﬂi@tbpb@myi I?-ﬂrt(o?lHJfbanIfrﬁdazol- -yDacetamide,

d
N-(L R B e R GO A El yﬁﬂr@omsﬁeltfwmwmwﬂ-z (7
ﬂ)m%}b@go 1 H benzi midazol -1- yl)acetan de,

-ret hoxy- 5- (t et r ahydr of ur an- 2- yl net hoxy_) phenlyl ]-2-
N-(1-{sépoby ¥ Daiethydeliit-bendmidizol15-y)2-Gewitran idenzimidazol-1

3- met hoxy- 5- (t et rahydr of uran- 3-yl oxy) phenyl ] - 2- (7-n
Yl)ac‘?t?%’éie’l H benzi m dazol -1 - yl)acetam de,

2-(7- &aﬁ&%&gﬁméz&nw?ww -20Blobyl-)-phuail [H-Bedrigidayelr - 4H
i mdazo : qui nol 1 ne-4- 15 car boxam de,
yDac&arhideani no- 1

N-(1- %r{}ﬁ ”r%féﬁxge@lﬁyﬁ;}[}%ng'?é@f‘%a&gﬂ%ef)-tz'@‘-‘é%hg-eﬂf-ﬁéﬁz%ﬁfa?@-10-'9’

ylacéhiRizi m dazol -1-yl') acetamide, 2-[7-(1-hydroxy- |
-nmet hyl et hyl )-1 H benzi m dazol

N-(1-tove bWk jEEprimdzabrd) %é?ﬁym%}ﬁrngl?hgéﬁﬁﬂn%@ce%ﬁe
N-(1 "[\%{éz Ot&ﬁ&ﬁ‘%%#lﬂ@%ﬁé e})lj 2f ZTE(n]o gﬂ(yeﬂ%iﬁﬁhi%h)l A8 RTdem

acet am

N-(l-ltbrt-hln‘i?h;!—&aeﬁh})l lZ{-bE’nz)mndadOIHS—yl)yZ €71ﬂuoro 1H-benzimidazol-1-
)%12' m dazol - 1-yl ) acet am de,

yl)ac?\flalfl ‘tert-butyl benzyl)-2-(7-pyridin-2-yl-

2-(7- ﬁb@f@ N7i- g aafiazdi- M) aest yl-2 -methyl-lH—benzumdazol -5-
(7-acetyl - 1H benzi'm dazo -yl)-N-(4-tert-butyl benzy
yl)aCEt)nambt am de, 2-(7-acetyl- 1 H benzi m dazol -1-yl )-N-[3

N it T b YD T Bt pemimicazot -
yl)acéuﬂn)@cet am de,
2-(7-fluoro-1H-benzimidazol-1-y1)-N-[1-isopropyl-7-(trifluoromethyl)-1H-benzimidazol-

5-yl]acetamide,
2-(7-cyano-1H-benzimidazol-1-yl)-N-[1-isopropyl-7-(trifluoromethyl)-1H-benzimidazol-
5-ylJacetamide,

N-2-naphthyl-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(7-cyano-1H-benzimidazol-1-yl)-N-2-naphthylacetamide,
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N-(4-tert-butyl benzyl)-2-(7-cyano-1 H benzi m dazol - |
-yl) acetam de, 2-(7-cyano-1
woékbwnasar dazol - 1-yl ) - N- (3, 4, 5-tri net hoxypheny PEasEL@a01364
de, N-(4-brono-2-fluorophenyl)-2-(7-cyano-1
H-benzi m dazol - 1-yl ) acet anggle, 2-(7-cyano-1
H benzi m dazol - 1-yl ) -N- (3, 4-di fl uorophenyl ) acet am de,
30
2-(7-ighd YT RN AphRhrdstbokabhide?- et hoxypheny!) ace
2-(7-ciylatie MH-endaziddzol-1 i1 )-NN4A(Bethpky-Lriapbthybagatemizlg) ) acet am
de, N (3,4-diflyoro tr
2-(7-flyoe £ ‘Pﬁn&b{&‘gﬁzoi 0] g@@’f éﬁ@@é}’%@é@ﬁ%%@@
Ay lmth h 127-tr1H-b idazol-
N-[3- ﬁ%ﬁ%@%@g@gﬁg R@Z) 2 ylﬁ oxy()% eny] ( nitro- enzimidazo

-yl)alcbﬂamuda m dazol - 1-yl )acet am de,
N-[3- & s9p 38& gkm gg-m t &t 'P1¥r|1311] 3 ((7-7n1t?(|) tlhobenlil'_u%?igzzdlm dazol

yl)ace'&rhl%le( 3- net hoxyphenyl )et hyl ]-2-(7-nitro-1
H benzi ni dazol - zhacet am de,

N3, %(S@ﬂthpﬂbeth%}’bm}’ Qd@zmtmiﬂirlb)?nmdaml- yhacetamide,

s T R0 o -

yDacdadide; 1-yl ) acet am de 2-(7-acetyl -

H benzi m dazol - N-(3,4,5-trinethox
N[ mediem e oo o APPSR L P ag%?(ﬁ'hen!n&dazol-l-
D)ac Yddqe\ (3, 4-di fl uorophenyl) acetam de, 2-(7-acetyl -
M ?—?—( enzi ni dazol - 1- yl)- N (3, 5-di net hoxyphenyl ) acet ani de
NN—dhlet[hgl-z—f(,”iinaﬂhomf’n@ﬁ(?mlrmyﬂ)—bﬁm;xhl]da@lﬂ? nitro-1

enz| dazol acetam de, 10
Yl)ac?{ly PnROo Wamaﬁqiﬁl@aen 2-yl)-2-(7-nitro-1H benzi m daz

N-{3QhetHo¥-3-faeh eridin-2-yl)methoxy]phenyl }-2-(7-nitro-1H-benzimidazol-
{ N-e[ 2-.9(‘}5 @?onoaﬁzgﬁ%t hoxygh)eny [)é yg%y T} 27 nitro-1
1-yladetasndé,ni dazol - 1-yl ) acet ani de, N-

[
N-{31t21& ;&H‘? ngf)ykaﬂ-{-ﬁg O)é((&%e)% hr}glll -2-2('7-(11Zt'r5]-i1f—1[19€n%imidazol-1—

ylacSafatehysl 0Xy- 2- phenyl et hyl) - 2 (7 nitro-1
H benzi m dazol - h% acet am
R

N-{3-qoqthosy- 3 [6-mpthit WHWWMW’Q@}@?&I%W pitrpp | b gggimi-

zcarboxylic acid, 15
dazom ?gg(&g&?ad‘l hydro- 1Hi nden- 5-yl am no) - 2- oxoet hyl ] -1Hb
or sal@ golvihtdsaododvaledcsattb theydafc aci d,

N- (3, 5-di met hoxyphenyl ) -2-[7-( hydr oxymnet hyl )-1
H benzi m dazol - | -yl] acetam de, 1-

2.A é&nﬂ&ﬁd%éﬂrﬂﬁ?@@&ﬁﬁﬂ@@bﬂ'&t@m the f?%ﬁféd%}ﬁ'sﬂing b et hyl -1

benzi m dazo car box- am de,

N-{3{[2-({1(r®t5yldmmﬁdﬁhﬁ@gyﬂm@nyl})%ﬁ?-nm]a—QH&@@@W%ZPI- -yDacetamide,
I
N3 RS RO b RN LS o iR, 1
N-(1 3M1ﬁ§cﬁblﬁdﬁ¥bﬁlﬂanl-‘5 96%(7%1@%ZmibeﬂznﬁﬁﬁazobD-)y@medﬂmd&
{ , _5-di met hoxyphenyl ) am no] - 2- oxoet h H‘é
N-[3 m@th@t}’h%&lye@%!ﬂ%“éhbzl Rheadldre- -mtrealﬁ-b%k%}ﬁy 1-ylacetamide,
N-[3-(methoxymethyl)-5-(trifluoromethyl)phenyl]-2-(7-nitro-1H-benzimidazol-1-

yl)acetamide,

2~(7-acetyl-1H-benzimidazol-1-y1)-N-[3-(methoxymethyl)- 5-(trifluoro-
methyl)phenyl]acetamide,

N-[3-cyano-5-(trifluoromethyl)phenyl]-2-(7-nitro- 1 H-benzimidazol-1-yl)acetamide,
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25 et hyl

1-{2-[ (3, 5-di net hoxyphenyl ) am no] - 2- oxoet hyl } - 1H benzi
waoi20ea08ee 7- car boxyl ate, ethyl 1- PCT/SE2005/001364

{2-[(4-tert-butyl benzyl)am no] - 2- oxoet hyl} -1

H-benzi m dazol e- 7- car boxylgt e, et hyl

1-12- (2, 3-di hydro-1 Hinden-5-yl am no) - 2- oxoet hyl ] -1

H benzi m dazol e- 7- car boxy- | ate,

N-[3- ﬁﬁ@t&fSt(ﬁﬁﬁIgg&%ﬁgﬁgﬁ%klg 2 7 111 (ﬁli 'Eg%ﬂifh@ﬁbf‘ 10X )kcetamide,

2-(7- abétﬁﬂllﬁ&iehmd&oh&gh}N&{B)acé’tyl B{mﬂuomembthpbplzenlsd]ai@zmme,
yl ) acet am de,

2+(7- aw%leh%h?rlala%@zoi1§M1);Nr[|r3(°2(a%FT(UBQWPIBS‘#WP%%Q?%U&“QF:
N-[3- (% 1{1 8!3%)%?55?1 ;gi‘lg i Q'rg (Jﬁuﬁfd iH%e&x%m%indmgﬂ%c@tamide

, WO 2006/ 03362
2-(7- cEYﬁTaS SEﬁélﬁEX}G(DHS&ﬁzmﬁ&zol- -y1)-N-(2,3-dihydro-1H-inden-5 -yl)acetamlde

S O T (R R T

N-[3- Iﬁet@bﬂﬁg &ﬁ&ﬁ@i%‘ﬂ%ox?);ﬁ@nﬂ] Q¥{7anﬁ‘61-1H—beﬂtimiﬂazol-l yl)acetamlde

benzi m dazol acet am de,
N-[3- (M-r@@thsxwhth@whdx( wgmythzl)plmnym -{7-pite-  Hibgpgmidazol-§- 1
| {-Lbﬁ%tmmdazol 1-yl]acetam de,, N (3,5
yDace hoxyphenyl )-2-[7- (1-methyl -1 H1, 2, 3
N-[3- m&t!hbﬁ?v@L(té’tra}‘lbldroifurh'h—b@mmbﬂl’ﬁbﬂya)phényl]—2 -(B-nytkd-aHeHeanindéazol-1-
N- (3, 5-di net hoxyphenyl ) -2-[7-(1-nethyl -
yDacefaidlet r azol - 5- yi ) - 1H benzi i dazol -1 -yl ] acet ani de,

N-[3- 1_%?:{11% Fisd: ngbji]hﬁ gmﬁ?ﬂgag}g A7-Bitol Br-HRA RGO -

yl)ace?ariuae,(z hydr oxyet hyI )-1H benzi m dazol -1-yl ] -N-[ 3-net ho

N—[3-1)2$1>é’[_h%;(§t ¥ f' iqu%&%ethplgp Hy% é{glﬂw%;{ ]fﬁc mlgazoff 5,1-ij]quinoline-4-

carboXiRign Z|mdazol 1-yl]- N-[3 nmet hoxy-5-(trifluoro-
met hy’I pheny Lﬂg ac et amide,

2-(7- anmp@dhiebmmy qufh-ym%%mmwlpm@;pqta@d@y vinyl-1Hb

L | -1
N R T RV AT e ol aSORIRBT U 15
2-[7- (llfﬂiyﬁ)/d)bypflﬁ[&:&ﬂy]letﬁﬁ?llﬁ%e&i@mldﬁzcﬂ _d-ylwmﬂlythoiyé (trifluoro-
benzi m dazol - 1-yl ) - N-[ 3-met hoxy-5-(trifluoronethyl)p
methyﬂmWSjlk@étaami%e N (3,5

N-(4- ﬁgﬂblgﬁ% :f’y p-h%}rgc eelﬁ?n? gﬁybe]-mmldazol 1-yl]acetamide,

N-(2, Nd(}sjdso-aiﬂmnﬂmimkmﬁypyncﬁn@metmmlmazeh Fiybackiaroide.] -

N-(4- ﬁf% tEbarAL e iRy B prrimidirgh rypaqetamide,

2-(7- :Jilé H-paHaRhzol- 1) - At R KRy Ibedryl)acetamide,
7-tert-but oxy- I'H benzi m dazol - 1-yl ) - N-(3 5- di_nmet hox

2-(7- aycptyéﬁﬁ benzinidaiald -yl)-N-[3-methoxy-5- (trlﬂuoromethyl)phenyl]acetarmde

2P P ARBIS P I 4 Satifnlebh bt AR ) - £
N-(4- M&tﬁtbéhzgﬂ}b@wph@nm beRzifnlddzoB 1 yYasethhidey | ) - 1

H- benzi m dazol acet am de
2-(7-gyapg-1 Hybenziraidarait lhiﬂ N34 5-tnmethoxyphenyl)acetamlde

N-(4- tkoql%]é'ﬂﬂog@;ﬁ%yl} 2y(l7]cygﬁo(-ﬁlsoeﬂkfﬁ'ﬁhm)m%hﬂ&fﬂaﬁﬂ&m am de,

2-(7-cyano-1H-benzimidazol-1-yl)-N-(3,4-difluorophenyl)acetamide,

>

2~(7-cyano-1H-benzimidazol-1-yl)-N-(3-ethoxyphenyl)acetamide,
2-(7-nitro-1H-benzimidazol-1-y1)-N-(3,4,5-trimethoxybenzyl)acetamide,
N-(3,4-difluorobenzyl)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
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2-[7-(cyanonethyl)-1

H benzi m dazol - 1-yl ] - N- (3, 5-di net hoxyphenyl ) acet am de,
Wa3006/033620 PCT/SE2005/001364

2-[7-(am nonet hyl ) -i H benzi m dazol -1-yl ] - N (3, 5-di msth

oxyphenyl ) acetam de N-(3, &7 di met hoxyphenyl) - 2-

{7-] (di et hyl am no) net hyl ] - 1H benzi m dazol -1 -

yl }acet am de, 2-(7-cyclopropyl-1

N ARG oA i

N-[2- {ﬂ«ﬂ@cﬁtﬁphﬁn@lﬁ)éthb/}]%w -pitis- (EB-benzimidazol-1-yl)acetamide,
mi

N-[2-§- @Sﬂlggigg)}%)%?g?fglﬂg%g&%l?mﬂ?'fben@‘féldﬁﬁ%y]rﬁép’i’ﬁﬂta)mlf?i- benzi m
2- (7-4@??91—5&12%@?&t1m §2 J:r? éalﬂgorometh)sl)phen%l]ethyl}acetamlde

| Sopropy z 1H ben
N-[2-8, MﬂmMX}mhym})I}adaﬂhm(Mltro-EH(bTenZlhmdaZ@l-l -yDacetamide,

2-(-a8e R B s gk Iy N A R R sgubers e

2-(7- ER %’é???%ﬁgg%géﬁﬁ‘l ){1 L (1arfﬁ1\6?6bhén¥l)acetamlde

2-(7- aqfetyéﬁﬁrbnnaamdazca-lyyl -NaGe-dini r op%ﬁ(}i}a{cé@m%t yl- |
N-[2- l@ggnm i‘%‘i‘yl%ﬂ?ﬁ & éz éxﬁ ialtl{e%zmlndazol- -yl)acetamide,

N-(2,Nditbdt e 1 H=-i88dn D -y B IFE‘!—hjﬂo- IJH*Hebmmﬁazol 1-y1)acetam1de

d I 1 H d
N—[2—9§nsznlgga-gﬁqﬂ]éoxyghgnyl)eghyl] 2~ (7-?11tro 1H%egzzllmq1daz%f ?-yl)acetamuie

N- [1&%&@&0@%@{?&2 lglgz oy %tﬂ% d 2%{;%9&8 Zl*HTb&%ﬁ daéoml}r)é’ce(a?maé t

cetam de, 2-(7-cyano-
N-(2-hiy drerg-2rphdaylothy -3 }-nitkot ]]I:hbsmqammcﬁa;bk P-yipecdigmide,

1-{2- R?:%e&fz%mogcgﬁl%p&gémﬁ@%&%%ﬁ;yﬁelH benzimidazole-7-carboxylic acid,
1-[2- %ﬁ&m o B2z dends- KI— 180)(270@@@ 1thehemamiaokaz hrbokylic acid,

acet am de, 1-tert-bu
N-(3, E{-dgteﬂ&mmpjbazﬂb 25{7;/(|hyd12xyme‘r®yaﬂél -penzimidazol-1-yl]acetamide,

dazol

1-2-{( SRR Do R BN oy Y -bepemgagled ey
amid€nzi m dazol 1- yI ) acet am de,

(1-tert-butyl-2-nmethyl-1 .
1-{2- E@kieﬁmeﬁhwbﬁnwawgali -pxeefybioNongthpl- bHrbengingdazole: 7carbox-
armdéz(l )acet am de, 15

-(7-fluoro-1H benzi m dazol - 1-yl)-N-(1-i sopropyl - 2- et

1-{2-h@|5- dibhelterxypndnydamiindg-2 -yt oeuy)-NiN diémethy1- | Hibengimidazole-7-car-

opyl -7-(trifluoronethyl)-1
boxaliql‘{ﬁenm m dazol -5-yl]-2-(7-nitro-1 H benzi m dazol - |

1-{2 }l’ (b)Rg8RD b n%%)(n%nﬂd Lgoas)ezyeﬁlyﬁr tuelﬁéthakylazpba&xmidhzdw [7:car-

-1 sopropyl-7-(trifluoronethyl)-1 H benzi m dazol -
boxafidel | acet ami de, 2-(7-cyano-1 H benzi mi dazol -1-yl)- N-[

ethyl%l-{ﬁs-ﬁg,ggcf }aﬁethgxgrpl{eny )zlijr?urn% t-or%legh'yl}l—lﬁ%ﬁﬁﬁiﬂﬂ%?—lcérboxylate,
ethyl 1-{2-[(4-tert-butylbenzyl)amino]-2-oxoethyl} -1 H-benzimidazole-7-carboxylate,
ethyl 1-[2-(2,3-dihydro-1H-inden-5-ylamino)-2-oxoethyl]-1H-benzimidazole-7-carboxy-
late,

N-(4-tert-butylbenzyl)-2-[7-(dimethylamino)-1H-benzimidazol-1-ylJacetamide,
N-(4-methoxy-2-naphthyl)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(1H-benzimidazol-1-y1)-N-(4-tert-butylbenzyl)acetamide,
2-(1H-benzimidazol-1-y1)-N-(2,3-dihydro-1H-inden-5-yl)acetamide,
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N- 2- napht hyl -2-(7-nitro-1
H benzi m dazol - 1-yl ) acetam de, 2-(7-cyano-1
weékbwnasar dazol - 1-yl ) - N- 2- napht hyl acet am de,  BET/SE2005/001364
2-(7-fluoro-1H benzi m dazol - 1-yl ) - N- 2- napht hyl acet.am d
e, 2-(7-cyano-1 638
H benzi m dazol - 1-yl ) - N- (4- met hoxy- 2- napht hyl ) acet am de
, 2-(7-fluoro-1
N-(3, Sl_%g}eeg}%x&% e%%ﬂ 2- (]7' é/t{&n}hj' 1@5%&%%01%-9@9&%4?%&
N-(3, Sbﬂ1h&thlﬁyblway})@- ~(-popahyigil qflélﬂ-l{-bwzamdazglk hyl)bnm;u)lﬂbge nyl
0-1 H benzi m dazo] - a}oﬁ%%’ Ie ﬁ d
N-(3, hﬁlf@gl(%yph?@pﬂf)é’p[?xﬁlﬁ ﬂa@x%r}n@Q%'ty ﬁ’é?\iﬂ“{gzg tylapetypide.,

NSRBI TIPS Y St

yl]acetapmid@hol i n- 4-yl pr opoxy) phenyl ] -2-(7-nitro-1

N3, Ry G Ve b E-Eraeois- S bl O ng

yl]ace igtai m1 selected fromthe gr oup COI’]SI sting of N {
FZ (di et hyl anmi no) et hoxy] phenyl} -2-(7-nitro- |
2-(7-ethyh- 1 8Rdnaintid zzol-1 1y1) Ny Bewst ok grd -(ri uoromethyl)phenyl]acetarmde

2-[7- (yf§§ﬁ<§€¥%%ggﬁ¥%ﬁgng%ﬂ)dgzo%nM}'Ilh l\?[imeﬁlo%/% (chlfhﬁ’&gz' m dazol

methyﬂ\)‘pﬁgnﬁ}a%thmmeo 2- benzofuran 5-yl)-2-(7-nitro-1H benzim
dazol - 1- %ﬁacet amd

2-[7- (thgrqaﬁﬁtlhm ybﬂ{ya»aem&@ymﬁ%@ éwéhvr@ methoxyydi(priflupro-

I 1-yl)acetam de,
methyﬁp?%ﬂ{ﬂm@s% %ﬁxyhet hyl )-5-(trifl uor orret hyl ) phenyl]-2-(7-n

N-[3-itthox -5 (atthmirsthethgDphehylya-{aceybid denzigy dazobd etl)pketamide,
H benzi m dazol - 1-y

2-(T-isqpreRmg L e Wﬁl}d@ot‘i ml)ﬂLIg'[é PBeth Ay Ly 1 |

ﬁy}! &
meth}ﬁ@% 7 na%l (t'rifluoromethyl)phenyl]-2-(7-nitro-1
2-(7-isbpvepydi - blalzumdaz(wl)-ﬂ@-é{ -Edvingthoxyp5(trifluoromethyl)phenyllacetamide,

N

N-(3, #dﬁﬁaﬁmpﬁaw 247-)é{hbx 1EBb@sahidazd-1-yhidetansidegnet hyl ) ph

'] acetam de, acegﬁl 1H benzi m dazol -

N-(3, 5 dynqthcpx}{phewmlﬁopmowd bwﬂrﬁgdlﬂyqihleﬁpmeé?@@fi%rm de,

2-(7- tFrt[ utq(x;lacetj %55‘%1 % &rg@tﬁo?#ﬂeﬁyl%éeg%ﬂaé m dazo

N-(3, ﬂdhﬁéthmmpﬂaz;@j 2 1_7 Yﬂri)thblrdxﬁetBOX}& lﬂil-ﬁenzamdlalzmlnl}eﬂa@me)ie

NG, Mreetngm@wész&mﬁw&ﬁy‘ﬁw1%-b6921m1@%z81-113ﬂ13%?¥%1}ﬁedaz

- ¢ &imidazol-1-y1]-N-(3,5-dimethoxyphenyl)acetamide,
27 @l! %)r&hétﬁﬁz 1?[“?)6?; 1mrrlefl?ﬁooxy}ét] ho>((y) plhme%y(l)]yp2 i)]?) nitro-1
2-[7- (bly:hmmmthyl)ﬂhﬁddenmnydla)zabé{}dhi\fe(é 5-dimethoxyphenyl)acetamide,

2 0O e R SN S a (7
N-(3,5-dimethoxyphenyl)-2-{7-[(dimethylamino)methyl]- lH-benzmndazol 1-
yl}acetamide,
2-(7—cyclopropy1—1H—Benzimidazol—1-yl)-N-(3,5-dimethoxyphenyl)acetamide,
2-(7-cyclobutyl-1H-benzimidazol-1-yI)-N-(3,5-dimethoxyphenyl)acetamide,
N-(3,5-dimethoxyphenyl)-2-[ 7-(methoxymethyl)-1H-benzimidazol-1-yljacetamide,
N-(1-isopropyl-1H-benzimidazol-5-y1)-2-(7-nitro-1H-benzimidazol-1-yl)acetamide,
2-(7-fluoro-1H-benzimidazol-1-y1)-N-(1-isopropyl-1H-benzimidazol-5-yl)acetamide,
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N-[ 3- net hoxy- 5- (t etrahydrof uran- 2-yl met hoxy) phenyl ] - 2-
(7-nitro-1 H benzimdazol-1- 25 yl)acetam de, N[3
woneielaseze 5- (t et r ahydr of ur an- 3 PCT/SE2005/001364
-yl oxy) phenyl ]-2-(7-nitro-1 H benzi m dazol - |
yl ) acet am de, 69
N-[ 3- met hoxy-5-(trifluoromethyl)phenyl]-5,6-dihydro-4H
-imdazo[4,5,1-ij] quinoline-4- carboxam de, 30
! PN e ' LbE DY) dRanay)
2-7- W%‘g"e ﬁ'ﬂe mﬁ%fi%{lert bg(%pyf!%)&1 I)HINéﬁz mEd%- ?odz-)l . ’
N-(1 —ﬁ-tklﬁmyum-@ammidhzyﬂ—j-ybeﬁe(bmtmaHm.ﬂﬁm&lzeBB@Bacetamlde,
PCT/ SE2005/ 001364 71 2-[7-(1-hydr.oxy- -
N-(1-tepreuiyir maethy)-1 H-pengenidaza éaé@wzﬂ :IyF?-lﬁ-%%fmmldazol-l'
oxy-5-(trifluoro- nethyl)phenyl] acetam de,
yl)ace@&@,t ert-butyl benzyl)-2-[7-(1-hydroxyet hyl)-1H benzim
N- (1—1sd1a‘bpyl-2l—ngdtﬂ}ddél -beriziteidazdl- - 21)-23(7-nfirhyld-benzimidazolden- 5

yl)aceéa( 2 (7 pyr| din-2-y1-1 H benzi m dazol- | -yl) ac
-(7-cYahét 2 L -béiAiazdlss-daz
- B S

yDacethridnzi mi dazol - 1-yl ) - N-(4-tert-butyl benzyl) acetanide,

N TR e S eyt U PR ) p
yl)acdﬁﬁﬁwk] acet ani de,

-ni tro-1H benzj m dazol - yI? N (3 H [ f%he
N-(1 qu-l;%]eﬂgrheg@mldazol -5-y1)-2-(7-cyarnio- H—benzmndazo -y )ace A

N-(1- g&né%%ﬁg%:lg%}ﬂl&%elzﬂyi) - 211 A6 H Hen AN Bl 039k etdnite)

N-(1-Bri Futglamestliyi B baizinidazal 5>-b)y2-§7-Rurs; 141-beraimiderdidxy ph
eny| )acetam de, N-(4-brono-2-fluorophenyl)-2-(7-cyan-
yDacgtaiiid§enzi ni dazol - 1-yl) ac et am de,

2-(7-§'ﬂuc(r3 ﬂmﬁi&agﬁn@wx\ﬂ@ngpﬂepw 2 hethyA- Bi-Beddimataasbeny |

acet am d
yl)acaamiziecyano 1H benzi ni dazol - 1- yl) - N- (3- et hoxyphenyl ) ace

N-[1- 1539?50% (é%'g{uoorcerp?t@ﬂ%emﬂm og-gzé?lg Z-Q—mtr?_ éH-benmmldazol 1-

yl)acé\ﬂa&l?d& di fl uor obenzyl )-2-(7-ni t ro-1H ben2| m dazol 1- yI
cetamde, N[2 - met hoxypheny )ethyl] - }r)w

2-(7- %qu;@filﬂ “henvimistazal: ]yyly%& -HepEwyl-7- (trlﬂuoromethyl) lH enzn‘mdazol—

- uiﬂ‘{a §j§ f1 uor ophenyl ) et hyl ] - 2- (7-ni t ro- 1H benzi ni dazol
>y f dcet am de,
2-(7- mba-l(fﬁbemmwnewym -Et-ispblop2-{trifluorandhiyd hzbanzisidazol-
I)acetam de, 2-(7-nitro-1H benzim dazol - |
-yl]acﬁas}mﬂp {2- -(trifluoronethyl)phenyl] ethyl}
s ldazol 1-yl acetam1de
R e

(;7 nitro-1H benzi mi
2- (7-cbamo+1&bymz)mbz<dm mlg—N-szaphthaéggtynu

2-(7- ﬁkéoronék ?9dzg%1é4a§(gl-]3{-yl)) I\I?J-Z(r?’apﬁth?/le}cgtlaggaéqoxyphenyl ) acet am
2-(7- @@ema%mmaz&-wv) N“(4~ﬁ1e4h@hyf2-ﬂmmhmwm@9 et ani de,

2-(7-acetyl -1 H benzim dazol - 1-yl

) - N-(3
2-(7- Qu@ronﬂﬁﬁgwglp@ﬁglﬂ-y D 4rmedoxy- -naphthyl)acetamide,
N-[3-methoxy-5-(tetrahydro-2H-pyran-2-ylmethoxy)phenyl]-2-(7-nitro-1H-benzimidazol-

1-yl)acetamide,
N-[3-(2-isopropoxyethoxy)-5-methoxyphenyl)-2-(7-nitro-1H-benzimidazol-1-

yl)acetamide, and
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N-[ 2- (3, 5-di net hoxyphenyl )ethyl]-2-(7-nitro-1H benzim
dazol - 1-yl )acet am de, 25

wOR(0®/033ad0 hydr o- 1H i nden-2-yl ) -2-(7-nitro-1H beaTiSE2@&n01364

ol - 1-yl ) acet am de,

N-[ 2- (5- br onp- 2- met hoxyphejy! ) et hyl ] -2-(7-nitro-1H ben
zi m dazol - 1-yl )acetam de, N ]

1- (4-chl orobenzyl) - 2- hydr oxyet hyl ]-2-(7-nitro-1

ST RS AR iy i

yl)acetdrrh@é}ZI m dazol - 1-yl ) acet am de,

, 5-di met hox epyl ) am no] - 2- oxoet hyl } - 1H benzi
or saltfy SQH’?%F &r yolyated §3i3 '%Efeagu d, 30

1-[2- (2, 3-di hydro- 1Hi nden- 5-yl am no) 2-oxoethyl]-1Hb
enzi m dazol e-7-carboxylic acid, N (3

3.A cBmﬂommi iwﬁmﬁ@mydlamﬂ ﬁe‘xec(cdﬂ/ﬁimm)tlymgtonp Icpns1st1ng of
N-{3- e%é'%%@g)fg@ﬁ ;;ﬁnﬁfa?(glmtrb 1 éznc%g)rg{dg%glqz%)acetamide,
N-[3- (&ﬁ’eﬂﬁ&ﬁnéﬂg) ERAXYRNEHYS-) BBeheimidamiaeyiiceamide,

en2| m dazol e- 7- car box- am de

1-
N-(1,3-ihy ¢®; 5bdmzv§mrhm5yﬂbr@r(9+rytawlHolyenzu@faa@lﬂyyl?acetamlde

N-[3 @N}.R;}é,'_?,y H@ﬁﬁ&ﬁ% })ﬁi 5 r(n’7 ox nZt 1ﬁ%ol A-yHyacetamide,

N-[3- irﬁ\bﬂ%pgrmaa&gh YALE ﬁnﬂdrd@@;namm)pi&ml]e-(mm 1 Hbbr@aimitazoldl-
met hoxyphenyl) am no] - 2- oxoet hyl }
Yl)acetﬂmlﬁet hoxy- 1H benzi ni dazol e-7-car- boxami de, ethyl 1-

2-(7-defiyh (R R RARPHYRNR gzb@eﬁ&glne%@cgggﬁnyq&o-

methﬂ)p{lﬁn}[llaéehﬁnde but yl benzyl )am no] - 2- oxoet hyl } - 1H-benzi m
N—[3-qu%é§§!e&néucar b% &1(%2 ﬂ%}m }I_il[bzeh&lznﬁgaz—o?-l 1'3})19:{ &é&lide
N-[B-El%e?ﬁ %ﬂﬂg&%ﬁ{eﬁlﬁ)‘pﬁ PAY7-nktfS-€H-benzimidazol- 1-y1)acetam1de

rt-butyl ben -2-[7-(di nmet hyl am no
2-(7- etdetybﬂ]Hi-bnndamdbzolH—y [%@@t}éfﬁ-@@ﬂuoromethyl)p enyl]acetamlde

2-(7- e}q_e{yélll glgﬁzo?%ﬁ-ﬁ{-g’%%n g{lgroilnethyl)phenyl]acetamlde
N-[3 @r—ﬂefﬁok?&ﬁyl?@mﬂlz {7 dikeh=10- béxxzﬁmtdazblul-yl)bmﬁzyﬂd¢,ac et ani

benzi m dazol

2-(7- c;-hlq)rmﬁeme’gmgﬁy-)l&b@@hm@@zol— yl)-g\g(¥ 3 dﬁg@rq,é ddgr?/ gj-y?)acetamlde
N-BP2n al gl %9@21@%@@11&&1;@ f-ﬁ-n - 1I‘f‘b€9ﬂﬁﬁ&’&@l—@%@%&hﬁﬁiet 0

e group consisti'ng o

N-[3 Eﬁeﬁa)x&-sd(mtimyahmpheng}](2ze7enmnl)m~bmlmedazplﬁﬂamtanllde

acet a net hen
-3y g s RO PP AT Ty ek -
l)ac%:}'l?&lﬁiefs di nmet hoxyphenyl )-2-[7-(1
Y 1,2,3-triazol-4-yl)-1H benzi m dazol - 1_ﬁ&cet am de,
N-[3mae(dmw-fd(tnmhydngpra@n%rvl)methxy)l{hfnﬁﬂt%mmnro benzgmdazol-1-

yl)acetgrrrﬁ ezoI 4-yl)-1 H benzimdazol- | - yl]acetam de,
N-[3-methoxy-5-(tetrahydrofuran-3-yloxy)phenyl]-2-(7-nitro- 1 H-benzimidazol-1-
yDacetamide,
N-[3-methoxy—S-(triﬂuoromethyl)phenyl]—S,6-dihydro-4H—imidazo[4,5,1—ij]quinoline-4-
carboxamide, )
2-(7-amino-lH—benzimidazol-l—yl)-N-(4-tert-buty1benzyl)acetamide,
N—(4-tert-buty1benzyl)-2—(7—iodo—lH-benzimidazol-l-yl)acetamide,



10

15

20

25

30

25
N- (3, 5-di net hoxyphenyl )-2-[7-(1-nmethyl -l Htetrazol -5-y

woOpesk3kenzi m dazol -1 - yl]acetam de, 2-(7-et hyP€1/SE2005/001364

H benzi m dazol - | -yl)-N [3 -nethoxy-5
-(trifluoronethyl)phenyl] 7acet am de,
2-[7-(2-hydroxyethyl)-1

H benzi m dazol - 1-yl ] - N-[ 3- rrethoxy 5-(trifluoro-

2 B el P S e T
methyDplengHadeteyide,- (t rifl uoro met hyI ) phenyl] acetam de, N

e i TS T
MRS o o

N- (4-tam)hwﬂbqnhﬁr)r32k(|7 mxeiuramyddH benzjmidagd ph-pigdetanide

m daz
2+(7- acfi%ﬁﬁii?“% btk %mé[tﬁR}]b}‘%beﬁ‘ZY?acgEae % de,  N-(3,
2-(7- a@etf'l'—ﬁ?ﬁo@@%mﬂvls NN -ishbex 5 &iffdobanathyl)steagl]acetamide,

acet ani de

2-(7- nmcc( BHéaeazm‘edai@Hp}ﬂ)sNy@)%%Ireﬁucét)myD&qu%ﬁ%| ni dazol - 1-

N-(4- tﬁﬁ%b?%'zb &Z#St g ?’6 eny l)aer%n{nfialzoslolp?f%%cgg(a)x/n ife,

2-(7-¢ rgﬁmJb@hﬁiﬁﬂd}ilzolfl-yy:l))qut(4ai¥tmiﬂctho72yp¢1§'nylhcetatmd®X%/- 1 ;
enzi.m aazo et am de,

N-(4-yoeg; %ﬂa?rﬁébw»y%z% sRYAmO: gﬁ?’?n%”ﬂl ﬁ{)% ?fzﬂ%) 1H ben

2-(7- cﬁé J@%&hzﬁlm Azl)fl‘fﬁg)aﬂa (?Ql dlﬂuorophenyl]acetaml e,

|rret oxyphenyl (fret Ryl sul fi nyI) 1H benzi
2-(7-cyhte Btbetzipliderob il eii-te(3- eth@cyphenyl)acetamlde

2-(7- nétlr(%]7 Ll ” uds oﬁfﬂle B N AR dvetddiady (3, 5-dim
N-(3, @d{ﬂlloméﬁm)”rﬁi(ﬂmh&o 1H‘$&Bﬁ1hlﬁhﬂﬂ210ﬁ)a§bewhi1dd\l- (3, 5-di meth
yphenyl )Yacet am de, (am nonet hyl
N-[2- Hrmethzxmh@azléﬂthﬂwr(ﬁ-mﬂ?ﬂH@Wﬁéﬂﬁ%ﬁlﬂpﬁé@?ﬁ%%t ani de
3, 5-di
N2 B PRSI R R bzl Lyacetgmide, )
N-[2- gﬁﬁ%ﬂiﬁkﬁlﬂxen‘}l%thyl]d -(7-nitro-1H- léenmmldazol 1-yhacetamide,
2-(7 Iygﬁ-éﬁg-/gc g@;ig%{deyl) N> _{? % @@%é%{g@egﬁ&/lgghenyl e%h);l}acege mlge
N-[2- Q&P ﬂﬂﬁé@%ﬁ@l{%ﬂﬂé}l? -2 %&xﬁr o-PH: %h%{lb%l/—@ hapybthmide,

etam di net hoxyphenyl) -
2-(7-dcdty(-THt tenxipnid sdo 1y y1)- N—(:bfeﬁimmed)azmhenywqetaa@lé@ am de,

2-(-saehb A Rt S SOE SRS e

2-(7- a{eLeB»‘? "IH Eenéﬁﬁlqbzohym NN 4-dirB@R6:BRYEnyl)acetamidd, mi dazol - 5
etam d

N-[2-83, @ mmgthqahsmdmlzyl}ﬁzdamo 1Hghepzipidazal-ds)aspipridas pen

N SR GRS R i P

N-[2 t‘B Bﬁﬁﬂd-mnﬁ’aﬁ@iyphemﬂ)e&@e] 247-gitro-1H-benzimidazol-1-yl)acetamide,
(1-tert-hut

N1 44 Selenrm Sy by B r i o Hrbpiiigaral Detapide,

N-(2—¥1|yglr%§§ tZEBHeﬂﬁethyl)-Z (7-nitro-1H-benzimidazol-1-yl)acetamide,

1- {2-[(3,5-dimethoxypheny1)amino]—2-oxoethy1}-1H-benzimidazole—7—carboxy1ic acid,

1-[2-(2,3-dihydro—1H-inden—S-ylamino)-Z-oxoethyl]-1H-benzimidazole—7-carboxylic acid,

N-(3,5-dimethoxyphenyl)-2-[7 -(hydroxymethyl)-1H-benzimidazol-1-yl}acetamide,
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N-(1-i sopropyl - 2-net hyl - 1H benzi m dazol -5-yl)-2-(7-nit
ro-| H benzimdazol- |- 25 yl)acetam de, 2-(7-cyan-1
woékbwnasar dazol - 1-yl ) - N- (1-i sopropyl - 2- net hyl - BCT/SE2005/001364

H benzi m dazol -5 - yl)acet am de,
N-(1l-tert-butyl-2-nethyl-#p

H benzi m dazol -5-yl )-2-(7-cyano-1 H benzi m dazol - | -
yl )acet am de, 30

1-{2- [(EI' L dind %OE{P’BIT&DX’} slac eoﬁ’ )&ai&lﬂ/"l’isd etﬁ%rﬂil;l—b%niiﬁﬁ@aiﬁl’éo’?-@ﬂbbﬁ-

Zimdazo -y ert-butyl -
amldel—l— ben2| m dazol - 5 -yl)-2-(7- fI uoro-1
benzi m da oI 1-yl) .ac eta 6/ 0
1-{2- [@érﬁlg@msp Daminc}2-pxqeth ?‘f‘ﬁ*sﬁ’% &P@’ W@P Zoje-Jqarbox-
amldeenm m dazol -5-yl)-2-(7-fluoro-1 H benzi m dazol - 1-
yl ) acet am de,
1-{2- [(a - amﬁdthmqyphédyﬂ)bmum]fﬂ ~arenetityl I-NyNydimethy - Eopsmasyidazalerd car-
| - 1H benzi m dazol -5- yl)acetam de, 5
e[ 1-isopropyl-7-(trifluoromnethyl)-1H benzi m dazol -5-y

1-{2-[ ﬂ,S-amﬁ&hJHybﬁ&}Jl z)-px kAl -N—meﬁio)@clﬁ—‘aéﬁzﬁimdazole -7-car-
| uoro-1 benzi m dazol - 1-yl) - [
boxanﬂda,sopr opyl 7-(trifluoronethyl)-1 H b enzi m dazol -

e RISy B gt o

ethyl 15{2/J[d431‘éﬁfb@lmlﬁkixzyﬂ)hrﬂmn§%akﬁ)dmythyﬂ—(H-benzumdﬂole ~7-carboxylate,

ethyl mbénré:,&q]dlggérglr LIi—ny}e;x ﬁl;%% ﬂ’%é&y&i} )dlﬁ.l%&gmmldazole 7-carboxy-
2-(7-fluoro-1

> H benzi m dazol - 1-yl ) - N- 2- napht hyl acet am de,
N-(4-t2rt{bitydyenzph)L-[ 7- (dlmethylammo) -1H-benzimidazol-1 -yl]acetarmde

N—(4-met?1§)r<]}; bmagl?tﬁyf) 2- (7 12r0 I\fé %enmmuﬁzgl Fyﬁ%%%}ﬂe) acetam de
2- (leermelli%[-‘? ﬁﬁ@ﬁéﬁ%@ﬁ%w@aﬂ%ﬂh (ahdmet hoxy- 2- napht

acet am
2- (IHMep&nnéambiWJBN((tZét d@m@/r@rﬁiﬂmdeayﬂaacztw%t hoxy) phenyl
dazol - 1-yl)acetam de,
orsal%'_s[oé‘ﬁageé qr§815?t888§<1%etg rg’%) 5- et ho¥y|)ohenyl] 2-(7-nitro-
1 H benzi m dazol - - yl)acetam de, 20

3, 5- bi s(2-et hoxyet ho heny 7-ni.tro-1H benzim
4. A cp@E@@@]pd q_(!‘c9§d}%‘@t xy sel%(@}{gf from t{ul groué conslls‘cmor o% zi

N-(3,3-3i ;n?%fl&% @1% g& LugkoRyLly rb%hklgrh@azlol-l é&'l))a@étli}ﬁi@é ] pheny! }

enzi azol -1 - ) acet’am de,
N-3, Nd{rﬁeﬂmtﬂphwwéﬂ(%m bfynw-mklﬂliyhepmap@zyyw@ﬁymmziﬁ( 7-n
N-(B,%-tdlrr?et OXyp Qrfyll)nb—??—%ﬂ-l-1,2,3-tr1azol— 4-yl)-1H-benzimidazol-1-ylJacetamide,,

N-(3,5-dimethoxyphenyl)-2-[7-(1-methyl-1H-1,2,3 ~triazol-4-yl)-1H-benzimidazol-1-

boxa

late

yl]acetamide,
N—(3,5—dimethoxyphenyl)-2—[7—(1-methyl—1H-tetrazol—5-y1)-1H-benzimidazol—1-
yl]acetamide,

2-(7-ethyl-1H-benzimidazol-1-y1)-N-[3 -methoxy-5-(trifluoromethyl)phenyl]acetamide,
2-[7-(2-hydroxyethyl)-1H-benzimidazol-1-y1]-N-[3-methoxy-5 -(trifluoro-
methyl)phenyl]acetamide,

2-[7-(2-hydroxy-1-methylethyl)- 1 H-benzimidazol-1-y1]-N-[3 -methoxy-5-(trifluoro-
methyl)phenyl]acetamide,

N-[3-methoxy-5-(trifluoromethyl)phenyl]-2-(7-vinyl-1H-b enzimidazol-1-yl)acetamide,
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yl )acetam de, 25
N, N- di et hyl - 2- (3- met hoxy-5-{[ (7-ni tro-1H benzi m dazol -

woO-2006l08z2@t yl ] am no} phenoxy)acet am de, N PCT/SE2005/001364

{3- net hoxy-5-[ (1- net hyl pi peri di n- 2-yl ) net hoxy] phenyl }
-2-(7-nitro- 1 H benzi mdazgol - 1-yl)acetam de, N
{3-[2-(1 Himdazol- | -yl)ethoxy]-5-nmethoxyphenyl}
-2-(7-nitro-1 H benzimdazol- | - 30 yl)acetam de, and

(7-isD; _1H-benzimidazol-1-y])-N-[3-methoxy-3-(trifluoro-
2-(7 lsfgmll?e?)ﬁl e b%nz[lrﬁdaml ’hﬂ [ |mrﬁ dogz},o (E ;/ll ) met hoxy] pheny
methyl)p héhy(]ﬁemarmde 1 H- ben2| m - dazol -1-yl)acet ami de, WO

2006/ 033620 P 5(001364 7 I
2-(7-isgprapyi~ Hrsgzia ztzg 8} élolg-mgtho%yg f}.}g)%%rt{}?tfnxlzﬁheny ]gg'etamlde

. %-'W-hﬁﬂf& Gy AH-B&iZiRlakd10N-FIYARBHimid
N-G, Scﬁerapé%’t) B effec?Il ve armunta of the cor%pgund

N-(3, Sadmmtlmbmyghml)eﬂ -6i-ethody- 1 H-bepzimidazolil yasetesiida,i on wit h

NG S ErgReRPacT DR REPE R At et

2- (7-t&hﬁﬁ%§9ﬂmib&ﬁlmlamqsy1? %araﬁﬁétﬂbxy@hem)ﬁcanml@ f or
use inthe treatnment o medi at ed di sorders and

N-(3,5-¢methexaphenyl)-Hf7-Geiffueromrthepn-d i ‘aenﬁlélﬂlﬁa %F?mlde

N-(3, 4 ﬁ e%x?{r}]'g qr@ﬁﬁgf m@tﬁ fsmtygnlg{-BQﬁzrhlmgolaf ygﬁcé‘zﬁﬂlde

aln resp|rat0ry | Seases.
2-[7- (d@luzrorﬂ_émylp@mhbuﬁﬂndmﬂ)ﬂdyl]}@ -(3c5-dinadtinscy pher®y])agetamide,

di f
27- (@@é@?r%fhaésui 7 AU P e s S
2-[7-( nirfor dag@qj ?ﬁ"ﬂ%ﬁmﬁ%{e 7ol §31-NERL5 -Gim MRk y PRy Bh&slamide

15 9 use accordi n% to claim8 for
N-(3,3-diadtheniphefy a2 7 4(dmethytangnp)matkylh 1 Hibsorigidazol-do. The

use.according to claim8 for treatnent of acute and
yljac ?ﬁn&%rc neuropathic pain. 20 11. The use according to

1 Atbeh: %ﬁﬂiﬂ%[‘-tl LK-ginastitbxsPhé&iyilacetamide,
2AT- cg,m?:pgen%%at ory 1a| n. }quN:@usel accﬁglﬁm)@o claim8

2-(7- dyoloanééﬂwlrmﬂazoéwwé\kG@%dﬁnewh@}y g pai n,

o A RS bR DG, bt oyl

N-(1- IsB?[o@Stlel‘tﬁlﬁﬁﬁﬁdﬁzﬁl 5-?y¢)t ﬁ-‘(’l’-?ltr(ﬁthﬁMlmldﬁeulr-deydi)ahgtamlde
e Sclerosis, ar ritrs

2-(7- @%P'll%%b@m@gﬁ@'r 1-y Rl €h- gsop@pyhgfflg)ep%)b#ﬂgpﬁg Iyi)é»ce’camlde

2-(7-%REN B DN \éﬁmﬁ%ﬂ)@q 1- = Vseﬁﬂégﬂpﬁtlm)énmﬁﬁ’@azol -5-yl)acetamide,

ro- esop agea ref i sease” (GERD), irritabl'e bowel

N-(1 eaynmtgm{(ueﬁsamdaznr-ﬁaﬂm{bnmo bﬂ«benmml@@alsbye)ammmd
N-(1- F ancrt%gél sy lrll:gb? The. oelafgfé%&lér}lgo-lgl Be Im(ﬁzélof

yDacetamide,

N-(1-isopropyl-2-methyl-1H-benzimidazol-5-yl)-2-(7-nitro-1H-b enzimidazol-1-

_ yDacetamide,

2-(7-cyano-1H-benzimidazol-1-yI)-N-(1-isopropyl-2-methyl-1H-benzimidazol-5-
yl)acetamide,
N-(l-tert—butyl-Z-methyl—1H-benzimidazol—5-y1)-2-(7-cyano-1H-benzimidazol—1—
yl)acetamide,

N-(1-tert-butyl-1H-benzimidazol-5-y1)-2-(7 ~cyano-1H-benzimidazol-1-yl)acetamide,
N-(1-tert-butyl-1H-benzimidazol-5-y1)-2-(7-fluoro-1H-benzimidazol-1-yl) acetamide,
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and for treatnent of acute and chronic pain

wdi2ewrodene, acute and chroni ¢ neuropat hi c pai nPEMSE2005/001364
acute and chronic inflam W 2006/ 033620
PCT/ SE2005/ 001364 76 matoigy pain, and respiratory
di seases, conprising admnistrering to a manmal ,
including man in need of such treatnent, a

-(1- S ABERQiidazdrqor d-
N-(1 tER%‘h?ﬁ %Eﬁﬁsh% b%%%%ﬁ&%ifﬁg J%g lef'clzﬁg‘lconpounda
yl)ace&mlée,t ed fromthe group consisti ng of

3- h 5- h ]
2-7- et HOpey Bt 3 DN PO RO LHpppifpidazol-5
yl)ace{ianﬁﬁft hoxymet hyI )-3-nitro-5-(trifluoronethyl)benzene,

-am no- -(trifluoronet hydéﬁhenyl ] et hanone,
N-{1- ﬂﬁproﬁyleh(tuﬂuer@me@xym)aW-uemlneﬁagohﬁ &i(7-pitg- Hchsppignidazol-1-

2-[(2-chl oro- 3- met hoxy- 6- ni t rophenyl ) am no]
yl)aceéqrqqgﬁm 2-(7-chl or o- 6- met hoxy- 1

2-(7- ﬂﬁo?@"ﬂﬁ'—lﬁ@ngﬁﬁﬂézold}m) Bt [aisepropyl-7-(irifluoromethyl)-1H-benzimidazol-
- (2-met hoxyet hoxy) - 5- (trifl uoronethyl)aniline,
-yl]aietemldﬁet hoxyet hoxy) -3-nitro-5-(trifluoronethyl)benzene

- thyl)-1H-b idazol-
2-(7- cé(a%?ﬁolg(enzgu?%zo -1- Jhg/glr% 1a?parﬁp§él -7- Ftrlﬂu rg)r(rile g) [H een21m1 azo
-yl]aZet[aﬁ1$de net hoxy 5 - n| tr ophenoxy) rret hyl ] tetrahydr of ur an,

N8 R s peran |10 33
2-(7- cgra Hg%éiilrszméﬁ'%‘o'l MLARROD haphthylabdtaiHideo! | ne- 4- car boxylic
2-(7- f&mamlﬁb%dazﬁgﬂammeylb ahgdxapubyhlgcttam@eg car boxyl atd e,
>y iSRG AR S D BRSAREE

2-(7- ﬂ\?orQM'H Qérﬁnﬁldxiclll Ihenzd-Hedrzol2- ﬂapyltaya)@.eétamme
3- met hoxy-5- (tetrahydro- ZH-QI%ran yl.nmet hoxy)

i ne,
N-[3-arethoxs- %@té@hwémﬂmr@ﬂe%ﬂbﬁ OW)H@DB{Hx%ré%PWi‘Onﬁg‘Pé?Zl%]é@m‘
I of thﬁ%conpounds according to claim 15 as
1-yDacsemi¥%di ates in the preparation of conpounds

N-[3-8E-60p£ipagydiitoxs)-aimsthdxyphenid]-ar(74itro- LH-benzimidazol-1-
yDacetamide,

N-[3,5-bis(2-ethoxyethoxy)phenyl]-2-(7-nitro-1H-b enzimidazol-1-yl)acetamide,
N-{3-methoxy-5-[2-(2-oxopyrrolidin-1-yl)ethoxy]phenyl} -2-(7-nitro-1H-benzimidazol-1-
ylacetamide,

N-[3-methoxy-5-(3-morpholin-4-ylpropoxy)phenyl]-2-(7-nitro-1 H-benzimidazol-1-
yDacetamide,

N,N-diethyl-2-(3-methoxy-5- {[(7-nitro-1H-benzimidazol-1-
yDacetyl]amino}phenoxy)acetamide,
N-{3-methoxy-5-[(1-methylpiperidin-2-yl)methoxy]|phenyl} -2-(7-nitro-1H-benzimidazol-
1-yl)acetamide,

N-{3-[2-(1H-imidazol-1-yl)ethoxy]-5-methoxyphenyl}-2-(7-nitro-1 H-benzimidazol-1-
yl)acetamide, and

N-{3-methoxy-5-[(1-methyl-1H-imidazol-5 -yl)methoxy]phenyl}-2-(7-nitro-1 H-benzimi-

dazol-1-yl)acetamide,
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or salts, solvates or solvated salts thereof.

5. A pharmaceutical composition comprising as active ingredient a therapeutically
effective amount of the compound according to claims 1, 2, 3 or 4, in association with one

or more pharmaceutically acceptable diluents, excipients and/or inert carriers.

6. The pharmaceutical composition according to claim 5, for use in the treatment of VR1
mediated disorders and for treatment of acute and chronic pain disorders, acute and chronic
neuropathic pain and acute and chronic inflammatory pain, and respiratory diseases.

7. The compound according to claims 1, 2,3 or 4, for use as a medicament.

8. Use of a compounds according to claims 1, 2, 3 or 4, in the manufacture of a

medicament for treatment of VR1 mediated disorders.

9. The use according to claim 8 for treatment of acute and chronic pain disorders.

10. The use according to claim 8 for treatment of acute and chronic neuropathic pain.

11. The use according to claim 8 for treatment of acute and chronic inflammatory pain.

12. The use according to claim 8 for treatment of low back pain, post-operative pain, vis-
ceral pains like chronic pelvic pain, cystitis, including interstitial cystitis and pain related
thereto, ischeamic, sciatia, diabetic neuropathy, multiple sclerosis, arthritis, fibromyalgia,
psoriasis, cancer, emesis, urinary incontinence, hyperactive bladder, HIV neuropathy, gas-
tro-esophageal reflux disease (GERD), irritable bowel syndrome (IBS), inflammatory
bowel disease (IBD) and pancreatitis.

13. The use according to claim § for treatment of respiratory diseases.

14. A method of treatment of VR1 mediated disorders and for treatment of acute and

chronic pain disorders, acute and chronic neuropathic pain and acute and chronic inflam-
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matory pain, and respiratory diseases, comprising administrering to a mammal, including
man in need of such treatment, a therapeutically effective amount of a compound accord-

ing to claims 1,2, 3 or 4.

15. The compound selected from the group consisting of
3-methoxy-5-(methoxymethyl)aniline,
3-(methoxymethyl)-5-(trifluoromethyl)aniline,
1-(methoxymethyl)-3-nitro-5-(trifluoromethyl)benzene,
1-[3-amino-5-(trifluoromethyl)phenyljethanone,
(7-chloro-6-methoxy-1H-benzimidazol-1-yl)acetic acid,
2-[(2-chloro-3-methoxy-6-nitrophenyl)amino]ethanol,
2~(7-chloro-6-methoxy-1H-benzimidazol-1-yl)ethanol,
3-(2-methoxyethoxy)-5-(trifluoromethyl)aniline,
1-(2-methoxyethoxy)-3-nitro-5-(triflucromethyl)benzene,
3-methoxy-5-(tetrahydrofuran-2-ylmethoxy)aniline,
2-[(3-methoxy-5-nitrophenoxy)methyl]tetrahydrofuran,
3-methoxy-5-(tetrahydrofuran-3-yloxy)aniline,
3-(3-methoxy-5-nitrophenoxy)tetrahydrofuran,
5,6-dihydro-4H-imidazo[4,5,1-ij]quinoline-4-carboxylic acid,
methyl 8-amino-1,2,3,4-tetrahydroquinoline-2-carboxylate,
(7-pyridin-2-yl-1H-benzimidazol-1-yl)acetic acid,

methyl (7-bromo-1H-benzimidazol-1-yl)acetate,

methyl (7-pyridin-2-yl-1H-benzimidazol-1-yl)acetate
3-methoxy-5-(tetrahydro-2 H-pyran-2-ylmethoxy)aniline, and
3-(2-isopropoxyethoxy)-5-methoxyaniline

16. Use of the compounds according to claim 15 as intermediates in the preparation of

compounds according to claims 1, 2, 3 or 4.



