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DERI VATI VES, METHOD FOR THE PRODUCTI ON THEREOF, THEIR

USE AS FXR AGONI STS AND PHARMACEUTI CAL PREPARATI ONS

CONTAI NI NG THE SAME The invention is concer bd 55994
BReith g

WO 2YGEPO% b n2zi ni dazol e derivatives of the fornul a

N-R2 wherein 121-is Cll ower-lal koxy-1 ower - al kyl ,
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eyt A%yl , aryl,
heteroaryl or heterocyclyl group is optionally

substituted with 1 to 3 substituents independently

sel ected fromthe group consisting of |ower-alkyl,

| ower - al koxy, | ower-al koxy-carbonyl, norpholinyl,

f or mthaHveiion e k@l@ﬁﬂ)edmﬁh}’rﬂiﬁaﬂkﬂzﬂﬂl&ﬂbl@ dbdvagresalf§ kl}el formula (I)
fl uoro-1ower-al koxy, | ower- aIkyI car bonyl - N( I ower -

al kyl), | ower-alkyl - carbonleg NH2, N(H,

| ower - al kyl-), N(lower-alicyl) \ ca@boxy, car banoyl ,

N(H, |ower-alkyl)C(0) and N(Io
hydrogen or |ower-al kyl; R3D
partially unsaturated cydﬁ%lkyl
aryl -1 ower - al kyl', 15het erjoaryl
heteroaryl-lomer-a
het erocycl yl -1 ower - al k ergrmmhn aryl, heteroaryl
or heterocydyl grouE j 1y su ituted with 1
to 3 substituents ihdepen ently sel ected fromthe
group consisting of halog%n | ower - al kyl ,

| ower - al koxy, | ower-al koxy-carbonyl, hydroxy,
fluoro-1ower-al kyl, fluorolower-al koxy, NH2, N(H,
YWHSUR - al kyl ), N(1 ower-alltyl)2, |ower-alkyl-carbonyl -
20N(| ower - al kyl ), |ower-al kyl -carbonyl -N(H), carboxy
Rear banyib-alkd, Fwdr alesy-loydrtaldy), dpesr-alizey-carbonyl-lower- g,

N Owaoﬁgkse}elaﬂﬁ)lowerw%ﬁ/ LO06H3PIHER20A160&5994,
heteroaryl, heteroaryl-lower-alkyl, heterocyclyl or heterocyclyl-lower-alkyl,
wherein a cycloalkyl, aryl, heteroaryl or beterocyclyl group is optionally substituted
with 1 to 3 substituents independently selected from the group consisting of lower-
alkyl, lower-alkoxy, lower-alkoxy-carbonyl, morpholinyl, formylamino, halogen,
hydroxy, fluoro-lower-alkyl, flucro-lower-alkoxy, lower-alkyl-carbonyl-N(lower-
alkﬂ), lower-alkyl-carbonyl-N(Ii), NH,, N(H, lower-alkyl), N{lower-alkyl),,
carboxy, carbamoyl, N(H, lower-alkyl)C(O) and N{lower-alkyl) -C(O);

7l ky1) 2C(0); R2is
ower - al kyl, cydoal kyl ,
yl,

R’ is hydrogen or lower-alkyl;

R’ is lower-alkyl, cycloalkyl, partially unsaturated cycloalkyl, aryl, aryl-lower-alkyl,
heteroaryl, heteroaryl-lower-alkyl, heterocylclyl or heterocyclyl-lower-alkyl,
wherein an aryl, heteroaryl or heterocyclyl group is optionally substituted with 1 to
3 substituents independently selected from the group consisting of halogen, lower-
alkyl, lower-alkoxy, lower-alkoxy-carbonyl, hydroxy, fluoro-lower-alkyl, fluoro-
lower-alkoxy, NHz, N(H, lower-alkyl), N(lower-alkyl),, lower-alkyl-carbonyl-
N{lower-alkyl), lower-alkyl-carbonyl-N{H), carboxy, carbamoyl, N(H, lower-
alkyl)C(Q) and N(lower-alkyl),C(O);
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R4is a) heteroaryl which is optionally substituted
wth 1 to 3 substituents independently selected from
the group consisting of |ower-alkyl, phenyl,

‘Wohﬁﬁﬁbk koxy-carbonyl, carboxy, carbanmoyl, gdzrkero07/055094

kyl) C(0), N(Iomer-al%yl)ZC(O) NH2, N(H
5| ower-al kyl), N(Iower-al kyl)?2,
kowe -aIkyI carbonyl N(Iomer-alkyl) Iomer-alkyl

car bonyl - ,..hydr oxy Q
fl uopbhqt%%y VQ}IRI},)[S opp?rﬁfgyél\{ge Bwée;. Vﬂgﬁ(g&@su%gétuents mdgpendently
nor pméctemﬂom e g@@ﬁjmtlsﬁﬂgtcédampﬂwh yhenyblowaptkdyicarbonyl,

h
R AP a0
cons lc&tebﬂl@yl@,fNqu@lwl)7,[{91@]:;@3&19'1 cg_r Wr—alky ), ower-alkyl-

hydr 12130 1&9}@ ller\é‘@ﬁlk@iy' Héléfge)i, ﬂuorowlower alkyl, fluoro-lower-
‘ \ car ony ,

omer-a mer-alkyl- car bonyl - N(H),
| owef %’Wk@f%?c’é B’é’ﬁ@hdm | f anoyl

di - | py@ssubdtiiyted sadHibyioor naphthv&huraihhw iwhichlif swbytituted with 1 to 3
thi og% gﬁ%l erits Ir %ggn%e}{{ly se&emea%loﬂlz@ll %l"ou cghgﬁﬁfglo\f |halo§en hydroxy,

tria - 0XO- ol i di {?‘y
pyr i MithyCN, }gylmmlgwglyﬂkylgloyglba q))?y Wl carbon ower-alkyl-

PyT (rj&lrbﬁymd(H)HbQ@J élgd)jfjry&arb&ﬁﬁlﬂfaﬁayl tho&ibﬁlaudyl sulfamovyl, lower-
oxadl azo

I"owe l. uo
O i Berle s, o] BB Sap S, o,
N( I Omﬁf akdidiny2, pytoiysrpyabiayl, pyrimidinyl, 2-oxo- plperldmyl pyrrolidinyl,

lcg\rNgon Né}' Oﬁﬁl}rﬁlﬁ%%d 0%‘3’&1?%'é larbo lhwer-alkyl, fluoro-lower-

| owe ni-k}dl flydro éw&;ﬁlquy N{Elave )n | lowsre ﬁlk‘g})ﬂ’ lower-alkyl-

ph S E 93%@{' 16 RRRRY Ky ll)ﬁ“kta?tbhmc%rl O, gﬁ&k—labkys QLY N(Lawetalkyl).C(O),
Wi ent s, i en

hal olf&fs tggpgl oa% lalkgpjﬂﬁf) 3}5'%478 %:I‘LS‘R!} {vhRMYs

cycl ofdld@i]ly aﬂ;dnﬂﬁﬂedl witlcy/ dnﬁkdb@yﬂuents{mdgmdgntéjbsebé‘ted from halogen
phenX dﬂuor ﬁﬂ and | e independently from each

ot her are P#gﬁgTo en or lower-alkyl, or R5 and R6 are
boundr t oget her, or R6 and R7 are bound t oget her, or

R7 apphf i8is @f Goalkyl and R* is bpiléuti, @ eshaso baghehgun a 4-7

menber ed aronatlc or non-aromatic carbocydic or

R/\?Ii{! %ﬁaﬂ% ege%éetngggr%gueéataﬁ thv%].talté H, tPlQlo%@H QHGW@ILQEﬁ &0
i

that b lhgy &gém&wﬂ%% af107 Aéhbefell)ardiBatiR@r nd@lechett darleryclic or

the %cretgr%cychc ring together with the carbon atoms to which they are attached;

and pharmaceutically acceptable salts and esters thereof;

with the proviso that the compound of formula (I) is not selected from the group

consisting of
2-[2-(2-chloro-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid butylamide and

© 2-(2-benzo[1,3] dioxol-5-yl-benzoimidazol-1-yl) -N-benzyl-butyramide.

Further, the invention is concerned with a process for the manufacture of the above
compounds, pharmaceutical preparations which contain such compounds as well as the

use of these compounds for the production of pharmaceutical preparations.

The Farnesoid-X-receptor (FXR) 1s a member of the nuclear hormone receptor
superfamily of transcription factors. FXR was originally identified as a receptor activated by

farnesol, and subsequent studies revealed a major role of FXR as a bile acid receptor



consi sting of 2- [2-(2-chloro-phenyl)-benzoi m dazol -

| -yll -4-methyl-pentanoic acid butylam de and 30 2-

(2-benzo [ 1,31 dioxol-5-yl-benzoim dazol - 1-y1l)

- but yr am de. Furt her, the inpempre7 o994
“K)ggﬁg Pﬁ%d with a process forsthe nanufacture of the

above conpounds, pharnaceutlcal prepar ati ons which

{ﬁ?ﬂéﬁn@ dx&“@h&%i@%@daeﬁasm@irh S LédheeduReMoLuk e sidull, M. V.,

npoun

f h d
qu{;gpfgr@t M@ﬁgers E?ﬁf: F];o gl—ltla:gog( (?é%‘)g tﬂ(? ngﬁé(: O?Qhudear receptor for
biIEIRR! Scinct P, 362l HaFXk dronpressed edepr,@mte@ee,éwb@w @thyadrenal
Of L]lf:q ns}glr Iegsg) 031[}} fh%'x(r:et L8 clohRnRSaALT gi nal 1y

ecep or "activated by farnesol, and
subsequent studi es revealed a pmjor. r.ole of FXR

bi | smaocg thermajephilsracidpphorssLHs legdH BoAGU T ORGSR 2gonist
B%xdmg[%hk shas cﬁ%yntMauc | bTXRAnddé.es thRepagcriptiomhl expession of

e H hq%%gr lgl]le%d BE)‘F?HI\{EHP%P an §ﬂ'§m§hn C ea%reﬁ%f\grg% h)'r‘ﬁltehﬁer tat binds to
sdvehemﬂhéﬂ tchoibeions reeplossinchiditedtRil-1 raf LERpighagpdflocks their
triaul';ﬁcrélg?o af?unﬁn 6@1151" T %B(ﬁlﬁmﬁmr R§1§£91 7i, BeHobMfahs, K., Kerr, T. A,

ook ot hamscSh ol SR MR e RERP SR b
aéiak 12Gis 85 nuabanedeesy.ahalded 6a5>07d15 sCYW@xlrméCY;FéBerﬁenZYmeS

t d f t 1a’acCly 1 O
oAb £ P A0y SO ot i
SHP pathakaly. FER dirociynedugeatherrspregssin q5)13 e A ggpﬁ%qransporters for

AU AL ST RBI O @b MaiiE BRASlclebpbit mﬁ(&m By aid the

of “hucl ea none rece n
rrumaugnealsen@p 5POGHE DI 2 (A BCEH I%f 'y ok Cotip Bidte P 1
Jddeddss. A, A]waelcl‘/ﬁ‘th&Bﬁz CMM 'RﬁﬁaQOZJP Hllewegcﬂmdﬁﬂhsqng Mkand

E(bgg'gg,)rp ol ng%ﬂ %10 A“W%’f @%blsyﬁ&gﬁk(ﬁﬁ%dfpm‘@m P(ABCC2) by

regul ation of
tH dirleaciedesym phesise Eyecnpigr éqpeqo&%ﬁt:t&age RSP topang c%nsntutwe.

aSGq‘ost 2d re ecp‘SY(E R ogﬁﬂexg\ieg Bodg.85.enmytRsaratanah M d Balasubramanian,
? B I'e aci

rhemw@mmv Mangelsdds I?ﬁ&ﬂ?ﬁﬂfﬁ@ﬂ@@?ﬁ@“%&“ export .
pHink ;ibﬂnmelr Rat@esctivhred ox fredsiewid Ffredgplogbile o receptor. J Biol
Cli

g é} 65‘? r#){l?gﬁ(pc%&%ﬁﬁﬁgﬁgr e il ﬁreﬁagsﬂ‘tﬂfﬂe ko bildncid-induced
R e e

q.l{irpaﬁ ﬁ‘lcﬂel‘g of é@@s‘i{gﬁsYa Bifz, 7L NGty M, J.Bennkas.f LudPG., Desai,

B‘.réflﬂc&%gglg,ﬁﬂ' Mas 'fAsﬂzqu §“%heow1§ﬂzs m?%]d\’les,s A. (2003)

I—E@% flstectiBn b»?xthc( RORR)idRegodpat agnnisf G W4 iareignodels of intra- and
eg%t? nﬁ%é’keg% (ﬁ&eﬂv&f ?fze'I&SZS'/( éﬁgicé)] bﬁbhkﬁ?M Miyata, M.,

regnane
UGN TGS A R Tl R

{ﬁ%ﬁt%gizfikl % BhSlirs e %&&Kd hﬁﬁl@ﬁxﬂ&stas‘m &all hed 7B bydlndnese data
asu

gﬁg,ptrote@s Igl?ar’g%q%es gegh 1 t\?)ﬂ@;?yzl@Mf)bpﬁss n'agnbobth cellular
fxﬁhésmamhpoﬂmﬂa andm@rstmmlettmrﬁks@tbmwpg@etw t he
nmesoid X receptor/bile acid receptor. J Biol Chem

276 g cess%? L%tefgﬁ%gm%hoﬂb?ﬁle%ﬂe isial¥painiger regulator of

reS| gt &hce ci d-| nduced epato oxi Gi- t o
syt felés TR ARTRIBRTS (i bartiaei SRR ol e bile acias
a&es‘éa’e%afxaﬂﬂﬁlel ;M& the 1@ﬁ¢ﬂraﬂ themdal mtaslﬁnecth@idesttb@qhsestlon and
a&%rgm%ﬁ fat az-@ f’%t-solf&}gg UNELING kfh,gl\érﬁlo] of dlf‘;ﬁ'&ﬁ'b‘ﬁe acds ddidthines the

enzi e Manst I
hlﬁﬂjro@hﬂfqty & thAbjle @ad ¢papandpts by g)osﬁg@lhzgc stefﬁéoﬁié\f activation

0 % byoldtgidmatist of
R e, ?fi’ﬁ&%ﬁd T

cohiettoshs8eeively NI FaBIOREST BETasg O RA MOt be prpecied to
Tohkin, M, Myata, M, Ward, J. M, Lanbert, G and
CGonzal ez, F.J. (2000) Target ed di sruption of the

nucl ear receptor FXR'BAR inpairs bile acid and lipid
honmeostasis. Cell 102, 731-44]. These data 30 show
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WRHEYPHE acid pool and its abjlity to sol ubi

are secreted with bile into the lunen of the small
intestine to aid in the digestion and 35 absorption
of fat and fat-soluble vitam ns. The rati o of

different bile acids determ nes the hydrophj #?@gﬁMw@%mM

cholesterol FXR activation increases the

(Mrin Io[‘ﬁia&{x &ﬁfﬁsfé?&lleveg %H@eﬁ%ﬁr@& uﬁkﬁﬁtdr’@b?&{dlé&ﬂ:lrol

I'Zza esterol, effectivel ocki n
abs@:pa@s s:ucbtas gstimihecieasase %%FB?IF%?{%B{WH*\{%” i to
{289 @‘P&Fé@%ﬂ elﬁai’rﬁ@z /hlaﬂﬁﬁﬁéﬁ efficdcy whiels upjpearsniue to
ol.estero |
e ST
c&phhonirbbc&m&eieroé;akezepﬂ degarave hm‘@sthétm opRosssi this gEed gipart by
firc Ig?)%lr%?%estu%atﬁg F)Pp%sgiofa e ?{ﬂ@@@k@@&kése ﬁpﬂ\ﬁéiﬁﬁay mvolvmg SHP and

~ Iikgeldidedi, upters ILalMQﬂiiﬂaé? Q%ﬁ@%&l gy@gﬁééeglﬂ]gﬁon of 3-

dx§-3adhb® Idtzﬁ'ﬁl doengaiErerdatiasc pombtedippheddao receftors liver

ek
hol est
SIERS AR SR p%bt%w“ahlza&m'f RRRTERal

regjbateasit olnolasfterb{l\mb.esnr adhlmt@lsfey}@ ép%;gélg 121 FXR also
dﬁE‘r\éQJeél Bé@%ﬂ“}"ﬁﬂ%@g By re%ress ]@%I%]Bfgf—a edde@tien bPan
sgemies IBeargrliies O F‘-%% R URbY A <pEai G dhich modulate PXR

alit ﬁ%@f shBy spktice BerdRUEP tMisCyl onvpbtsmn eb@ptpl and triglyceride
honot o smal I heterodi mer partner: a

lﬁﬁﬁﬁﬁﬁﬁﬁhQFgwtgpﬁ?g?ent|aI 10 regul ati on of
chol esterol synthesis and uptake. J Bial n1281 i
807 M@} patiexR villseraesy edeyslissess Revedigyplemadeelspt atherogenic

1y ghy BRIGEER r@ﬁcfa%ﬁ%?ﬂsﬁaﬁﬁafe difeetitp hes&ndliziny LAL.-C levels
bglg};ﬁgiégﬁ]at‘ég n&}hfoe = I@B)é’gs'\{:g \é”en Ssgllgle & grolie Raé'l Iggchcardlzﬁ YSfarciion by
0$1b§ﬂﬁ:bt1930% hreddagxenat iherapfch nargﬁylgdnrﬂpﬂrmng lebhtberogerdf LD as well
aig ef {1p19 lr%élg ?actoqsesdcﬁﬁf%lgﬂ %latsﬂﬁ'in k{{e 80y NRIHAON ERIL-C levels are

ronary a ry di sease have
rigedsld. plasna | evel s of atherogenic LDL. The HMGCoA
reductase inhibitors (statins) are effective at
nor mhglz féﬂ)oktg;rdﬁtﬂ'ﬁ\aecﬂlsbdmutpaﬁﬁﬂmehd Waitadi Sktef lpave abnormal

car di ovasc C |
R ol R Tl ARt R s Sho muas
Wﬁrlgeiuabragc fognehé &4%@Wé1abn1gc wemae prs 1hg EfﬁveleILCDLorastkvéi T 160

n?g? dloﬁtrg {04 @ g, r fe%‘ec{ A} Of these ul@ﬁoﬂ%' @hﬂé{e@&sfﬁ.ﬁsease in which

erl evel’s and Iow H evels are P ctial
PREesbilLy to CAnﬁplga%u@%B&? $ PR i3 flifﬁ%as ke P garta
uﬂi@&hﬁ&ﬁt&n ittite &fﬁbnbﬂoﬁ.ﬁdﬂﬁt dtyps 1biabetea SFY)nalbo called non-insulin

ent i ons .,of I
EpnEptdifia SRl B ﬁfﬂ%*%v"f“% Ip? 505q0 L B Fi*@ée‘?ﬁ@%%’
dmhomdatodﬂ@iﬂ Andi2Zh éhd eangrsatn ! tlﬁ@geﬁra@@/ arageenpigin but the
ar%el ﬁ%u@@(rﬁuscﬁrﬁve&g ] Qﬁgoﬁ%ue)’ @@El@@ faipy&b)ind Fesistance to its
ese

e o ey s R D B fin e o
pﬁh@@eﬁhcl ﬁsxﬂiﬁqrreaﬁ@ﬁg beadts dltofs TAYi 4 adrdipmaﬂammntabolmc syndrome
a&sgf:llaggs{aﬁ nl%iellt iﬁ)ldﬂ'l gent cgﬂ%g} Sérﬁﬁ a(ﬁ %’Q).ﬂm ssince, as

SRR epen s el

— M(eﬂllas)ﬁ)merteam@@nd@ thlepl dpgungiGn amﬂwamé%@taé?r%sgke&%r n

devel oped countries. In T2D, the pancreatic Islets of
LanggE kg Sndfeduest fob idliphichilh ahd@ialpdsiied kpwt far gratlow-glucose

o St Sk e L Vo 500 B RS L SR IRYELR o

nmamﬁn glaficéanciry thort detwbdprizecnmesnéasssary iwithufor ﬁmlé?q}lpld modulating
f | SO &4 4 |

R A A E e

syndrone associated with nultiple conorbidities

i ncl udi ng dyslipidem a and insulin resistance, as

wel | as hypertension, endothelial dysfunction and

i nfl ammat ory at heroscl erosis. The first line
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avoi d feedback effects on cellular cholestero
oneost asi s. The novel conpounds of the present
nventi on exceed the conpounds known in the art,
nasmuch as they bind to and sel ectively nodul ate FXR
ery efficiently. Consequentiy, chol estero

absorption is reduced, LDL chol esterol and
mbAf %rgtjuﬂ Cihh GBS s sBizdiQ W?fh% tha@ﬁ@mhdiérheﬁ(mm) @lays of PPARgamma-

erosclerosis is re Sin tl
o, Gears sl Eae e BRI a5 e
ﬂl@fagelﬁﬁq{oﬁa‘&}ﬁﬁd)y@oﬁ%ﬁg RoptHoahamsfizatioe pf hotb [EXpeend ﬁlgl)@ende

ie}' A S T

Ve anenhanced ih ﬁlag%m&omﬁ%f AQIRRA BhdiRion, mey

nown i n the ar first

avagfeatback dfécteonsdhﬂwhdléﬁer@blmﬁﬂ?ﬁé%s of for rrul a (1) Rk
1I5N-R2 20 (1) mhereln Riis Cl_10-al kyl,

O
I
the

o%e@ﬂok&&‘m Q:Eﬁﬁfs'o@ resent invention exceed the compounds known in

%f%aa%ﬁxa%/ E’mg'% hg%e cyyeefy gx?fvdxitlatﬁ %&hﬁz@g}%‘gﬁnﬂy

C@l’lscc@l’eyiﬂy,lcbumeml ;}d}ﬁbx;pt@ﬁ h;gteémcgé,rL)DL cholesterol and friglycerides are

h

lowgre

et #Il | 0 ﬁﬁé&?ﬂ%(clﬁrgﬁst Vﬁ rRaYal Qibce%ultxple facets of combmed

thlﬁtlémraﬁydi c}mleqﬁeéplérmtaw g s oot S Hefate

o2

LBST fotidb e dMihRcell théaersiopatchiidl entiparediiehe miﬁpﬂdnyis already

el ected fromthe group consisting of |ower-alkyl,

O&WéPHEFﬁBxy, | ower = al koxy- car bonyl, norpholinyl,

f
f

ornyl am no, hal ogen, hydroxy, fluoro | ower - aIkyI
| UOHQr firevvebed) thene)is provwded-cainyinds af Gomyla (N | ower -

30al kyl), lower-al kyl-carbonyl-N(H), NH2, N(H,

ower - al kyl), N(lower-al kyl) 23! car boxy, carbanDyI

N(H, lower-alkyl)C(0) and N(Io%ﬁtsgjkyl)ZC(O) R2|s

hydr ogen or - | ower-al kyl; - - ba * :
: : 8o :
7 R ‘ R3 :
R N
4
)R
R® N H

wherein

R'

is C1.10-alkyl, lower-alkoxy-lower-alkyl, lower-alkoxy-carbonyl-lower-alkyl,
cycloalk}ﬂ cycloalkyl-lower-alkyl, aryl, aryl- lower-alkyl, di-aryl-lower-alkyl,
heteroaryl, heteroaryl-lower-alkyl, heterocyclyl or heterocyclyl Jower-alkyl,
wherein a cycloalkyl, aryl, heteroaryl or heterocyclyl group is optionally substituted
with 1 to 3 substituents independently selected from the group consisting of lower-
alkyl, lower—alkbxy, lower-alkoxy-carbonyl, morpholinyl, formylamino, halogen,
hydroxy, fluoro-lower-alkyl, fluoro-lower-alkoxy, 1ower-alkyl—carbonyl—N(lower—.
atkyl), lower-alkyl-carbonyl-N(H), NHz, N(H, lower-alkyl), N{lower-alkyl)s,
carboxy, carbamoyl, N(H, lower-alkyl)C(O) and N(lower-alkyl}C(O);

is hydrogen or lower-alkyl;



R3is | ower-al kyl, cycloal kyl, partially unsaturated
cycl oal kyl, aryl, aryl-Ilower-al kyl, heteroaryl,

het er oaryl - | ower - al kyl , heterocylclyl or

het er ocycl yl -1 ower - al kyl, wherein an aryl, heteroaryl

or heterocyclyl group is optideral |y substituted with

1 to 3 substituents independently selected fromthe
Rlgroup consi sting of hal ogen, |ower-alk ‘

overs lamroxy, pysheatkod) pestialycunspared cmi}@%k;aryl aryl-lower-alkyl,
fl UOh&&oﬁm rhe@ér&éfgflbloWeHQIkS}I h'ef%}‘&&hﬂ’gh kP KMterotidyl-WNWEr-alkyl,

: gﬁ;ﬁhgqleﬁwn &y, glst%vf\g{gy(l ?)ngprogy@% group 1s optionally substituted with 1 to
| owes sﬁHJsJWdenﬁsaﬁ depeydently khlected baxtiie goap kansyting dlbiogen, lower-

ot o B} SRR BB RERGr T LUSET vt B oy B alpgh fluoro-

3s uh@tar-tall@my,sl\l Hnd¥be ﬁrd?wtalllwl)s & (boteedlkiyho rivareaigylmﬂaonyl—
con
SN?IBW%Q@IRB/ l%Wéf é’elrb%rg@m‘lt < fﬁbo% ?arbaﬁtoyl N(F—I lower-

| ower -'al koxy: ar bony car
|omeﬁﬂial)ﬁgﬂ)m@dﬁﬁlowr)aéméh%i’kyl) 2C(0), NH2, N(H,
| oner -al kyl ), N(Iower-al kyl)2

Rf owners- aIkyI car bonyl - N(| ower - aIkyI)

Lg}/\ﬁr e}% e%’ gwgloﬂm%g?ﬂ%ﬁ%dﬁu%}vglﬂ} l@%re} %Hb‘%%nts 1ndependently

cyanﬂﬂamdiﬂmm@hn@nnybmmuhﬁguﬁkmhshmwumhanﬂﬂphehykpxpcmﬁonﬂ

2322@? ép t %rg%}ﬁgéplgp@ F’I‘3£~ glkgveﬁ(?)léicw];or ommtkkg égdgoN%Z’ N,
c onslosieir-atkybs NﬁaW@gelhyl)nW@xa}kleawonﬂm (lower-alkyl), 10W6r alkyl-

hy dr @¥ed VPARED) 3113}8de o@@@?fatk%l;{F bgen ﬂuoro~lower—alkyl fluoro-lower-
| ower - aIkyI car bonyl”. " 1 ower - al kyl carbonyl - N(H),

| O\A/e?l %M%@tw@aﬁmm nglil f anoyl |
- | owaisubdtisotbd ﬁaﬂhﬁ@muxlna Hltﬁy\ﬁf ahbs whidH i@ ybstituted with 1 to 3

i SBBF oo BERGRIly s BRI b RS oy, yaeosy,

pyr i NayCN, oydroxy-Ibiwrey-hlkyl -lmer-qjkcpm loskemplkyl-carbonyl, lower-alkyl-
t
pyrr @rﬁ&"{yﬁw\} (H%Hbﬁgr ﬁl%){% é\%{?&%ﬁ,ﬁ&lb%ﬂd Bi. ﬁ%k-xjklygflklfﬁmoyl lower-

oxadl az uor o-

fl uoﬂby}%i@nylaﬂmynylwﬂaqubb@na@z@m imidazolyl, tnazonI tetrazolyl 2-
N( | oyeSp (hw;ﬁﬁ p)lrﬁ\lﬁrpﬁ{dfwlaﬂrﬁﬂlﬁﬂﬂﬂ, NChQuEiperddiby! Pyrrolidinyl,

carbanoy
N( | ok {l)(]y(j}j?ge;l(yg) IaF(gWe PXQIW%XI’SW]?WY]]&WGPMKYI fluoro-lower-
| OWEzﬂk?ﬂ ﬁedimllowbﬁﬂk@w N(pherexallaid Nofoerayblkyh)i, b érsalkyl-

o R EL St 8 RS Nower a0
fl uolpwet-all@'t-swifaln}dyjl Imwer—zd}:enw Hegzowd, phyodgadndydheayldvidh is
|s C I
é( é)ﬂglrl]%%dr?ts?ﬁf‘efdﬁgl% gg(gﬁ gjréﬁgiﬂéde gﬁﬁnﬁg selgged;"ﬁgm halogen
WWWIOWWF land R6 are bound together, or R6
and &/ are bound together, or R7 and R8 are bound

non. Qb el SRk | s CHoREY o ROEgLR MG gy

%gether with the carbon atons to which they are

ARheadt, R%mdemhdﬁn’grcfanﬁ ieach cbtyeraxre:thaibg@ ®abwa-aky, or
estegs, 1 h 7 s

'conﬁ%un §§30um{wg%??:$%ﬁno ¥E%P??%ﬁ%fﬁpﬁ and R” are
gr OL]Ip)U@d rt\cgeﬁtqr, rg feyfn a 4-7 membered a:romatlc or non-aromatic carbocyelic or

242-{ LG8 RE PP e}m%r{ﬁé’bﬁ%&%@hmlo Whlchdh&PiB whadhd;

ntanoi ¢ acid butyl am de and
2- benz 3] di ox benz azol -1-y1) - N-benz
fmélp BH‘E%FP% gacceptabesaﬁﬁa%de%%faﬁ%mog ect, there is

provi ded a process for the nanufacture of conpounds
of forrmula (1) as defined above, which process
conprises cyclisation of a conpound of formula (11)
wherein 127, R2, R3, R4, R5, -6, KR7 and R8 are as
defi ned above. In a third aspect, there is
provi ded pharmaceutical conpositions as defined above
and a pharmaceutically acceptable carrier and/or



In a sixth aspect, there is provided the use of
conpounds as defined above for the preparation of
nmedi canents for the therapeutic and/or prophylactic
treatment of increased |lipid and chol esterol |evels,
hi gh LDL-chol esterol, high tiSbgl ycerides, |ow HDL- -
Sc - cholesterol, dyslipidema, atherosclerotic
di sease, diabetes, non-insulin dependent diabetes
wiithl the pregiso et dtsalomposychalf omeulad hos egitseleoted dran e gnap
HiSgRges chol estasis/fibrosis of the liver, diseases
of chol esterol absorption, cancer, gastrointestina
0S} eopar osi s, i pher al cl usi ve di

21124 frhoeo Bhens é)en@amqgg v mstaLgenppn e poid butylaide and

2Ab B dfeB |Boxbl-$SeadenzoimidazoUnlyB S$-behA1ebwysanide.
indi cated, the follow ng definitions are set forth to

LT ugty ?E%cgn@%egei%e{QS glib‘%a&% sé‘ﬁ)‘# Uiy %?ufgc&mterb? compounds
-various terns escri I nven |on
ofi BrrmultaHisas slobodd aboue.ivdrich process rcmnpnwchsa@om gbglcqrapound of
fdRAN @)9roup consisting of one to seven, preferably
of one'to four carbon aton(s). The term

- "hal ogen” refers to fluorine,ichlorine, bromne and
iodine, wth fluorine, chIorBh@ ‘and- brom ne bei ng
preferred. The term"al kyl",; aNorf@8 or in conbination
with other groups, refers branched 20 or
strai ght-chai n nonoval eng® sat meﬁﬁ al i phatic
hydr ocar bon r adi cal_;of ty carbon atons,
preferably one to &%t seh Ebns nor e
preferably one to ten ?arb-n a?ggg. Lower - al kyl
groups as descri bed below-= e preferred al kyl
groups. The term'’ Ehlo al'kyl "rgfers ) a branched or
strai ght-chai n nonoval e b5 sat ur ated al i phatic
hydrocarbon radi cal of one to ten carbon atonms, such

~as e.g. nmethyl, ethyl, n-propyl, 25 isopropyl,
wherbi RY|R?, 1% RURY IR, 7-Aa0RY hre ap&&Fin¥d above. o
1 1,3, 3- tetranethyl butyl and the |ike.. The term
ar O\SFSa %}rg fa)é(;}ect, ﬂ%)ere 1s63F%v1g%J] %lgarmaceiuﬁg Onpvl\)/lg%lt'}o%s asdefined above

mnbnduameamhaﬂbywcqadﬂcamnmﬁanﬂm;ammV@dven car bon
atons, preferably one to four carbon atons. This term

' S Fird ﬁ%ﬁh%ﬁ%ﬁp ebd £%r édl&d}?g £ c’féﬁﬁéd?i?&vfé

, #ﬂ ,h}sop?bpyﬂ n- uty s-buty Xhﬂ??ﬁs
ﬂ@ﬁ@@ﬁﬁéwﬂVR@ﬂmﬁéﬁér al kyl groups 30 can optionally be

substituted, e.g. by hydroxy. Such substituted

| OWEI'n aﬂﬁﬂh/ hsp@étOthefe i8hoviddeiohgbubds BSlefined above for use as

g EHe & %’@s@ewf&r G dhRtis b roRiTas oyt of

mmﬁmdsllmdnaﬂcbamtesmddyéve@r bighd Mhichdlestere], mbgtotrigbrcerides, low HDL-

I f f
lﬁlgs{e'r& ?ys\?\'gﬁ%[n{li ldfh%g{}s}gfﬁ%glc a{irléeé%é ﬁﬁbﬁ%?ﬂgﬁ 8%%'1_1'8 d%ldent
d@mwelh(gsgtpgtab_ql)czsyn@@p@, gh;ﬂeﬁem olgtone @Fsgase Q)@lestams/ﬁbmms
of%ﬂ@ﬁ(z&%@é‘a%@s@'f’cﬁ%’}%@@&fl Qés’%?&fon céheer, gastromtéré%ﬁai &by,

“am no’ ne. or conbi hat1 on, nifies a
OSYFPREGS(F; Pfg@gswbawuse)‘fe <f 185965, A3Pemif W&% reHgnigrudacage gnd/or
AlZheinturtsidegesk. atom with the secondary am no group
carrying an al kyl or cycloalkyl substituent and the

tert m.nQ, group _car.r,
di f fllélr L Shxth 25 ec} %%e%‘e % f Wd%((L{l]JI% use pl,(l)élﬁiis X deﬁ%’lﬁd alfo S for the
prnparatugmfrs@dmnmtstfentl@ tﬁerﬂml@p Iaed/ of mopil}’igcua; trdafiggnt of increased

lipi GAd Bfolest b1 1EXGTRE S LD Mol MRSV M yceBhEY \AMHT.-
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20

25

di met hyl am no, diethyl am no, nethyl -ethyl am no,
pyrrolidin-1-yl or piperidino etc., preferably
primary am no, dimethylam no and di et hyl am no and
particul arly di methyl am no. The term "formnyl am no"
refers to the group FKXO)-N(?FI. The teuu
"cycl oal kyl" refers to a nonoval ent carbocyclic

radi cal of 3 to 10 carbon 1 atoHB preferabi 3 t8 6
chelegernl dydipidemdg, cthegpse ab%so Be-ypsulin dependent

dEW6lcO BRI, me@t‘boﬁé’ %@Hﬂ%ﬂé cheﬁeﬁ&t@l galkdoyt digetrhoRtasis/fibrosis

R prpfibre s R BB R p AR cancer

ostasatronig pedpheyat bodldiyd diseasé,eschetne saroke Mexkahsents disease and/or

radical of 3 to 10 carbon atons,
A%?L?ﬁra‘#&%%:to 8 carbon atons, with 1-4 double

bonds, 15 such as e.qg. cyclohexene cydopent ene,
cycl Uh&&taﬁér@ﬁe indicated, thhéoltognny dediiticmaye set bfbre Hiugrate and

al 4}‘8 \XE ro u%%g&}% SCo ?E}% \%ntggs {eSn@ReAlbllcribd B8 u{v%ﬁt'fﬁnéterem

to group R -0-, wherein
is-a lower-al kyl. The term »fluoro-|ower-al kox)

Cref ehgthtsgpqcﬁ'@a@qroﬂjtlg tRmL éowerv\ﬁé;lls%ll 1o, mjean A grogp mﬂs%tmg of one to

s&%&e@a%fo%%&&r&h afdoi@).0- | ower - al koxy groups
are'e.g H2-0, CF2H 0, CF3-0, 20 CF3CHz-O0,

CF3( . .

_ fﬁﬁ& o%%é ?ﬁgﬁ&%BFhaglon @Eé?@ga?%mmﬁgﬁwﬂfﬁﬁﬂnne
dmhmmyhxhnamamhkhguwgkwmb preferably t he phenyl

group, which can optionally be substituted by 1 to 5

» Prefaeal il bRnd or Mﬂtﬁdﬂﬁﬁﬁﬁhbﬂﬁemﬁﬁk& t‘Etfdryto a branched

selected frontt u ISt | o k
o1) siFaight-chaig OBy erﬁgittaﬁlg a%ﬁé oh 19 a(r:&;f ) o‘rf1 é/ tl.o 'twenty
cafhe a6, aeeablycme b@s«;ztpeﬂmboﬂ zﬁmy moz%praﬂe@],yg)@ﬁ (t_mggzp carbon

sul f Th
at?lg\%g? ower kﬁﬁyl)é%'bgé)s a‘é@és)%ﬂt%e{?ﬁ g péraefrerrgdn alkyl :Pps e term
"okl rq@»;; t(x?ablb@ﬁyﬂ .ONqueé rcl gzplgtg,qn})valent saturate iphatic
h}Jthy@Fbcﬁq %%M%@Fﬁ@%ﬂ czfrbb!@ﬁtlﬁtn@v&ﬂ&r Alelgyinethyl, ethyl, n-propyl,
| 'uor o-1 ower - a , e ,

a0 hinySHIRE |4 B i e

Preferred substltuents are hal ogen, |ower-alkyl, :

f 1 uokte-thrawdowal-Ali1” abehcONn FERhiRRsORBIE oUgr glougs sifpgtoa

el ro?%tgtgrmcﬁag%éwht éﬂ:ﬁ th RSl FR86fd LY chiboh BRms,

escrlp o) bel ow,. The ter

prefn@bbmrry fourcahep #1ares. Ahis AFBHA TP Reso PR e g dicels o
mé’tﬁﬂo&lﬁ?l' R-profg 1§fpr8pfﬁ ,G-Bé@viyebhet, edutyl oylahd liker Lavgr-alkyl groups

whi ch ri.s
caR PP e e SR efhsé’@fa?%h%c%%&@ﬁt&%?& AP Houps are
refopted o oy hydrdxelovet-afiovtli Hpelbstitpiadilarerplkyl gguns Gﬁfzﬁf?fﬂred
pyrimdinyl, pyrazinyl, thiophenyl, isoxazolyl,
OvaI@Je)fér.fn %96 %@eryalﬂtyl”i I'Efegﬁé%\yérwaﬂqg rdStQJs W}uchafe mono- or

| t |yl t |,
bbbt ik TSt Gt 8] SO S ST R e L

(}@QO@FQQ@Q@QECE&EEZ@Q7@355994ndCFEPCE£n20|ntdazolyl
I ndol yl, isoindolyl, 1,3-dioxo-isoindolyl,
qui nol i nyl-, indazol yl, benzoi sothiazol yl,
benzorazolyt, benzoisoxazolyl benzothlophenyl
benzot hi azol yl, benzof uranyl and gui noxal i nyl .
Preferred heteroaryl groups are pyridinyl,
pyri m dinyl, oxazolyl, benzodi oxolyl, thiophenyl,
pyrrolyl, 2-oxo-1,2-di hydro-pyridinyl, indolyl,
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5 qui nolinyl, 1,3-dioxo-isoindolyl, imdazolyl,
benzot hi ophenyl , benzot hi azol yl , benzofuranyl
qui noxal i nyl, pyrazolyl |soxazonI ben2|n1dazolyl

and furyl. A heteroaryl group may have a Sugﬁ/jﬁﬁ#bhjg(%@gu

WW%@PW%S described earli er i n connection

term"aryl". Furthernore, teroaryl group may

f bl bsti t ut.ed
e cgably e SAbglLL 64 S0 Bt FRADS conteor
tehiatyermioy gtopp'bondécevis tHeqiitBogen a@mém:ketbé RCRBATOYE FRlITIOgTOUD
Ja%ﬂ%glg b aﬁcylt& %QOWSEQEH{ andQhe tertidaY Gl gi"blikgca\f\ﬁzh@;hu 0

3 ataons sel ected from nltrog
oxagen dframe Ak sHRlpalod AR EENTSF PkdIp RYfogen subsHL et
th t@éf%ﬂ@mlra mﬂg sudh ds; @ir ex0nlBi-DIFD pébylhmido, ethylamino,

cgm(g;%ér dl an {}Hﬂa‘lﬂ?@l?wapflﬁ%g‘élr %izlﬁxqﬂirfp%ﬁ{& dggk S'YEsrsplperldmo etc.,
" Zﬁ?ablmﬂf amihol fiowtlylamipio [@@d ézq‘tkm}qmlaﬁ dnd particularly

n 15
S e S y??%f‘?ﬁ“.‘“ﬁ‘&?’%ﬁwrcé??ﬁf{ﬁ?

2- 0X0- p| perj di and tetrah
2 xSl o, LSS BBY g 1010 o
fo@hi, @Eéferalslyde@s carbed awars| sueh aé ayclprpet cydobulltdyclppentyl, or

ed s ABcABRY BN d ti
eray e lO phAE AT bEo BL BE SURRUEL BRI B description
aaids;btmptl on and clains bel ow. The tam "protecting |
group” refers to groups which are used to. protect

f UnCt’I'h@"t‘éiJm %Qrt&'ﬂ? uﬁ@m@@atcydwmnr pefdnyBraoxynayalenparbocyclic

rgglggyf t(b %{%%ﬁﬁﬁ era t?%tcla ¥(1%ﬁ1510 i?(ntﬁrleél double bonds,

stictbasteyd. et ghlagamy) esdopéntamqu(ddlepbﬂ@ﬂ@ct i on of am no
groups) Boc and benzyl oxycar bonyl . Conpounds of
for myha (L) <af@RyT QIR RIAE imap R ICE pivhtein GC BRhalkye: Tae ik

addi tion salts uch phar maceyt | cally
“praplkeny geks t9§%$ré?“§§| ps ‘6&6@6‘ GUHGETSH ’flor nui a 25

(I') with physiologically corrpatl bl e m neral acids,

such Tas tdryditnohy-bivwee-alkoky, refad totthe groun & - whergingk oia§uoro-
13\%1‘ a”t%& m&%%@ ﬁf ﬂﬁ’or@qbgg -PkoW atr@uﬁ% ra&f’é'\g CFEGIGITE,BUG) f'CP;»

onl c_acl honi ¢ aci d,
%Gﬁz@ & EHD) a0 (CFsuGEHO ?ﬁ“ii &F’j'g?‘gag)elto ic acid,

citric acid, fumaric acid, maleic acid, tartaric
aci dhe $étﬁ£‘faﬂ}lrl’l§ aBifbie r &1 ccﬁdbmet;dn, celates td theTptenyler maphthyl group,

pé%lﬁ&agrrq%iﬁ_tbl Cﬁ%g}{% quﬁapéaﬁwg% fi? bR s%s?ifnﬁ&f’b}l Dig>3! %{]eferably 1to

3, sutB0tupnte seleperskently enlqctﬁelrfrqmrdm &ram SOTRISHRS Qfdg‘@%r-a {wwer-
39114 m%e@f %a%a?t@al @133 thﬁloahxkxﬁidcﬂ@on}eaﬁmmﬁlmw iover-

niu

ey PSR sbaaar i e TP R e

agtafioabl ¥ (18 pldweér- aﬂkﬁmmbeﬁﬁr]ﬂ(lbwersahlqlh) l;a\tet-gllmrca@()nyl fluoro-

obt ai | N
I %lfé‘?ﬁ%w PR ARP T EPPQI%“?@@ LB R GEERR mopholiy,
femylanize. Befared shssiucis qrﬁ ka ggene bssalkys fueroflgwarplkyl and CN.

P‘J%erm&e\’!}tlcg@o@ps(iﬁi{ EBeraBl ubagukéandsotbedrii e description and
an e ower-al Kyl , hydroxy-1|ower-al kyl,
Claé‘%é}sf’e%"koxy | ower - al kyI am no- | ower - al kyl, nono- or
nor phol i no- | ower - al kyl , pyrrol i di no-I ower - aI kyl, WO
200817%&0&&4?}%[’[)51?]2@6&1‘@5599&3111&@: 3to 6 membered monocychc ring or 9 to

| IBIIH(S'B]!)CQ {&F}CB%? 3 Wk can Qbﬁ’l%h@@l QQ)rBQ\l‘,@'ﬁs s%lelfﬁéﬂ from nitrogen,

ZI no- and ers
oamn@saéw@ |svél§g@1f, suql asABTYe P&@@i 2-oFAd :[tanpq :[dmyﬁ pyndazinyl,
1ﬁﬁ’dﬁh 1, pﬁﬁﬂhylam%ﬂ@@ﬂﬂyﬂsomm@r sxanBl, pkﬁﬁz&bhrbdnehtcdﬂspyrrolyl

ﬁﬁ%ml@rﬁﬁtﬁ% tﬂ?le%ﬂ y accg%l agﬁ%l ad%z@{rleﬁ&fzﬁﬁgml}fl

further nore enbraces conpounds of for mJI a (I) in
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5 whi ch hydroxy groups have been converted to the
correspondi ng esters with inorganic or organic acids
such as, nitric acid, sul phuric acid, phosphoric

acid, citric add, formc acid, maleic acide} 6&Mﬁﬁm4

woagslitesucci nic acid, tartaric acid, methanesulphonic

acid,'ptoluenesulphonic_acid7and the like, which are

non toxic to. living.or i a1 quinolinyl. indazolvl,
g0 SooBdpoP DTN 0 bagBRe: g Lol auingliny. indagely
bpiR&e Mol batzosarolys batmisoxazolb hpeaiuerhsnyls biaaihpzely)
R\NR2 ol AktMaryl idinyl, pyrimidinyl,
brigab R g RGNy PfpRUBLar groups are pyidiayl, Y €
okapalzh, bandodioyoleh Hbemianyh BT a? R 2esip RyTiamy’ eyt
qgmﬁeﬂk]x%-alo@wolnﬁiﬁm' i;]ni@erzvlyl, barzpthid el teeinkythjazolyl,

I -aryl -1 ower-al kyl, eroaryl y. . furvl. AR 1
RGBT BAGP RP hﬁgﬁﬁ%@%@r@sﬁw’l and fury. A heteroary
sheipatiatuet y bubstmeon ahtyh as dtserilkadeaieipgorneeyipn withyhe term
«het-ex oar r | MBabls bOAtHsofddd a¢ described in the

%ﬁﬁsf??ﬁ%%ﬂ&%??ﬁgﬁﬁgg¥%h¥5ggg?tugn?s i ndependent |y
dewtipiereend dlayws PHEWgr oup consi sting of | ower-al kyl ,

| ower - al koi cy, | ower-al koxy-carbonyl, norpholinyl,

f or myhawkmohethabaiye hefctOlybdn Sxgemtferadonendcyeisring ae ) o 10

L Or Oyl ALK i 1 e ni 1,
AU B RS et sston e,
okyyae ma&bkyﬂphurmcgmmgpmylggm%Q@ ggyl’yl,&érﬁgﬁyr@morp olinyl,
pﬁ'feg!g'o E%P%Jlimd%@g%@mm{ lb@mrpyglbwﬂﬂzﬁpaymmw, 8-oxa-3-
2l -al, il ower - rout
ag%]ailcy [ﬁyl._ld'%gt RFP%%‘E}%@?&6%{%‘?{\{%?2%?,7}%“?&@ Hétlﬂ.lloeyélyl groups
a8 pberidanyer2- atdkiyrrol ik reriidipalyl, 2-oxo-piperidinyl and tetrahydropyranyl.
§ . ¥ |y a ribed earlier in ction
Sl U SR ot s o
wr'nmthete@mc')'alyfﬂylFurgqe@mlprq,ghgﬁgchgﬂwgmppém%}rffﬁ?g e al'és%gl yfed as

QB FihAL iisLeNeh dnmiensndeiil y sel ected fromthe

group consi sti'ng of hal ogen, | ower-alkyl,

| ower - al koxy, .| ower - al koxy- i t functional
| UonBE FepiosrRR exrt S8 G EPARY (el Culo prorect functiona
gy parfidaydrly, hyldxp\werural typprarily. ByenRles f protecing SHpps are

20N | ower - - YEdinR vesuit; caudiadiphendsil and (for protection of
bgqr 5&$§&m%§%%é%€;% N(Fk ﬁEmtr- ;Fky?)C(O) and
anihogierPs Hosyng besryloxy@aPUYL) het eroaryl which is
optionally substituted with 1 to 3 substituents ..

i ndepRatRIhiyofseieah ¢B cn bt phargrcsulicalbaseriehlagcidpddition

slalgt)s. ta a;')lgsyclf 'suc%hﬁﬁ}Hnacéu‘ﬁ\@ﬁfy’a@&éﬁ%}é'sgi%rah?@% of compounds of formula
(T) with physiologically compatible mineral acids, such as hydrochloric acid, sulphuric acid,
sulphurous acid or phosphoric acid; or with organic acids, such as methanesulphonic acid,
p-toluenesulphbnic acid, acetic acid, lactic acid, trifluoroacetic acid, citric acid, fumaric
acid, maleic acid, tartaric acid, succinic acid or salicylic acid. The term "pharmaceutically
acceptable salts" refers to such salts. Compounds of formula (I) in which a COOH group is
present can further form salts with bases. Examples of such salts are alkaline, earth-alkaline
and ammeonium salts such as e.g. Na-, K-, Ca- and trimethylammoniumsalt. The term
"bharmaceutically acceptable salts” also refers to such salts. Salts obtained by the addition

of an acid are preferred.

The term “pharmaceutically acceptable esters” embraces derivatives of the
compounds of formula (I), in which a carboxy group has been convert?d to an ester.
Lower-alkyl, hydroxy-lower-alkyl, lower-alkoxy-lower-alkyl, amino-lower-alkyl, mono- or
di-lower-alkyl-amino-lower-alkyl, morpholino-lower-alkyl, pyrrolidino-lower-alkyl,



25car boxy, carbanoyl, N(H, |ower-alkyl)C(0),

N(I ower -al kyl) 2C(0), NH2, N(H, | ower-alkyl),

N(l ower - al ky1) 2, | ower-al kyl -carbonyl - N(I ower - al kyl ),

| ower - al kyl car bonyl - N(H), hydroxy, |ower-a 5 $5904
wo Wes/@geid, f 1 uoro-I| ower-al kyI fluoro-1Iower- ng@g%(ﬁ;@;’mmw

cyano and nor phol i nyl;

2008/ 000643 /EP2007/0559 an
pipgrpshrenAwer-givh RERERPC” igjrers %éf%ylf’%\%q )E)piﬁé?ﬁﬁgsﬁ)%ﬂﬁl&ﬂ d

t
arﬂidfﬂ&st?grsta@e Scasiphes bf uiteblt sstq:rn@wen@hﬂt qﬂg/slf iaz_rrs)@@f@'aﬁ gﬁ?mﬂ
esf,ﬁ:gsqug eﬁ%&%lls tljl{]g I?gl al.?lﬁle&gz‘? Bterb¥degpeyiallyNieferrédN, The term

OWeT - a

Lﬂhemaceaﬂldaw a@aﬁ”fb‘dﬁ giters’ @W@?H%‘?fﬁ ﬁ%@éarcﬁsocﬁmp"ﬁf&%"f formula (T) in

%ﬁ?ﬂvﬁ BM SQ?aRrpB&Yﬂ con@diefl adrehel corresponding esters with inorganic or
ower -

Olgmlg)ﬁ%WF %91[1:%% %(.]1@ rm%bplrlc 3! éahloéﬁl,oh}f Ec;égllztg@ QMH formic acid,

mhl%icazﬂl :}ﬂe’ﬂc sicd, saanliyhcid, 2artasicGCigy eI P 6E}ii’rfbl yl,
n rl | o 19GE kliviyd organisms.
toﬁ%??sgip%fnﬁ:y M plﬁggér ”ﬁ%?lgh@(?%zol yl, tur?lyéazcgal yl,
oxadi azol yl, ‘carboxy, |ower-alkyl, f1 uor o- Iomeralkyl,
quoro-Iomer-aIkoxy, N( H, Iomer-alkyl)g
N(l ower -al kyl) 2, |ower-al kyl carbonyl - N(| ower - al kyl ),
carbanoyl, N(H, |ower-alkyl)C(0), ' :
N(I ower - al ky1)2C(0), 10l ower-al kyl -sul fanoyl ,
| ower - al kenyl, benwyl, phenoxy and phenyl which is
optionally substituted with 1 to 3 substituents
i ndependent|ly. sel ected from hal ogen and -
fluoro-lower-alkyl; or c) if le is cydoal kyl and R4
is cydoallcyl, R4 can also be phenyl; 15 118, R6, R7
and R8 independently fromeach other are H, hal ogen
or lower-alkyl, or 118 and R6 are bound together, or
116 and R7 are bound together, or R7 and R8 are bound
together, to forma 4-7 nenbered aromatic or
"non-aromatic carbocydic or heterocyclic ring together
with the carbon atons to which they are attached; and .
pharmaceutically acceptable salts and esters thereof;
20 with the proviso that the conmpound of formula (I)
I's not selected fromthe group consisting of
2-42-(2-chl or o- phenyl) - benzoi m dazol - 1-y11- 4- et hyl - p
entanoic acid butylarnide and 2 - (2-benzo [ 1,31
di oxol - 5-yl - benzoi m dazol - 1-yl)-Nbenzyl-b
utyram de. In the conmpounds of forrmula (1) as
descri bed above, it is preferred that R4 is 25 a)
het eroaryl which is optionally substituted with 1 to
3 substituents independently selected fromthe group
consi sting of |ower-alkyl, phenyl,
| ower - al i coxy-carbonyl, carboxy, carbanmoyl, N(H
| ower-alicyl)C(0), N(Iower-al kyl)2C(0), NH2, N(H
| ower-al kyl' ), N(Iower-al kyl)2, |ower-
al kyl - car bonyl - N(| ower - al kyl ),
| ower - al kyl - car bonyl - NG | b hydr oxy, | ower-al koxy,
hal ogen, fluoro-I|ower-al kyl and fluoro-Iower-al koxy;
30 b) unsubstituted naphthyl, or naphthyl or phenyl
which is substituted with 1 to 3 substituents
i ndependently selected fromthe group consisting of
hal ogen, hydroxy, NH2, CN, hydroxy-| ower-al kyl,
| ower - al koxy, | ower-al kyl -carbonyl,
| ower - al kyl - carbonyl -N(H), | ower-al koxy-carbonyl,
sul fanoyl, di-I|ower-alkyl-sulfarnoyl,
| ower - al kyl - sul fonyl ,
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WOeKBM®2Dbl vyl , car boxy, Iomer-alkyl

t hi ophenyl, pyrazolyl, thiadiazolyl, imdazolyl,
triazolyl, tetrazolyl, 2-oxo-pyrrolidinyl, 35

pyrrolyl, pyridinyl, pyrimdinyl, 2-oxo-piperidinyl,
pyrrolidinyl, piperidinyl, oxazolyl, thi azo%ﬁ%ﬂamnm5$w4

fluoro-1ower-al kyl, fluoro- I@wer-alkoxy N( H,
| ower - al

|
o S e SRR meryn e G O

~ WD 2008/ 000643PCT/ EP2007/ 055994 - 11 -

| ower - al kyl ) C(0), N(Iomer-aIR )2C§O) and

| ower - al kyl - sul fanmoyl ; or c) yﬁrRa is cycloallcyl and

R4 is cycloal kyl, R4 can al e phenyl. Such

conpounds are characterise forgula (1) RI\ N R2 5

(1) whereinis C_ip-alk I,_

| ower - al koxy- | ower -Rik

| ower - al koxy- car bonyl - | I 4 cycl oal kyl ,

.cydoalkyl-lomer-alkyé ﬁ om?{ al kyl ,

di -aryl -1 ower - al kylR

het er oaryl - | ower - al kyl , ynterocyclyl or '

het er ocycl yl -1 ower - al kyl ;* 10wherei n a cycl oal kyl ,

aryl, heteroaryl or heterocyclyl group is optionally

wheRgf ituted with 1 to 3 substituents independently

sel ected fromthe group consisting of |ower-alKkyl,

L OVl 1R Lol Ao B Al RARKEKo ARty

Rfonnyldﬁ?no fal ogen @@a oXy fhuoro I fﬁmﬁ yl,

f | uoeysidaBub cydealekyower BT SR TR

| owerz@los i, HeRE QAT ylbWH( &yl EN‘tE%ocyN(yl—br Hemmmyela]l Toyed)- glkyl

| g;g%fl\vﬁéﬁe%ﬁk%/yé%z 150 h%ﬁ%%(&\%gl 89{1 %’}8])8(]5'15 optlonally substituted

hydr eggn tos summfmaa 1k§]z¢penmﬂ§ s¢lesiget frem 4 group Consisting of lower-

Cydlo 'S k%lw’er ?]%Bfr}l' alvher- W%@ﬁﬁ%gﬁaﬂ@&ﬁ}]@fbnm}ﬂimh& halogen,

any ydroxy, ﬂuoro-lower—a]kyl fluoro-lower-alkoxy, lower-alkyl-carbonyl-N(lower-
alkyl), lower-alkyl-carbonyl- “N(H), NH;, N(H, lower-alkyl), N(lower-alkyl),,

carboxy, carbamoyl N(H, lower-alkyl)C(O) and N(lowet- a]kyl);gC(O),

R’ is hydrogen or lower-alkyl;

R’ is lower-alkyl, cycloalkyl, partially unsatarated cycloalkyl, aryl, aryl-lower-alkyl,
heteroaryl, heteroaryl-lower-alkyl, heterocylclyl or heterocyclyl-lower-alkyl,
wherein an aryl, heteroaryl or heterocyclyl group is optionally substituted with 1 to
3 substituents independently selected from the group consisting of halogen, lower-
alkyl, lower-alkoxy, lower-alkoxy-carbonyl, hydroxy, fluoro-lower-alkyl, fluoro-
lower-alkoxy, NH, N(H, lower-alkyl), N(lower-alkyl), lower-alkyl-carbonyl-
N{lower-alkyl), 10wer—a]ky1—carbonyl—N(H), carboxy, carbamoyl, N(H, lower-
alkyl)C(O) and N{lower-alkyl) »C(O);

R? is
a) heteroaryl which is optionally substituted with 1 to 3 substituents independently
selected from the group consisting of lower-alkyl, phenyl, lower-alkoxy-carbonyl,
carboxy, carbamoyl, N(H, lower-alkyl)C(O), N(lower-alkyl),C(O), NHz, N{H,
. lower-alkyl), N(lower-alkyl)s, lower-alkyl-carbonyl-N{lower-alkyl), lower-alkyl-
carbonyl-N(H), hydroxy, lower-alkoxy, halogen, fluoro-lower-alkyl, fluoro-lower-
alkoxy, cyano and morpholinyl;
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heteroaryl, heteroaryl-|ower-al kyl, heterocylclyl or
heterocyclyl -1 ower-al kyl, wherein an aryl, heteroatyl
or heterocyclyl group is optionally substituted with-
1 to 203 substituents independently sel ect

WO gyisBonsi sti ng of hal ogen,_ |ower- alkyl, ?Qnﬁﬁﬁﬁﬁ53§me
| ower - al koxy, | ower - alkoxy-c%%bonyl hydroxy

|f lo\l,J\,g; ouayls%g;pjutech(x%/pm:l logicr)lé (}E_%g'%l} pﬁ‘&hrp%}{rch N bt with 110 3
I o\l\@ubﬁitk@ﬂts mﬂelhnmdyﬂlthl(slehvted frgmktye group consisting of halogen, hydroxy,

ﬁga Q ancf | ovver aI afliRR MoweradlRa fE@BUonyH\l(oHer -alkyl-
het eqadmry W dtp,qursal]gﬁ%ca]ilpgpy yS %%ﬁ)gﬁcﬁ%gar—%kﬁ su aIPz)yl lower-
L&.@E}USW&M $hioPHERE @z@muﬂythmmom inileoniyl thiezadyl gapezolyl, 2-

conS|st| ng omer dinvl, pyrrolidinyl,
I omérmaw&@wi‘ ‘gb};( &)2 oy plpen o P y

wepipaidingl) Gad)lyl, fkﬁdzgkyb pnghqzyly),g o, (NFqQ— ﬁuorWer—
2008/@9%‘%@5 &R %/}@éﬁ%pm&:ﬁ N(lbﬂ&&eﬂkﬂ}zkhb{/\r)zn-alkyl-
N( | I'k
| g\,\,ecra;mqywy 1%5%yu@§mo{{wﬁ%x§%¥ beapeiberiin.co
hal 0g6 By-allc/ U Rmb piRRver hikyityl, dazdyl, pheraipaed p}mnkbw chis

unsubst 1t ut ed. na tgh@@akdﬁf hal
V\,hl c‘i‘qug’ﬂi){fd‘i’ ﬁltflffg ‘@H}Aﬁ/ O ng Utg%ﬁg%% etn:at&llj nt om hatosen
i ndepeiftlendlywsallgtt ed from t he group consi sting of

halo en, hydroxy, NH2, CN, hydrox-y-I|ower-al kyl,
Iomer aI oxy | ower - alkyl n )
| owes)-i {2 Yoallarhgmd Ry lmclqa@v@ g’irk%ﬁ?ybec%lre%%hyl ,
sulfannyl d|-Iomer al kyl - sul f anoyl ,

RY, W@(@h&)ﬂs Mbélﬁrl‘eylﬂy frbhi aa;jheiﬂnyt are by hal,@gctxytpr lower-alkyl, or

Cthi alg y%}zdgéﬁyl ?\1?]?/]]11@ ghé{'l or ﬁqdnﬁwlaYé bouh@ttég%ﬂﬁlf )6|r R’ an R? are

0X0- rrofyl Wik

2- oxloepidgegdtiskrnipl forrpyrtlélr}ﬂnie ﬁrﬁl aroI@%F 0% Enf\;a-aﬁwatlc catbocyclic or

0X azf?été{xjo diP hﬁ% ebgéther i ahazetbor atoroatdoehiyh they are attached;
| ower - C§ uoro-| ower- al kyl,

or o- | ower,- al kox

?”NL WC% ‘R?}]i’)affeﬂt%}}\%g&%?rkd eI(gcar ony?/ N(| over - al kyl ),
carbanoyl, N(H, |ower-alk N( | ower k 0
withdhd p.mélso sﬂargz;hecs)mmnéyf %r@&(aibcli ﬂig?Si'éctﬁé?f ?%*#%‘W !
%§ nﬁ% Rg FxcloaLEthIR4f?gn al so be phenyl; R5, R§
PGS o PSDRDSEREA, 11O 836 LR Scblpyiamide and
21(0GRhASN 3] di6xdRG -ArtstnBYinadazolbbyh N begel-herrangide R7 and

R8 are bound together, to forma 4-7 nenbered

aro ?@SBRH ﬁ&%&l&(@ﬁ{&@&y&hlasoﬁr it lwreﬂémd/thlat R is
e

b t
e P LB S0
£RRPHR S A oniStiBOdf lowrt dilyl, f}:élepﬂdesxaalkh)azt—caﬂr@vl carb oxy,
C@rﬁgﬁﬁﬁng f {Ng{lg{ﬂg k), N(RWRRLLSEIRED adHl, nam, 1diRr-alkyD),
Nlbﬁ‘f{aﬂwbhllwu-qihséﬁylbpnﬂeﬂﬁ@wﬁ@%}% avgrypligl-garheaiyy (Hy
hgg‘%)gp %&e Lg?h &”ﬂg@roﬂ&der«alkyl and fluoro-lower-alkoxy;

by pn:b‘lp?;qg r@@ or naphth%/l or pgeny MCH%SZS%lbst}tu%gt)mM Rz

substituents independently selected from the group consisting of halogen, hydroxy, NH,,
CN, hydroxy-lower-alkyl, lower-alkoxy, lower- alkyl-carbonyl, lower-alkyl-carbonyl-N(H),
lower-alkoxy-carbonyl, sulfamoyl, di- Jlower-alkyl-sulfamoyl, lower- alkyl-sulfonyl,
thiophenyl, pyrazolyl, thiadiazolyl, imidazolyl, triazolyl, tetrazolyl, 2-oxo- -pyrrolidinyl,
pyrrolyl, pyridinyl, pyrimidinyl, 2—on—piperidinyl, pyrrolidinyl, piperidinyl, oxazolyl,
thiazolyl, oxadiazolyl, carboxy, lower-alkyl, fluoro-lower-alkyl, fluoro-lower-alkoxy, N(H,
lower-alkyl), N(lower-alkyl)z, lower—alkyl-carbonyl—N(lower—alkyl), carbamoyl, N(H,



25Conmpounds of fotnmula (1) are individually preferred

and physiologically acceptable salts thereof are

i ndividually preferred and pharnaceutically .

acceptabl e esters thereof are individually preferred
WOM0p8000H& conpounds of formula (1) being par PFEEPAPTF5994

preferred. The conpounds of -flbrmula (1) can have one

et T Wianer e & et ot sdbefShoer |

dgni xture or as optically pure 30 conpounds.

I &fs scri bed above
ST GEL AR B Bk ‘?&Qi‘%‘g b o e
Jughveompd iz yre| harseterisedypy formata { '
| ower - al koxy- carbonyl-lomer aIkyI, cydoal kyl ,
cycl oal | cyl -1 ower - al kyl, phe , phenyl -1 ower - al kyl ,
di - phenyl -1 ower - al kyl, heterocyglyk? or
het erocycl yl -1 ower-al kyl, 35 ereln a heterocyclyl
is selected fromthe group iting of piperidinyl
and 2-oxo- WD 2008/ 000643 7/ 055994 - 13 -
pyrrolidinyl, whereRR A phenyl or
het erocyclyl group is @ tlo al j?bstituted with 1
to 3 substituents indec nd t.If\:j ected fromthe
group consisting of RP1 | oner{)al koxy,
| ower - al koxy- car bonyl , 5phoI|nyI and fonnyl am no.
S5Preferably, Rl is Cl_lo- | kyl, cycl oal kyl or phenyl,
wherei n phenyl is optionally substituted with 1 to 2
wHebsti tuents independently sel ected from | ower-al kyl .
Mor e preferably, R is 1,1,3, 3- tetranethyl but yl,

dopent y | oh .
N
\Aher eydnaﬂlafl I%Clwékyﬂéwdra@p%aa}rhm @y@rofdm;dl awmiwrerr%kfls

igbzh S ro t I Cftrgarg'ﬁjﬁ)grelzalﬁgl H’@@IBCYCB’[ oPﬁE@&M&ydMlld?nF&rJaﬂql
par t WegTeHYa crleatkal ﬁ7h§€W§Mﬂéme ggﬁ@dngUqumfubﬂnumd

di f| wemha-16BGLbdRYMIts mﬂe}%nﬁerdlyrmltechyd frpfnehy group consisting of lower-

q h f d €N

ab Osrglkgl', er ! 8){)% eerrea.l n%%grbogﬁ%k%h%llﬁy@é ﬁ%‘f}fﬂobﬁﬂog .
coumppdnosls ﬂoﬁrof Isrwerrabiy ﬁ)w@rlewsrrék@m loer-glk N(lower-
i's |.gwen -1y Cu A oagl Nyﬂ{) N3y, Wil 1|<>Weﬂ-lﬂﬁy’rl§ lﬁv@ﬂ—alkyl)z,

oy, T el S LS S A ey

conS|st|ng of pyrldlnyl and benzodi oxol yl, wherein a
Rphenylhydroghe betooarylkylgr oup is optionally substltuted
with 1 to 3 substituents independently selected from

B he gsrl ﬁ@@sgmﬁ’_lghlﬁ% E%mﬁ@l &Q@tﬂratécpéﬁﬂbalﬁﬂkﬂh aryl-lower-alkyl,

N(()}/\ﬁr atogrnl(ﬁjezoarpﬂr]@fvng— Vﬁﬁetfrgc%ggrléggfetsmcmhfl lower-alkyl,

phenWhereﬁhﬁfwlL ﬁwfoaﬁ}ll kyhetaocyiy kebiupyd optivibally substituted with 1 to
re LS C n

g phgﬁg}rsn&?&ﬁs &%%)ePXenﬂ?feg é’%ﬁl fror%ytgf?é}%g ﬁonsﬁlaﬁg%ﬂ% haloeggn, lower-

conp@l@rwdb“amﬂmmi@wrvﬂﬂ%cnrbenﬂ }girowﬂwrarlkw-alkyl ﬂl:oro—

t et Fhokyl-

T b e e e o

1 uoNBlorsuaiyy leyer: B GsP aTk Gamort N(I, Jower-

pr ef gliAbC{OMIe{lowdlkyd) . Coer - al Kyl or

t et rahydropyranyl, nore preferably, whereinieis
R@sobgtyL, pentyl or tetrahydropyran-2-yl.

a) heteroaryl which is optionally substituted with 1 to 3 substituents independently

selected from the group consisting of lower—alkyl, phenyl, lower-alkoxy-carbonyl,
carboxy, carbamoyl, N(H, lower-alkyl)C(O), N(lower-alkyl).C(Q), NH,, N(H,
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25Anot her preferred enbodi nent of the present
invention relates to conpounds of fornula (I) as
descri bed above, wherein R4 is a) heteroaryl
sel ected fromthe group consisting of thiophen

wOpyIsRetey3 , 2- oxo- 1, 2- di hydro- gyn di nyl, inddt P2007/055994

quinolinyl and 1, 3 di oxo- i soitadol yl , mhich heteroaryl

is optio ubstlt d with.1 bstl n

i nde&eﬁ %Wf’écaéls@hfe%?ﬁ %LE% afﬁ%uﬁ 1 °“‘é%hs f‘)ﬁ’e‘f allyl

of | ealpsdjn}QJN(H) tadebxyhlemyt-alkoty) halogobudro-dewd- alkyl an fluoro-

naph i"y 1or napht hyl or phenyl which is substltut ed

W th 8k§ substituents i ndependentl| eIe frO{Q

the b ouwpbgiwisd sanhibylosr nphveyker, Phsyd gl@ “tu@ﬁ’/lwl lto3

ry dr %}’1&&1@% [nd@%i‘ddentﬂy %l&fed&fdﬁ@ﬁl}é,group con51stmg of halogen, hydroxy,
ower-a

| oweN s & x ggf\%'ﬂ' alh{@lﬁﬁ%ﬂgﬁlglg%{ O%EIQO]E}}(I ca'%o'ﬁ% lower-alkyl-
di - @Mﬁﬁﬂ}@N(W) -|subif-alkowl-carbanyk sul&inoyl, dslavweorikyl-sufgmoyl, lower-

thi ogﬂﬁnﬁ\ﬂfo? s a?ﬁ%l py%eﬂ'o 'tlﬁécﬁﬁz)é vl u'nfﬂagtﬁ?lojtriék@l 1, tetrazolyl 2-

t 'd .

Rgl ?QXQTmeiH!IIWIPYﬁf Lpyrid gw%%éﬁiﬁ I%’ LR “HP@onhdmyl

g?gp}é peri IZ%QQQ%WIEﬁffg?ﬂﬂk@%BQ}Q?OVErW ﬂu;ro -lower-
E(m%qrgtl?\ﬁﬁ %ko:%yhﬂgfgﬁgwe Qﬂcyl)s (foWer: k{/l'j OBk Glkyl-

gr ouﬁ)l

2- oxaarﬁorgﬁlm(hmdr@hryf)l oarb@moymé(m liweslalkah C{OwhEloasiepralkyl)2C(O)
thio 0 Iy substituted with phenyl; or

b) u%n Stll?ﬁ‘fl gg‘if?#glg t’hyl or phenyl which is

subsbituted with 1 to 2 subst ituents 5 independently

sel egtief® all@@aﬂc! RtR ceQaSly R’ Rgh fo be phenyl;

hydroxy Iomer al'kyl , Iomer al koxy,

| .
A a'q‘ﬁ%%@%&@ i omo?%sé% W $biazator

| ndi B ahebR ave bt iogelhers o s arepusdseRsigerr K and R are
Mor e &F_rﬁif tggéﬂér}/bo f5AniaS- inﬂanﬂﬂefeﬂ%&iﬁ&fﬁw Iﬁﬁﬁ—)élromatlc carbocyclic or
al en

napt dr oxy I 10

- (tb@tﬁrafmhy fng t%gfa%/ W cajbq doBagrytisn they ars a“ad}ed

4- acet yl am no- phenyl, 5- phenyl -t hi ophen- 2-yl ,
aﬂdpbﬁz&m]acezmdmlmadceptqiw sabls andiesiets Bereglii nol i n- 6- yI

O her preferred conpounds are those, wherein R4 is
with tH@]iBr%'ifﬁa sk ﬂ&eéoﬁfﬂo%ﬁdfo? antu I)SIE AU CICOBE [rBin Y g0lip

pyri d pyrazol yl, isoxazol benzi m dazol yl ,
C‘P%ﬁlsélﬁﬁlo t hi ophenyl, indolyl, ben20| bl t hi ophenyl ,
2enzaihirazbkyl)- baohaidandlur ﬁhﬂ#mﬂh}d mutanoxatllddvgarylarmde and

2Lt e SR R R AR DAL LY B e 2

consi sting of hal oge CM NH2, N(I 1 ,
| omeﬁompreynds quﬁallﬁ@wmdlﬂdh‘é%PfF‘gﬁéﬁﬁ %A%’IS Cfigially acceptable
AR RGO flaRY indivRFual 1P prefdtpddnsidi Hﬁﬁéiem;‘cplhjt fybptalde esters thereof are

R e kA e bR AR b s

consi sting of carbann¥ halogen
20f | Ube corhpwvaxds af fogimuld GIh@ﬁﬂdlaNévmﬂféF%éﬁmeemC C atoms and can

tﬂbe%fgfe e?lsk@s%l enatidAYEE maltlideldidsterlorvediOmBituralok ¥d gp@cylly pure
enzoy phenoxy and phenyl which is optionally

cempefidsuted with 1 to 3 substituents i ndependent | y
sel ected from hal ogen and fl uoro-1| ower-al kyl .
Fur t resferadepmipbungds pff fofrankadl) as degcrifegl abgve are those, wherein R is Cy.

10-alkyl, lower-alkoxy-lower-alkyl, lower-alkoxy-carbonyl-lower-alkyl, cycloalkyl,
cycloalkyl-lower-alkyl, phenyl, phenyl-lower-alkyl, di-phenyl-lower-atkyl, heterocyclyl or
heterocyclyl-lower-alkyl,

wherein a heterocyclyl is selected from the group consiting of piperidinﬂ and 2-0x0-
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a) thiophenyl substituted with hal ogen; or 23 b)
phenyl which is substituted with carbanoyl or
hal ogen. Mor e preferabl y, R4 is

5- chl or o-t hi ophen-2-yl,  2-ani nocar bonyl - ?EWEPEHB 004

WO@IW@}%‘L"’phenyl Each of _the options a

gi ven above individually constitutes a preferred

T; di ment. 30Ot her preferred conpounds of foi I ul a
PYEH O glélg’ descri bed above are those, whergin_ R5,

whdreinlaryiloaliephepideyitor eterooyald SEHIPE PR Hhsmﬁ%?ﬁ ﬂ}rPP to3
Sl.&b%ﬁ%%lﬁ[?lﬂla %en?Enﬁrg]s\éﬁE@ﬁ ke¥Mhe fouB@oMmBZf River- bik}zlnkibwer alkoxy,

nF ere Iaromatl c carbocyclic
10M6ﬁglkpﬁg@tfm1 wrerRhelEl @ BBRYATEs to which they are
attached, particularly those, wherein |e,

and ﬂéfefdb@@néaa dr-Alkylf aycinalisplchn pherybrwhareen phenleip g@@nauy

oLl 10, e 28 PR bsmI Stk
praferdbly, Réis VG, 2 g 80D A3pE Ty e /8. QWP(% %glmelghyl phenyl.

carbon atons to which they are attached. Preferably
126 @ﬁleiﬂ &feﬁgg@omﬁuﬁﬁ&sas detired abbveiase host where R'iat ~ R6

d i £3 W 1C
teﬁglay% rogrg? Cﬁg?zﬂgyfl w% Ig%(t%’raeg%ﬂﬁl P{oef}?aﬁ%?fé%br ghe yl which is
suBtitusedwithr bgenlowkt- alby’l mrpamﬂubifoWh%pg ﬁrt@tf' Vran— -yl 4,4-
mﬁ%dro%%{&he:@t‘!’)}?ﬁrdﬂﬁ l.pHen{ts preferred that le is

|cular preferred conmpounds are

tez:néf}g'ggége%ﬁeﬁggwégﬁg%l 2 8%513.‘3%@2 de?&%e{i nb&!)gglre those, wherein R?

isPRAFOTBE @uﬁh&ﬂidry, caﬂm@ptuacbloé fmulfs(lh@remq&rr@swherem R is lower- -

i lower-alkyl ot h L

alE{ﬂethgﬁ B%ﬁ%l gt% tt@fia)glo‘i%gp Eﬁerﬁfa?gﬁﬁg 8(?Sweelr %{ly or e:geroary

wherem etlkfeergarmlupsed@m feqni iy PP consmtmg of pyndinyl a benzo ioxolyl,
wqgfb@ &xﬂero%rﬁ %rcﬂﬁﬁé‘ Mﬂ)uchfall?z oitmiigagiobithl t 1913 subetistients

lr{dzpqnalﬁ% W e Fow B ACPRT Sapsspy o el leration
NEB€(1E, lcﬂ%rdﬂ@}b@hdhﬁme&raiky@; Preferably, R is cycloalkyl, phenyl, phenyl—
IO&e&-%l{yﬁy | Ggﬁx Y hadds pg?é’rﬁlklglﬁris éyc%&ﬁ?ﬁ&&l&éi@@ﬁ@%ﬂ)%—phenﬂ—

pEgYerr Hyyidmothl g}%@?@rg e %ﬂnegfmslﬁ JhSss SRS R 1Ml

te[tlgihﬁirgb AR 6P pRerdyPwhicH lmbhﬁxgéd%élﬂytb)isbbﬂz@ﬂnm igdershdently

t d rein R” is lower-
S qlq¥ e(d] Zfrq;n ce m&@?g lb(%-l eaﬁé fi)%gﬁ i m[]%x‘é glreferalgllr wherein R’ is lo
alk?}drsﬁmh@whv?ﬂﬂﬂt anvrcigrefeyalio g‘é‘ﬁl”e@hRolﬁ isghuty pentyl or

%@I}%&}' ﬁ%@%g%xg%eﬁyl) benz911T1i dazO0l - 1-yl ]
e e e ot ST b
fONANLARRS described above, wherein R*is ‘
a) heteroaryl selected from the group consisting of thlophenyl pyrrolyl, 2- ox0-1,2-
dihydro-pyridinyl, indolyl, quinolinyl and 1,3- dioxo-isoindolyl, which heteroaryl is
optionally substituted with 1 to 2 substituents independently selected from the group
consisting of lower-alkyl and phenyl;
b) unsubstituted naphthyl, or naphthyl or phenyl which is substituted with 1 to 3
substituents independehﬂy selected from the group consisting of halogen, hydroxy, NHa,
CN, hydroxy-lower-atkyl, lower-alkoxy, lower-alkyl-carbonyl, lower-alkyl-carbonyl-N(H),
lower-alkoxy-carbonyl, sulfamoyl, di-lower-a A-sulfamoyl, lower-alkyl-sulfonyl,
thidphenyl, pyrazolyl, thiadiazolyl, imidazolyl, triazolyl, tetrazolyl, 2—0_xo—?yrrolid'my1;
or _
¢) if R? is cycloalkyl and R*is cycloalkyl, R* can also be phenyl.
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- a) heiergdd(l- sélephé frph the EISQUQ eppiusting o

20 chloride, 2,N-dicydohercyl-2- [2- (
anethoxy-phenyl)-b enzoi m dazol - 1-yl] -acetam de
hydr ogen chl ori de,

2, N-di cycl ohercyl- 2- (2- napht hal en- 1-yl - ben
SRaked s

“W)mmW@W&@étan1de hydrogen chlorjde, 2,Ndicy

[503%? Eg%hﬁ:g pheny%) bﬁnzop%1d a 701 1 -yl]
- ydrogen 25 chl ori de, -
8%] T2 2-( 2, i ] :
[2-(2, 4 dirnet hox)t{th?og%@{xlfl)z ggon%glﬁy%?zo
PFl‘_ﬁLX’g ggzgm?ﬁ, [@% e?m‘ﬂhﬂbﬁ%ﬂflﬁ@Eirf%c@lﬁﬁjfwb)utb&ﬁzfﬁlhrplﬁaﬁﬂor
heleg paphthy, qr.a_Ph&ﬂ ¥t§) B‘%E%QWE‘ lg{é)nézj%]ib%lt SYol.
iniddp éﬁlﬂen RheRy memmpugaﬂ@modastag diyptirogelowehplsyl kpaer-alkoxy,

°“6éﬁ@%r %g?ﬁPﬂké &#F 8g1 %£§§ZtgﬂfgélLydrogen

chl ori de,

N- Cylidchoé shebpgionydoplndyct sprep shqve indiglually ORIy {iFrred

m2§§§ﬁg% m dazol -1-yl]-acetanm de hydrogen chloride, 35

cyclohexyl (cydohexyl car bamayl - net hy1) }

-Zln]gﬁ%gfiz,]gr;egﬁgi& %(%&%%egl%?xizxgéh%nﬁcﬁa% HEE&'[ k 1, #3H &ro ethyl—
phath), 43@@%@@)@%,?1; t(ymﬂmbﬁwi) mlenflz‘l agetylamino: %ens;l 5-
pheé‘é’ egg?ﬁ%c? Y%O%g gg/ OO id;iﬂ E% %%GS%%% - 16 -

2, N—dlcyclohex 1-2- ,

(5- pRENY Prqfﬁreémﬁwwiﬁafe Bets BB - 1- v |
ay RG&baN Qﬁxteaﬁl)hl thie@yeipodosiyting of pyridinyl, pyrazolyl isoxazolyl,

ﬁgzdo G Yld rra?n%?%ophensrp moi}?l Y DS pRRLPRLRE Blenz%tlﬁézlal'ybe
benzofuranyl and quinoxalinyl, which heteroaryl is optionally substituted with 1 to 2
substituents independently selected from the group consisting of halogen, CN, NH,,
N(lower-alkyl),, lower- alkyl, lower-alkoxy, fluoro-lower-alkyl and morpholinyl; or
b) unsubstituted naphthyl, or naphthyl or phenyl which is substituted with 1to 3
substituents independently selected from the group consisting of carbamoyl, halogen,
lower-alkyl, fluoro-lower-alkyl, fluoro-lower-alkoxy, lower-alkenyl, N{lower-alkyl)z,
N{H,lower-alkyl)CO, benzoyl, phenoxy and phenyl which is optionally substituted with 1
to 3 substituents independently selected from halogen and fluoro-lower-alkyl.

Furthermore, it is preferred that R'is
a) thiophenyl substituted with halogen; or
b) phenyl which is substituted with carbamoyl or halogen.

More preferably, R' is 5—chloro—thi0phén-2-yl, 2-aminocarbonyl-phenyl or 4-
chloro-phenyl.

Each of the options a) and b) given above individually constitutes a pr'eferred

embodiment.

Other preferred compounds of formula (I) as described above are those, wherein
R%, R®, R” and R® independently from each other are H, halogen, lower-alkyl or lower-
alkoxy, or R® and R’ are bound together to form a6- membered aromatic carbocyclic ring
together with the carbon atoms to which they are attached, particularly those, wherem R’,
R%, R” and R® independently from each other are I, halogen or lower-alkyl, or R® and R

are bound together to form a 6-membered aromatic carbocyclic ring together with the
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pleferi@titien RD héﬁ;ﬂ’c)gen,tfbnzcomrmg;azlonmrqpry Hably hydrogen or methyl.
Flé(tzll% nefop% b %%F?&t RCisGhyGdal eyt oAdt cBidro, More preferably

h}(di_‘pgtndFlnfﬁTeh@RSﬁ, istierrgered 8is Bi WPIdPE 1-y1 1 - N ((R)

1- phenyl -ethyl) - acetam de, 2, N-di cydoheryl-2- {2 o
(4- hmqfaﬁ&ﬁiﬁetﬂtyfenﬁ&em@mbleazdhmmz@mds offppmula (1) described in
- acet

fX%‘ﬂ@ %%Wu% g‘x&%ﬂ% oL well gs harmaceuhcaﬂly acceptable salts as well

enzol mdazol - 1-yl]
as-pfhaphm&ytlcaﬂwﬁ%eaﬁfb}@ésmrs thereof. [ 2-(3 -cyan o- phenyl )
-benzoi m dazol - 1 -y1{ -2, N-di cycl oh exyl - acet ami de,
15 ZPIJéfeQ‘e& ¥ §th BH@XI bf Zormilix (1] dke tHobtbddeted dwah tB-gydyp consisting of:

2,@&1 l { y p 2 ZS%erHyF %%ouméazoy %]yl)agc%{a?rﬁzléjﬁyd%%&l%ﬁl%ﬁde,
ZQDQMyﬂocc&pbaﬂﬁybemynm@mqt yiviirfetisihyl-pentanoic acid cyclohexylamide,
4-3 ML fb%%é)?‘i&’ %i%thﬁu}’l—{ 13 p&ﬁ&@fﬂén@?l)dnétﬁﬁﬁlyfl _BSk6imidazol-2-yl}-

%ﬁl benzoi m da
bmmmlwﬁll]leth@ﬁéiﬁbh yer dohexyl ani de, 20

2.2 M&dl&)ésiﬁmewéd&hk{r&z-(z(z; &metf&mﬂqxhes}d] b@nymmgmﬂd
am m dazol -1 -yl] -acetam de hydrogen chl ori de,
a?ﬁi%%‘ %y1- 2-cycl ohexyl-2- [2- (
2%yéel¢hxylnbi[1}()3§§1—qlmemym) -plieyh dienraignidagel- 1 Il]ﬁ—]lsopropyl acetamide

2-cycloheryl-2- [2 -(2,4
hﬁhﬁé}ﬁ% o uf s n‘Y e Z,ﬂ%afé"yl é]ozhi_tl%_fﬂzil)l—_l [\}lﬂ'l -acetamide hydrogen
ckibgagy! car barmyl cydopent yl -met hyl) -
nggqqéﬁggq €§ZZ g% nreély lxgr p‘h@ﬁﬂf Bélﬁoﬁ'ﬁl'dgzdmtﬂ}dace%‘iﬁﬁé hydrogen
ckl3ridet hoxy- pheny1) - benzoi ni dazol - 1-y1] -4

Ly Al Qﬁeﬂ%ﬁg[ }-bbhArhidezol-1-y1] acetam1de hydrogen
2%@?'?2%{%%/ O%GX% 2 Iﬂﬁf(i‘gl 4- di met hoxy- phenyl ) . ,

chiggfy| - benzoi mi d a 701 1 -yl] -acetanide
2,N-dicyclohexyl-2-(2-naphthalen-1-yl- ~benzoimidazol-1-yl)-acetamide hydrogen chloride,

2,N- d1cyclohexyl—2 [2-(3-ethoxy-phenyl)-benzoimidazol-1-yi]- -acetamide hydrogen
chloride,

N-cyclohexyl-2-[2-(2, 4- dJmethoxy -phenyl)-benzoimidazol-1-yl]-4-phenyl- -butyramide,
N-cyclohexyl-2-[2-(2,4-dimethoxy- phenyl)-benzoimidazol-1-yl]-3- methyl-butyramide
hydrogen chioride,

N-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)- -benzoimidazol-1-yl]-3-phenyl- prop1onam1de
hydrogen chloride, .
N-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl) -benzoimidazol-1-yl]-2-pyridin-2-yl-acetamide
hydrogen chloride, '

N-cyclohexyl-2- cyclopentyl -2-[2-(2,4-dimethoxy-phenyl)- benzonmdazol 1-yl]-acetamide
hydrogen chloride,

4-{1- [Cyclohexyk(cyclohexylcarbamoyl—methyl)] -1H-benzoimidazol-2-yl}-benzoic acid

methyl ester,
2,N-dicyclohexyl-2- (2-naphthalen-2-yl-benzoimidazol-1-yl) -acetamide,
2,N-dicyclohexyl-2-[2-(3-thiophen-2 —yl-phenyl)-benzoimidazol-1-yl]-acetamide,
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30 hydrogen chloride, 2- [2- (4 -chloro-phenyl)
-benzoi m dazol - 1 -yl] -2, N-di cydopentyl - acet ami de
hydr ogen chl ori de, N—benzhydryl-2-cyc|ohexyl 2- [2-
(2, 4-di nmet hoxy- phenyl) -benzoi m dazol- 1.-y

WO28000643 de, N-benzyl-2 -(2- napht hal en- 1 égﬂpznomssm :

enzoi m dazol - 1-y1) -4-phenyli®b utyran1de 35 2

- | h '
5 é\%%ﬁa{ ex %% 52 61& @hf’%} ﬁl_}g%]}egrw% 11%011?161&2_&1 N eﬁamlde,
3- {rTE[tch@mﬂﬂﬁemdBeswlwbﬁamideﬁhﬁ) I\LP&b@y@mﬁe@oM L -bergoicacid

thoxy phenyl ) -4-nmethyl -benzoirni dazo
I&%Hﬁ geécetanlde 2, N-di ¢ clohexyl

2= [@Zﬁd}@@rwrpmnyla-lbﬁnzoymd% -1-Phdy tljn% pent{a.nom ang cyclohexylamxde,

ARy e b

ohexyl 2- [2- (2-oxo-
20 o udbegit- 1 Bt et acidccihgeyamide

gc(ﬁmg_fﬁ{lgglee;_ Ql-b%)ll% &QBLYEL ﬂ 4- {ngfhyl entanou: acid cyclohexylamide,

Xy- en20| ﬁZO - - :d cvclohexvlamid
2 (-3 ranipp- p@g}@x}}r erzgBnidazoly ot en noic acid cyclohexylamide,

A FeloBedt-di Qm@&Mm@hﬁph&)ﬂ)bmamamm FiN-((R)-lyghenyl-ethyl)-

ntyl acetan1de N-benzyl-2- [ 2-
aﬁﬁngﬁhnro phenyl) -benzoi m dazol -1-yl]

2 I\Z—dﬁ:yabmyht&24mmm&mmmﬁegm1@qldeﬂ |-acetamide,
I\%Cg}oq{)enzo&n? 23( agﬂﬁl&ﬁo}&zpﬂgﬁﬁ%@@‘ﬁﬁﬁaml 1-y1]-4-phenyl-butyramide,

cet.a

24 (2= ((33:%%%%}}&%9%@%2@' o‘FCYC'fhW -acetamide,
21\N‘d %9 Nﬂ—hﬂ'{mlﬂfﬂytkbtrﬁdt BWB)(rjphediﬁ,] bﬂﬁzolﬁrﬂ] idazol-1-yl}-acetamide

X eny - benzol m dazo 1l-y
h§§fﬁéﬁﬂ§ I¥%Egntanmc acid cyclohexylan1de hydroge
3¢l Hbenayarbhmol-tystdpentyt-yietylc i betveiyifazal - 2l -benzoic acid methyl
cbids 4- di met hoxy-phenyl ) -benzoi mda zol- 1 -yl]
-adet ani de, 4- b

it s bRl o R b e afid syggheiamide
2Mwabﬁex§pnqzmmnwhmm1my1 -ghenfl) benfoimidazol-1-yl|-acetamide
h gﬁ %écarbannyl 3- phenyl - propy1l) -

Xﬂﬁ% P§dazol - 2-yl ] -benzoic add methy| ester, 15
Nebéwgi- 2 ypdptenyly2{ 24 2,4-dimethoxy-phenyl)-benzoimidazol-1- ylli acetamide,

[ ARH0).-Bixitamaliazol 1 yWHK-(L-methyl-butyl)-
Zéglgﬁgﬁﬁr‘[@)%éﬁ_ﬂgl:@g%g% A 0}3)1 e azol 1=y}|Fli-(1-methyl-buty

2¢89aid8i et hoxy- pheny1) - napht ho [2, 3- d] i mi dazol -

41 1y(|b}anzy&ﬁﬂiaﬁmYﬂeyclc@>en1[yEme(}2/,l)31Id’rhenzllmtﬁﬂ.wlﬂﬁ)glhyggmb: acid methyl

%n20|n1dazol 1-yl] -4- nethyl pentan0|c acid
e%y"blohexylamde N- benzyl- 2- zélE;xy pq QQ d
N-peshoreiyl- ae{zdﬁ.mghmw H)hﬂ);{l)ﬁ}ﬁ@ﬁt%tm@@ dehenyl-butyramide
hydrogen chloride,
2,N-dicyclohexyl-2- [2-(2,4-dimethoxy-phenyl)-5-methyl-benzoimidazol-1-yi] -acetamide -
hydrogen chloride,

2-[2-(4-chloro-phenyl)-benzoimidazol-1 yl] -2,N-dicyclopentyl- acetam1de hydrogen
chloride,
N-benzhydryl-2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1 -yl}-acetamide,
N-benzyl-2-(2-naphthalen-1-yl-benzoimidazol-1-yl)-4-phenyl-butyramide,
2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl) -benzoimidazol-1-yl}-N-(4-methoxy-phenyl)-
acetamide,
2,N-dicyclohexyl-2-[2-(2,4- chmethoxy-phenyl) -4-methyl-benzoimidazol-1-yl] -acetamide,
2,N-dicyclohexyl-2-{2-[3-(2-oxo-pyrrolidin-1-yl)-phenyl] -benzoimidazol-1-yl}-acetamide
hydrogen chloride,
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WO 2R 08684¢ opy| - 4- phenyl - but yr ani de,

20 2-cydoheryl-2- -

[ 2- (2, 4-di r net hoxy- pheny1l) - benzoi m dazol - 1-yl ] - N-(3-i
sopr opoxypropyl)-acet am de, 2- [2-

(2, 4-di net hoxy- pheny1) - benzoi m dazol - 1- y11PCTIEP2%7}’055994

N-benzyl- 2- cycl opentyl-2- (217napht hal en-

-yl - benzoj mi ol - .1-y1) .- acet,am de, .. L i

P GRERarbRus So- 1y Ghlas ARIBLLIE benzoimidaaply1-y1)-acetamide,
N-bghaentyl-dd2 d2-mdhexyinhengle dengrintisdazadg -@l-4fphenyl-butyramide,
Bt RoxY- . - imi -1-vl]-N-pentyl- ide,
g ey et o D gentaceamid

Wé‘l‘%’hé‘){%(W@Q‘Pgﬁé@&%@w&%@l—‘l‘Y -2-cyclopeéntyl-acetamide hydrogen

- chRridé, 3-di met hoxy-phen71) - benzoi r ni dazol - 1-yl ]

|- acet ani 2 i
Ry oSO SR Ll zoimdezglof W pogippides
2- [ISRI—GSSﬁQ’pm(Bp}yéh-yh-lmle@imida;gt-yﬁﬁrﬁld:@c,lolgﬂcyl—él—phenyl— utyramide,

- a4 Y 2| iri L1 - -pén ic aci lohexylamid
e e (7 on o lemide
hydrogen eneagen- phenyl ) - benzoi mi dazol - 1-yI ] '
N—ferpb@t@yiz-l-cgwmékﬁm-@tzle(:nmhﬁghm-:ﬂsﬂenymdbenz_oar_nic{azdl-1fy1(-aq_etmide,
-1.S o [ - n V4 CLERY)
R R e B P REREALI A2 e id methy

eft2n (2, 4- di met hory- phenyl ) -benzoi midazol- 1 -yl]

x Lg:(gtnk?axhe—xg&atbamo?g.yp%-en,@%jm;{y%r -k vahisexyl-2PleByhabic acid

ol m dazol - net hyl - pentanoi ¢ acid 35
I’i"’é‘@éﬁﬁﬁyl am de, 2-b enzo [1,3] dioxol-5-yl-Nbutyl-2-
2[N-Qicy{l8péhtyld- It hexshorhehyiy))-bdeoipodabd bytracetmydg -

SIS 21008l Dt A8 B i
2ele e dnditethoxinphead Bbovosnigmot] aﬁ]z@wm%@gg‘énmc 2gd.

Cgh%g?ﬁmt%ebiy-phen 1) - benzoi.m dazal - 1-yL] -2-
NCbetpploby e pRAPIY PSR T R RE By ol e Sarppide

2 Felbyelyay2 fherdidptHoenpben dbagbintidy ol 1 41/pReAyitopbopoxy-

ut yramde.,2- [2-(4-acetyl -phenyl)
p-rcﬂjé'ﬁzaocfa% d%e%ol -1-vyl L - hexanoi c acid. isopropyl anf' ‘gle, 5.
2&25@1@@&.@1}10[7;2@11{311)71)- enzoimidazol-1-yl]-N-isopropyl-4-phenyl-butyramide,

1‘{‘3? 3 ﬂ%ﬁfﬁfl@ﬁ%ﬂ—@ﬂ%%&pﬁf}ﬁ@%—z Di P’E_adﬂlgzi?ﬁfleﬂmlﬁHyi)»—acetamide,
B TBLE N N S

, Atanol ¢ a

2¢ipdalediyedrixpehenyd phitydoigidag@-1-{lP4 3aathyhmehiongicphidny | )

- Lmdazol -1-yl]-2-o0-tolyl-acetam de, N butyl -2- :
C{@&Q%ﬂiﬁ?zm nmet hoxy- phenyl) - benzoi ni d zo{ % I‘p] - % :
2(QIClﬁb@XWbéT[gri&ﬁéthBhOXY*&@é‘PYéhbﬁ’éP“Tg]“Nﬁﬂ)ﬂ’ Iy Zlé’ rflﬁi“acetMIde’
2([3. 3 zdhirREhey phehR NBddzobaiiaedl i-d proksoproyflH4-pi2enyl-butyramide,

' 2g [%3(QIAJC%%&)-';;BQ%MJgnzbimai%%o"i‘mﬁﬁm cyclohexyl-4-phenyl-butyramide,

N-benzyl-2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl|-4-phenyl-butyramide hydrogen
chloride, 7
4-[1-(1-isopropylcarbamoyl-pentyl)-1H-benzoimidazol-2-yl ] -benzoic acid methyl ester,
N-butyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-2-phenyl-acetamide,
2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl|-4-methyl-pentanoic acid
isopropylamide, ‘ ‘
2-benzo[1,3]dioxol-5-y1-N-butyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol- 1-vi]-
acetamide, | :
2-benzo|1,3}dioxol-5-yl-N-butyl-2-[2-(2,4-dimethoxy-phenyl) -benzoimidazol-1-yl]-

acetamide,
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WO RSP ¢ aci d i sopr opyl ami de 15 4-11-

N-butyl-2- [2- (2,3
- di met hoxy- phenyl) - benzoi m dazol - 1-y1] - 244- di net hyl ar
ni no- phenyl) - acetam de, 2- [2-

(2, 3-di net hory-phenyl) -benzoim dazol-1 yI"CT/EP2007/€}SS994

[ (2-fluoro-phenyl)-i sopropyl‘ gr’barmyl nmet hyl |

RS Qo AR T A S PELE o b bny

acetameiehyl pent anoi ¢ acid cycl ohexyl am de 2- [2-
%ﬁﬁﬂfﬂﬁ@?ﬂb?@ﬂ )iroxﬁ?ﬂgx%‘gg})é}éé&hdaml I—y'l [-4- phenyl -butyramide,

aFptybphqoyl)-k &ﬁ‘ %%Ohe)%sopmpy?amlde,
N-beRkoi[m(d aldﬂne&mxy@herﬂfl)éﬁhnmhhdmyl- biad yphenyl-RBtamide,

Za@-@éﬁcﬁlg@hegg@ qmnic%glé%azz%l[ ﬁ_?’%a miethil perﬁnmc acid Cydohexylam1de,
N-bupyherig(2 Bulipethorgohenyd rlzﬁg@wne%azglriﬂﬁ -2-golyl-acetamide,
N- ﬁuéfhbc[QQZ @Qﬁl‘ﬁlé{h)oxy %her[y%-benzoumdazol 1-y1]-2- (4 methoxy -phenyl)-
di met’ hoxy- p enyl) benzoi m dazol -1 -yl ]
aﬁfﬂﬁﬂ“@@pr opyl acet ani de, 25
N\lbbtﬂ yi222 32}uﬁ13ﬂléxﬂphﬁiyﬁ9b€ﬁz@hedqzﬂzb-lbﬁfﬁ@ fiatazbenil}-y
(4-di net hyl am no- pheny1) - acet am de, 2- [2-
a %arﬁgfi Gy oxy- phenyl ) -benzoim dazo
N-pafyl-8e 2 {dprdbpgthony- ph@rn@rbqy@wﬁé#pbé 1] 22-(4-gimethylamino- -phenyl)-

' agel{argwgroxy phenyl) -benzoini dazol -1 -yl ]

-4 net hyl - pent anoi.c, aci d C | am
A DS b o DG HL A o RoploBitamide,
4= [i( > Apo apyhendh fkwenypyl daayrcatrimtgyl] BIH-Nemlyidaml -2-yl}-benzoic

ra: henyl) -2- [2-
{é%l%hdy IIEOSCy pheny1l) - benzoi m dazol

I
: Zd@dﬁmmph@yl)flxnzoumdazol 1-vl]-4-methyl- pentan01cy ac11d cyclohexylamzde,

2A[3: (QY&ﬁﬁo%@Hﬁﬂ-))éﬁ%ﬁﬁi@hiﬁldaﬂph -xﬂetk(ﬁ}pentanom acid cyclohexylamide,
N hurs a1 2 g PR S A Bradegt ) (+-methoxy-phea)-

aee&hmﬁle,propyl 2- (4- met hoxy- phenyl ) acet am de, 4-11-
l € en
LA SR S e s
celotide., 4- [14

21(%%&Qéﬁh@§§ﬂpm3{bSpilﬁﬁﬂiox?@hhyﬁl))belﬁoihﬁmﬂcl Mayl]-N- 1sopropyl—

azo -2-yll" -benzoic acid nethyl ester,

‘é}B’r opyl - 2-
N Butérllzﬂm(hy Hirbethpyy-pbényb-herpoivadael-riv s 6-dimefiyfamino- phenyl)
a Qaﬂqlagnyl butyram de, 2- [2- (3-cyano- phenyl )

2-[2 e(g Zh(;fldlr‘gx?f a;;)zhcélllyl}—bgéz]ouiln%)ézaoq OII )(f:l} ?\% %sgpllo%% 4[ ol@élyﬁgl]ltyramlde,

2-[2-(4- hydroxy -phenyl)-benzoimidazol-1-yl}-4-methyl-pentanoic .aad cyclohexylamide,
2-[2-(3-chloro-phenyl) -benzoimidazol-1-y] “N-isopropyl-4-phenyl-butyramide,
N-butyl-2-(4-chloro-phenyl)-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1 -yl}-
acetamide, ‘ :
2-[2-(3-cyano-phenyl)-benzoimidazol-1-yl]-N-isopropyl-4-phenyl-butyramide,
2-[2-(4-acetyl-phenyl)-benzoimidazol-1-yl] -N-isopropyl-2-{4-methoxy-phenylJacetamide,
4-{1-[isopropylcarbamoyl-(4-methoxy-phenyl)-methyl]-1H-benzoimidazol-2-yl}-benzoic
acid methyl ester, :
4-[1-(isopropylcarbamoyl-phenyl-methyl}- 1H-benzoimidazol-2-yl]-benzoic acid methyl
ester,
N-isopropyl-2-[2-(1-methyl-1H-pyrrol-2-yl)-benzoimidazol-1-yl] -4-phenyl-butyramide,
2-[2-(3-cyano-phenyl)-benzoimidazol-1-yl]-hexanoic acid isopropylamide,
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WORMSEIRY3] - 2-y1) - benzoi m dazol p 1 -yll - acer At Hay/s3994

2-cycl ohexyl-2- [2-

é é di,met h xx Iﬁge%ﬁldgngm&gﬁémm acld ¥bpropPemide,

ﬁ)ehdzmldj@bmi@xyﬂﬂ ;_bntyﬂ 2= 2((1 -methyl-1H- pyrrol 2-yl)-benzoimidazol- l—yll
Leidndismet hoxy- phenyl ) - benzoi r ni dazol - 1-yl]

égrgﬁhggrlhgte ﬁé%ﬁ%@ﬁ@@?}if( Béﬁggy?ﬁna%gﬁcﬁazgqf H]N %2 6Idn%ethyl phenyl)-
2aahal) de, 2- [2-(4-cyano-phenyl)- ben20| m dazol -

s ISR ier it
2{@(:]@2@43-@11}1@&0;@;1911 d%]yl) bfnzcwn}dazol 1-y1]-
-%&g{ nucl e, 2, N-d| cydohexyl 2- [2-'

G eSS B Dl ot B3k e e

cflﬁ)nﬂe,dl met hcrry- phenyl) 6- met hyl - benzoi m dazol - 1-y1] :
I- 11} i 1ae
E%%‘Fﬁ?% gcﬂb%ir%yl—#-%i (éﬁ' @Ieﬂ% Hkgfm De %(gltnaﬁz%lel -yll-acetamide,
9’ Wzylm%lazo’l 1-yl]-
g dazol- 1 -yl] -acetam de hydrogen chl ori de,
cydohe
SRS o mege s ) pergojiarol-1-fl-acctamide
2= 8= {41chlor3 phretigl} —lbhhgdlazolkiuylﬂf—ﬂ)N—dmid?eﬁyl@@etag@im 1

| zg&.ﬁ%ﬁgxyg.&% (S YL ARG P ARG BART2ARY L ddkradtdteyBogen

benzoi‘'c
chloride,

2- cyclohexyl -2-[2-(2,4- dlmethoxy phenyl)~benzoun1dazol 1-yl]-N-{1,1,3,3- tetramethyl—
butyl)-acetamide,
4-{[1-cyclopentyl- (cyclopentylcarbamoyl—methyl)}—1H-benzoimidazol—Z—yl}-benzoic acid -

methyl ester hydrogen chloride, :
2,N-dicyclohexyl-2-(2-quinolin-6-yl-benzoimidazol- 1-yl)-acetamide hydrogen chlorlde,

2-[2-(4-amino-phenyl)-benzoimidazol-1-y1]-2,N- dicyclohexyl-acetamide,
2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl} -5-phenyl-pentanoic acid
cyclohexylamide hydrogen chloride, ’

4-[1-( 1—cyclopentylcarbamoyl—?)—phenyl—propyl) - 1H—benzoimidazol—2—yl] -benzoic acid

~ methyl ester,

2,N-dicyclohexyl-2-[2-(4- dunethylsulfamoyi phenyl} benzoumdazol 1-yl]-acetamide
hydrogen chloride,
2,N-dicyclohexyl-2-[2-(3-sulfamoyl-phenyl) -benzoimidazol-1-yl]-acetamide hydrogen

chloride,

2,N-dicyclohexyl-2-{2-[3-(1 H-tetrazol-5-yl)-phenyl]-benzoimidazol-1-yl}-acetamide
hydrogen chloride, _

2,N-dicyclohexyl-2-{2-[4-( 1H-imidazol-2-yl)-phenyl]-benzoimidazol-1 -yl}-acetamide
hydrogen chloride,

2,N-dicyclohexyl-2-[2-(4-imidazol-1-yl-phenyl) -benzoimidazol-1-y1]-acetamide hydrogen

chloride,

- 2,N-dicyclohexyl-2-{2-(4-| 1,2,4]triazol-4-yl-phenyl)-benzoimidazol-1-yl]-acetamide
* hydrogen chloride,
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met hyl ester hydrogen chloride,
2, N-di cycl oheryl-2-(2-qui noli n-6-yl - benzoi m dazol - 1-y
1) -acetam de hydrogen chloride, 2- [244- anino phenyl )

- ben -
zoi m dazol - 1-yl] -2, N-dicycl ohexyl - el;falr}%ﬁgﬂmmg%

WORYS040643 4. di met hoxy- phenyl) benzoi m dazol -

- 5I phenyl - pent anoi ¢ aci d 25‘%%/cl ohexyl am de hydrogen
ori I
2O Kol (e LR PO P AR B B it
he@bgmchzqrbdedr cydohexyl -2- [ 2-
| sy _{AMDY b rRh&RbLY- ykll?hé TbelagRhidazbl-1 Wl acetamide

- ag@#r ‘%ﬁ‘ hyidg oggn Ir:hl ori de,” 30 lg}ﬁbdl cycl ohexi/y[l}z-
h[@"%%’- I¥d§m)yl phenyl) - benzoi m dazol - 1-yl ]

21\3&&&3;@16]:1&@1 by dr(@gedioah?, brdilgdro-2HNsalhdylel- }{ib}éﬂl}@lrﬂldai{(ﬁ—l vl]-
ale %e I a; ?ond% yl) -phenyl] -benzoim dazol-1-yll

% ggeh ogeh chl ori de 2, N-di cy

2{Mdzcgcﬁphepcyrrzjé?z63 -1epragatl) -y then})- eﬂﬂ?éﬁlflérq?h wgﬁaretan?rd%rdmgeﬂ
c lﬁﬁ f am de 35 hydrogen chlori de 2 N-di cycl ohexy1- 2-

ol Bl SRS RS FR) FE ot 2 -

bérroiclacil, rﬂetﬂirl chtel Bpdrbges-ciloridheny| ) - benzoi ni dazol -

t%%}%%li b%%@%é%f@ﬁ%%@%%@ggﬁl&Elbﬂ&ylmml) carbamoyl] -methyl}-1-

be@phnidawdrséhbwytpazid{rge Y 4ster1hrdﬁg&ea£lah0ﬂée’y 1)
Mﬂu;xyl' ?—?ﬁ%@-‘n’i@tﬁ’@%@&rbo l— i@d)&c&t@maﬁohyﬁr e@&wammo}-

ride, her
PT“? Qi’rlh‘raéllﬂxgg‘b?“% é)?gl &’“.dﬁm dazOl yl | -ace

N-giotiexyl-2-[2-(2,4-dimethoxy- phenyl) benzoumdazol 1-y1]-2-phenyl-acetamide
~ hydrogen chloride,

4-(1- {cyclohexyl—{_% (2-oxo-pyrrolidin-1-yl}- propyicarbamoyl] -methyl}-1H-
benzoimidazol-2-yl)-benzoic acid methyl ester hydrogen chloride,
4-{1- [Cyclehexyl— (3-methoxycarbonyl-propylcarbamoyl) —methyl] -1H-benzoimidazol-2-
yl}-benzoic acid methyl ester hydrogen chloride,
4-{1- [cyclohexyl—(4—methoxycarbonyl-blitylcarbamoyl) -methyl]-1H-benzoimidazol-2-yl}-
benzoic acid methyl ester hydrogen chloride,

4-{1-[cyclohexyl-(5-methoxycarbonyl- pentylcarbamoyl)—methyl]—1H—benzoimidazol—2-
yl}-benzoic acid methyl ester hydrogen chloride,
2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N- methyl -acetamide
hydrogen chloride,
2-[2-(4-Acetylamino-phenyl)-benzoimidazol-1 -yl] —2,N-dicydohe)qu-ar:etamide,
2-[2-(3-acetylamino-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl- acetamide,
4-{1-[cyclohexyl-(3-formylamino-phenylcarbamoyl)-methyl] -1H-benzoimidazol-2-yl}-
benzoic acid methyl ester hydrogen chloride, and
N-cyclopentyl-2-(2-naphthalen- 1-yl-benzoimidazol-1-yl)- proplonarmde,

and pharmaceutically acceptable salts and esters thereof.

Particularly preferred compounds of formula (I) are those selected from the group

consisting of
N-cyclohexyl-2-[2-(2,4~ dunethoxy»phenyl) _benzoimidazol-1-yl]-2-pyridin-2-yl-acetamide

hydrogen chloride,
N-cyclohexyl-2-cyclopentyl-2-{2-(2,4-dimethoxy-phenyl) -benzoimidazol-1-yl]-acetamide
hydrogen chloride,

2,N-dicyclohexyl-2- (2 naphthalen-2-yl-benzoimidazol-1-yl}- ~acetamide,
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hydr ogen chl oride, 52, N-di cydohexyl-2- {24

1, 3-di oxo- 2, 3- _

di hydro- 1H-i soi ndol-5-y1) - benzoi m dazol -1-yl] -

acet am de hydrogen chl ori de, CTiFjPZgO'HOSSQQfI

|n1dazol hyI] acet am de hydi égen chl ori de, 4-

N S T T L TS RARE R A R
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4779 ydohexyl - { oxo-pyrrolidin-1-yl)-propylcarb
>-nethy|I-1Hben20|n1dazol 2-yl)-benzoic acid

IEgI:IBHé Bﬂ@tlob&@l%%(kﬂﬁﬂﬁetﬂw ghengll- be{lmnjid@mi;dyyll -acetamide,
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22 citf_lpng%%g?ff ?idg %u¥1 thg{qp %én%r? &BMA&OI h\y (1 1, 313 tet , thvl |

azor enzoi ¢ ac d nmet hy

-bewt)ercetagideogen chl ori de, 4 11 [ cydohex-y1- (4

2 NTR aéye%afil@zmhmbuﬁ L@ ashammydayol- molaydtamtda: hiydrogen chloride,
2?{3&8&&%@@}9% Pp%réy}) h?r%géx%ldgzo?? y?j—&[;te BerXf pg]ﬁgl?({lc acid
cyctoteka mﬁkaydﬁgamﬂﬂom&zarbonyl pentyl car banoyl) - met hy
I26; h - ide
e Ty s gy
h%ﬁpgntﬁﬁwykphenyl) ben20|n1dazol 1-yl]

cmkﬁhrlz-[@ Cotaliken Y HHRBAN bekdobridate-124] -p-Phenyl-acetamide
( | am no- phenyl ) - ben20|n1dazol 1 -yl]

W@“&ﬂﬁ h | -acet am de, 2-
2f[2- (@%caqiﬁin)dhmﬁmylpbawﬁmdbm zloylhil,&f&a@gydcimwl]acetamzde,

A8d esterddbiereof,
af3§ﬁ$9ﬁ-LQ@Q§§%# rmy %ﬂ%no %hényfﬁgrbanoyl) nethyu

-e i' {_Le?)%%zy%; m@dazcg)lrwwé%of fgﬁrau a?ﬂ are ose seI%ctE@ %r01¥1 the group
cHhsgyidepent y1- 2- (2- napht hal en- 1 -yl -benzoi m da 7

2% ch%laie}gri Qp('z %H}l%eﬁzomﬁaxol 1-y1)-acetamide, _
2-1-(Cydohexyl-cyclohexylcarbamoyl-methyl)- 1 H-benzoimidazol-2-yl] -benzanude,
2-[2-(5-Amino-pyridin-2-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2-(2-ethyl-5-methyl-2H-pyrazol-3-yl) “benzoimidazol-1-yi}-
acetamide, _
2,N-Dicyclohexyl-2-[2-(5-methyl-isoxazol-4-yl) -benzoimidazol-1 -yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(1H-pyrrol-2-yl)-benzoimidazol-1-yl] -acetamide,
2-(1'H-[2,5'] Bibenzoimidazolyl-1-y})-2,N-dicyclohexyl-acetamide,
2, N-Dicyclohexyl-2-(2-furan-2-yl-benzoimidazol-1-yl)-acetamnide,
2-[6-Bromo-2-{4-chloro-phenyl)- -benzoimidazol-1-yl]-2,N- dlcyclohexyl acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl- acetamide,
2-[2-(4-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamiide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl] -2,N-dicyclohexyl-
acetamide,
($)-2,N-Dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl) -benzoimidazol-1-yl]-acetamide,
(§)-2-[2-(4-Chloro-phenyl}-benzoimidazol-1-yl] —2,N—dicyclohexyl-acetamide,
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2-[2-(4-Acetyl-phenyl)-benzoimidazol-1-yl] -2 N-dicyciohexyl-acetamide,
2-[2-(2-Acetyl-phenyl)-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2- (4-isopropyl-phenyl)-benzoimidazol-1-yl]-acetamide, -
2-[2-(4-Cyano-2-fluoro-phenyl; -benzoimidazol-1-vl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2- (2-dimethylamino-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-{2- (3-dimethylamino-phenyl)-benzoimidazol-1-yl|-acetamide,
2,N-Dicyclohexyl-2-{2- (4-methoxy-3-methyl-phenyl)-benzoimidazol-1-yi] -acetamide,
2,N-Dicyclohexyl-2-[2- (4-methoxy-2-methyl-phenyl}-benzoimidazol-1-yl}-acetamide,
2,N-Dicyclohexyl-2-[2- (3-methoxy—4—methy{-pheny1)-benzoimidazol—l—yl]-ace‘[amide,
2,N-Dicyclohexyl-2-[2- (2-ethoxy-phenyl)-benzoimidazol-1-yl] -acetamide,
2-[2-(6-Chloro-pyridin-3-yi)-benzoimidazol-1-yl} -2,N-dicyclohexyl-acetamide,

2-[2-( 2—Chloro—pyridin'—4—y1) -benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,

2- [2—(4—Chloro—phenyl') -6-fluoro-benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide,
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2N -[ﬂh@cﬁ))hé:qﬂ]—el‘- pic2diefhlamigetphényd)- ~ber@oimiéazhl -y kp@ﬁym}de

R R s (e 5‘1) %Sﬁ‘?@?%‘%%%f&m% Wi

-acetamde, 2,ND cycl oheryl-2
-(2,6-dif|uoro-phenyl)-benzoin1dazo| -yl
-acetam de, 20 2, N-Di cydohexyl-2- [2-

(3, 5-di fluoro-phenyl)-benzoi m dazol - 1-y1] - acet am de,
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2- [2- (5 -Chl oro-thiophen-2-yl) -benzoi m dazol -
1-y1] -2, N-di cycl ohexyl -acetamcle, 2- [2-(4
- Acetyl - phenyl ) -benzoi m dazol -1 -yl]
-2, N-di cycl ohexybacet am de, 2- [2- (2-Acetyl]- gf@mo\éw?bssm

WO R8I i dazol - 1- y1] -2, N-di czydohexyl acet aht

2,ND cydohexyl 2- [2-

SRR RIS AR D o copsatange
Ly icycigia Gyatienyty dvwyBrtiedenmblable By defienige, 2-

2[13 D1(:¥cﬁ0t1e}éyrlr]2n g {2- henoxy hen 1) -benzoimidazol-1-yl]-acetamide,

1]
@N@igc&hg@ﬂ@x l(gzzhefzgxy -D @yglbenzo%%azgl —}Crl ta?ertnarg%e,

ZldlIﬁE)theﬂ}me Rhenyl t@ﬁﬂﬁﬁtd—ﬁ:’tﬁoﬁj@bh&&y}/l benzoimidazol-1-yl}-
cetcf\m de, 2, N-Di cycl ohexyl- 2-
*hoxy- 3- net hyl - pheny1) - ben20| ni dazobl - yl]

AZ—,I}idbt;a‘lnhdeyl 22[2N3 Bl dyk2-tetteaflyaropethxy)-phenyl |-benzoimidazol-1-yl}-

a(:éalgfgehoxy 2 rret hylphenyl) benzOll dazobl - yI]
-acet am de, 2, NDi c% hexy

LMI%WEMT%E@HWW& uB‘é)n‘E‘]&‘i”W? %ﬁ%’ﬂ befmwjiazol 1)
ac@gatdm de, 2, N-Di cycl ohexyl- 2-

t h b
L
Z,IQ Dm;dlcﬁlymaﬁy(ﬁﬁg@q}é@mdgph@yl f(zl) be(lzoumdazoi 1] -acetamide,

ényo‘PieBX hiel (@ 44dicMdo- b@ﬁl@eﬁh @Jﬁéﬁrll) -HenAoimidazol-1-yl]-acetamide,

@hﬁm %ﬁé‘i&?{ﬁ{erow‘i«w%ﬁ s erradzsl- A deygighe-

acMehilaexyl - acet ami de,

64 /| ER2007/
2%\9% 9)% E'I:Z)C(;g prgggz%ﬁn#dlago:f 1 C?rl) acetanﬁde,y ohenyl )
2 wj@muwmzda TS SR R M e

'Iﬁajc}?)h@xy&'z I B%etﬁﬁ%ﬁ%@%ﬁbéﬂz&ﬁﬁ@dzcﬂ LyYldcetamide, -
d
2(%%149?%% ke B RaRP a5 2B b aimidezel 1 VY- gmide

2-[25 (N-f&nﬁy)dmhﬁlﬁ_ryl%- vieltnaoinddazoP1-1122,N-dicyclohexyl-acetamide,

2(é (%Fld}%lﬁg a}r E&n B%H?Méaazogﬁgﬂ (Ql[.ﬁ]cﬁjﬁzlghexyi Eééka]mlde

cet am

Z(PQMC@QX}’&% 2dérlﬁﬂbh’éhpmdlbe"nﬂbb?ﬁz@é‘%éﬂd -4: @I ?cetamlde
5? (&L@ﬁlgﬁ@di Q{Wj %nz@m&&aa)lclyﬁm&xYﬂcyaohéxgﬂuac(etamde

aggféﬁ?@e s n -[Bpﬂaélﬁly% Q enzol J;anlz% 2, 1\:}' dléffcll)hexyl acetamide,
2 mcyélohem‘ﬂt{@f cpﬂlmﬁﬁﬂékwbemoeml@aoml ghroktantdy1]

21\?r | #}f?fégggd 22(2%%0@%69 Zpﬁéﬁko d[az%l l(y% &eémlde,

nzol_ m dazol Ié acet anj de
242¢(3-Ee ot [ffbf}uomme epheoyr eﬁé?i?é‘ialwld ¥g12:N-glicyclohexyl-
acé¥dhide, N- di cydohexyl - acet ani de, 10 2, N-Di cydoheryl 2-

- -fluoro-1H1 ndo zol -yl ]
R Y Al N T
cyiclohibkylaiRidss di cydohexyl acet am de, 2 N- Di cydohexyl- 2-

I
2[(4c%lehlél% %}‘ﬁa‘ﬁﬂg%p o g eé(ﬁenyl?%ﬂio%%ﬂ = LN dldohexyl-
aggtaoidenmet hoxy- phenyl) acet am de, 2, N- Di cydohexyl- 2-
2{ 2-(4{CHlor Iﬁi'lelh ethemximpaesly Ly aerydeeod 2z ol- t-nﬂllﬂytih]lethyl phenyl)
cetam de, ‘15 2, N-Di cydohexyl-2- [2-
d?l uor omet hoxy phenyl ) - benzoi m dazol - L
[a{{é{%mephezﬁmb@lmmwyl%’ﬁ N{CECIOheXYI -2- 3 4- dlC loro-phenyl)-
ac(e%alﬁdfal uor onet hoxy- pheny1) - ben20| rni dazol - 1-y1]
m de, 2, N-Di cydohexyl- ﬁ

2(£%~(@1@hler@rmflh ORYZPRERGPly 1Y é}ﬂf&iqheaﬂ& f3-mgthoxy-phenyl)-
accle@tigm de, 2, N-Di cydohexyl 2- -

2'&3‘8%{%%2&1%5%&;%&% 3‘/%‘(5 l) ]1 Q%th‘@-ﬁoj p- tginYQCLtamMe,

(3, 4-dichl oro-phenyl) -b en20|na|dazol 1 -yl]
-acetam de, 20 2- [2- (4-Brono-phenyl) -benzo
i mdazol - 1-yl] -2, N-dicycl ohex-yl -acetam de,
2, N-Di cydoheryl-2- [ 2-
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2- [2- (3-Chloro-4-meth
oxy- phenyl) - benzoi m dazol - 1-yl ]
-2, N d| cycl ohexyl -acetam de, 35 2, N-Di cydoher yl-2- [
5 -dichl oro-phenyl) -benzoi m dazol - pkeyibhoo7/055994

2.
WO 2008 Q"éﬁ% de, 2- [2-

(3-Chloro-2, 4- difI uor o- pheny?t:) benzoi m dazol - 1-yl|
claoh 19811 -Rr-cykhesyl-2-(3-fluoro- henyl)
g(é‘r#%?% ﬁ?; %gﬁ) eﬁmgc}%en;m m(dazol P -y1]
acemnniddl cycl ohexyl acet am de, 2, N-Di cycl ohexyl- 2 [ 2-
(4-4icel, ;?HH] b@ﬁh%ﬁ]ﬂﬂd)azclll F-0i-gickdazol-2-(2-difdromethoxy-
2 ﬂ(gﬁ&g i (4- Benzg{/ll pheny1) - benzohm dazol -
PhellYi)lfiCELaE“fi@a di cycl ohexyl - acet ani de, -

23008/ H864FRE) Be2aamida a8 97| -N- gﬂlohe:(}@s‘)'& (3,5-difluoro- phenyl)—

_a&% C,yano phenyl ) - benzoi m dazol 1-yl]

2l z-(e&%%%ﬁéﬁén%ﬁdg&% R e 2 06T S methoxy-
de 2, N-Dicycl ohexyl 2- [2-

(;2%? %]ﬁcggstﬁ}/%z) p? erplzgﬁrr%ﬁazol %—y)’]l j JN- cﬂgy%foﬁg};yg Geetamide,

(S)Sz,ntmmaogtwhﬁ@g {hégnmthmmmw ‘benspimidazaldrdirpestamide,

( Zi\} %f ¢ g %xl%llgﬂlgf{y Kén l)tbﬁmoumdazol 1-y1]-2,N-dicyclohexyl-acetamide,

(ﬁbze@zdpmlaméi GBI RY) zbemz%?%@ ol e

pL%n ) a]ceéngd@ t et r af | uor o- et hoxy) - phenyl ] _

242 Nfl oﬂg{&}lﬂ b2n¥ S dazacetl?@ gfglt}hexyl N-(4,4-difluoro-cyclohexyl}- -

a£e4a—r(11]1e,1 2, 2-tetrafl uoro-ethoxy)-phenyl] -b

) (%%&D‘ 3% 09%1' oh %ﬂ%%—heltz%gmaﬁﬁi A de.cyclohexyl-N- (4 4-difluoro-

Cdehfﬂli*ﬁtwldﬁet hyl - bi pheny1-4-y1) -b enzo inmicl a
&?)Oj-iz b AWdiho-ppEieind Ij&»enﬁmﬁd&dalz@lyﬂﬁﬂ‘réx‘}'-ﬁ&cgelo][l@yl acetamide,

| b . 1

AT oy et o e

zm Dﬂcydiohatme[zazsaudmﬂnw p,bn@sﬂgr Yluopshorgpipidazpbl -} -acetamide,
%‘3 %choﬁgﬁﬁ d?or&@ﬁ'@meth@x@h&fyg =nzoimidazol-1-yl]-acetamide, '

l"oro [i) eny

D\F}’éioél? BHExhz3-d 1{150%)? 7 ?fj‘:}:zﬁuom %enzoumdlazoiyl }1 -acetamide,
22N b melgmaxml(zz% QiRneplycrsdy ibiedl)-pHluoembeizrimigazpbd -yl] -acetamide,

‘ 2é\1 xlfr)é%}ﬁ $ :}] [g ﬁ. %h %n%%lgnzoﬁéﬁ%zglzg yl)Lg-ﬂu&o benzoimidazol-1-yi]-

acaneidam de 2, N-Di cycl ohexyl-2- [2- (3
j10io0¢325. Yik) eriR NRh Aoni40AR elftuodo- bagtzpimidazol-1-yL]-
2@18%1011%}&; I\Ig cydéct)lﬁ}gxyl 2- d}a
acgamideny | - pyr i di n- 2- y1) - benzoi m dazol
2 N*—(I:ﬁ &R1Bhe 122[@ ﬂuorb&»(lﬂpmde%ﬁy-bﬁmom@azg 1yyl]-acetamide,

° 3 ' BazoB1-yl]-
@gﬁrgépi% 1# &u‘%et%)lib%g @rﬁﬂa?%’f}uoﬁgg&]ﬁﬂhﬁﬁ azob1-yl]
aeeﬁarhltd@ cydohexyl - acet anmi de, 2, N-Di cydohexyl1-2- [2-
2@3%(:11)@1’&71@)1 f6- fidrod- Vﬂ-)rrebﬁnis@kafﬂoﬂa&mbehzmmhdazol 1-yl]-acetamide,

acet‘am.d
Z(I*i-_l@q){cbqh@xgé Qﬁ,{& hwrop?y ]II-Iﬂp?r}ﬂ'o]sz y%e)begzeonnznédazol I yg)lacetdee,
2 lejlcycﬁ)hlék;dlzc B&sﬂﬂditergl-ﬂf}—amdty&mmlehenzl-ylp Aenzoimidazol-1-yl[-
E Aoro 6-met hyl - pyridin-4-yl) -benzoim dazol- 1

“2, N-di cycl ohexyl- acet am de .
N- Benzyl 2-{2-(4- chi/oro phenyi)—benzoumdazol— -yl]-2-cyclohexyl-acetamide,

N-Butyl-2-[2-(4-chloro-phenyl)-benzoimidazol-1 -y1]-2-cyclohexyl-acetamide,
2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl] -N-cyclohexyl-2-(tetrahydro-pyran-4-yl)-
acetamide,

2- [5—Chloro—z-(4—chloro—pheny1}—6—ﬂuoro—benzoimidazo1— 1-y1]-2,N-dicyclohexyl-



16

15

20

25

35

25
2, N2Di cycl ohexyl-2-(2-qui nolin-3-yl-benzoi m dazol -1-y
1) - acet ami de,

WO%O’_&@E{'}S%’M ohexy1-2- (2-qui nol i n-4-yl - benzoi ricetag@borlisivos

am de, 2- [2- 96 -
(3-Chloro-4-trifluoronethyl - p%enyl ) -benzoi m dazol -
a‘il% lie- 2, N-di cycl ohexyl acet am de, (S -2-

’Chl or 0- phenyl ).- benzoi mi-dazol - 1~ Vvi.}. . .
2 itigpo TR s S P S BT O A clohey-aceamide,
2([B-(StH06:9-pHe8¥] Y-bknzogmidazol-1-yl] -2-cyclohexyl-N- (tetrahydro-pyran-4-yl)-
lz-ré. - chl or o- phenyl ) - benzoi m dazol - 1 =yl ] ‘
acqg ’éﬁ’ohexyl acet anmi de, 2- ' _
2f[2-(¢ 4=-HDoepheryl hawydojmigerad di-vH -éa%’@phexxl-Nyqyﬁtlop_ropyl—acetamlde,

sy Cil s f b ] -4aA- iAys- i -1-yl]-ac ide, |
. zg\gg?cﬁ%ogée@f—%—é} t_S‘n?orbBJ)Ifﬂ 4G apRAAY-yIpBenyinidazol-1-yl]-acetamide

(244 -Chiogg B emer enesni ok BT T BE ARy of a6 Bty
ad&ahan) de, 2- [2- (4-Chloro-phenyl) -benzoim dazol- 1
SRR R LR SN o S T Facetamice,
(S)I\E—{:3/-(;4~ﬁhhﬂrthh@n}@).—bmzyﬂmid@@l—éml]q%syclq}wtyl—l\?-cyc opropyl-acetamide,
Zzz[g%%oﬁﬁéa@{oﬁ?&%gw 3% enZsimidizol- -3 -N-cyclohexyl-2-

ro- her% @éoi m dazol - 1 -yl]
(teplyier-graRyIY 2288 M6y o- phenyl) - acet ani de, 2- [ 2- 7
($4-Chl poatRheRYhy))-bhroinatmiotid zyb]-N-cyelyhgxyl-2-(tetrahydro-pyran-4-yl)-
- N- cy.dohexyl- 2- (4-di fl uor omet hoxy- phenyl)
AR Smi de, 5 2- [2- (4-Chl oro-pheny_l%}ien ofm dazol -
(Sl-&iﬁ-QthwﬁddF@W%pilf:(lﬂ)—Q-ﬂtmrqﬁngg,ogm& y 1 1-N-cyclobexyl-2-
(%&91"11 -%L%an—zzrl-ylg-%tet&ﬁizd@!zo][ Io- phenyl) -benzoi ni dazol -
(ka4 fpég-gﬁp%é)?{%,%3ggié%):ro[b%p%ir%_id%zw—%?—)é}ﬁ—dicydohexyl—
abdearbdakor 0- 2- f | uoro-rpheny! ) -benzoim dazol- 1 -y1] '
(%)%5 ~E%—?h%?o%§-§l%éﬁﬁénq%?g W@@i&&d— 1-y1]-2,N-dicyclohexyl-acetamide,

) eXx ¢ oo i
(%)22,BT-—Bicwéoltmlyz-m%mﬂmﬂf@rwlhé-ﬂapzo-*i@fs%aﬁmldaml-I-Yll-acetmde’

2z [%-C@ﬁlém—ﬁ?é—dﬁlo@—ph&yl) -5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-
[2- (3- Chl or o- 4- met hoxy- phenyl) - benzoi m dazol - 1-yl |

YOG BIEX Y| - acet ani de, . o

(S)-2- [6—Ch10r0-2—(4—chloro—phenyl)uS—ﬂuoro—benzoiImdazol— 1-yl]-heptanoic acid

cyclohexylamide, , _
(§)-2-[6-Chloro-2-(4-chloro-phenyl) -5-fluoro-benzoimidazol-1-y1]-N-cyclohexyl-2-
cyclopentyl-acetamide,

2-{2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,
2-[1-(Cyclohexyl-cyclohexylcarbamoyl-methyl)-5,6-difluoro- 1H-benzoimidazol-2-yl]-
benzoic acid methyl ester, _

2,N-Dicyclohexyl;2— (5,6~ diﬂuoro-2—pyridin—Z—yl—benzoimidazol— 1-yl)-acetamide,
2-[2-(5-Chloro-thiophen-2-y1) -5,6-difluoro-benzoimidazol-1-y1}-2,N-dicyclohexyl-

acetamide,

' 2-[6-Chloro-1-{cyclohexyl-cyclohexylcarbamoyl-methyl)-5-fluoro- 1H-benzoimidazol-2-

yll-benzoic acid methyl ester, ,

2- (6—Ch10r0—5—ﬂuor0-2—pyridin-?,—y};benzoi_midazol-l—yl) -2,N-dicyclohexyl-acetamide,
2—(6—Chloro—S—ﬂuoro-2—pyridin-S—yl-benzoimidazol— 1-y1)-2,N-dicyclohexyl-acetamide,
2-(6-Chloro-5-fluoro-2-pyridin-4-yl-benzoimidazol-1-yl) -2,N-dicyclohexyl-acetamide,

© 2-[6-Chloro-2-(3-chloro-thiophen-2-y1)-5-fluoro-benzoimidazol-1-yl] -2,N-dicyclohexyl-

acetamide,
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 ($3-;-0i-CARkhphetyd R A0 lo- BerydimiBarbl-UgHel B-

(S)-2-Cycl ohexyl-2- [2- (2,4-dirnet hoxy phenyl)
-benzoi m dazol - 1-)4] -N-(2,6-dinethyl -
phenyl) - acet am de, 2- [ 2- _

0 phenyl) - benzoi m dazol - 1-yl] -  pcr/EP2007/055994

WO%"“@&‘}{’% exyl-N-(4, 4-di fI uor o5cydohexyl) -

acetamde, (S) -2- [2-
2( é A3 g)aff&%]‘%u@@@ﬁ OL- 6@ 640 behzdihlidazol- 1-y1]-2,N-dicyclohexyl-

yclo di f1uoro- cycl ohexyl)

‘ae@?@ﬂamde (S)-2- [24 2-Am no-pyridin-3

(S)yﬁ-}\k @W&Qﬂﬂd:hﬁ)rgibheﬂyly-B}ﬂuoro-benzoumdazol 1-y1]-3-ethyl-pentanoic

iC exyl -‘acetam de, 2, N-Di cydoh exyl-2- (6-
a?‘%ﬁi‘ﬁkg‘ﬁx ‘{Ele’dl n-2-yl - benzoi m dazol -

[a{{féﬂamfdﬂuorﬁez - &Iu@ocghtgﬁébyqzogmdﬁzo;}l }{] EN dicyclohexyl-
abtdtnidl met hoxy- phenyl) - 6-f | uor o- benzoi m dazol - 1-y1]
-acet dr ni de, 2 N- Di cydoh xy

'2( a Ccimonseni by beass i b i3 et et

MyDceseddehexyl-2- [ 2- (2 3 -difluoro-phenyl)
k}éjgjro;%gzﬁggnzm m d?@hu&o%%hzouﬁﬁﬁ%cﬂm )91]92 cyclohexyl-N-

c;(d_hpiandl a@temiﬁgf, phenyl) - 6-fl uoro- ben201m dazOl - 1 -yl]
t(%ﬂ?) 1IN &ngfbegéféoﬁnda[zah 1]-N-cyclohexyl-2-(tetrahydro-
gqg rggnhe% Elgi 2H pyrazol - 3-y1) - (1; fl l?(;ro benzoi rai

Pﬂ‘aﬁﬂﬂf -agptamig ’25 acet ani de, 2, N-Di cydohe 3/1 1Zh % .
ICyciohexyi-acetamide,

LR i vod e G R O S
pyracel-girackamide,N- Di cydohexy1- 2- ( 1,5 |

e zélengl Fedyt-N-
2 {@'d‘ll?&%yzlgﬂthl&)d MD%W,{E’BEJC &%?iglﬁleaxyilng pindydlake;!

'(T[EBaIWdH‘bPWE 4(§ ’ﬁé?tﬁ‘wdel soxazol - 5-y1) - benzoi ni dazol - 1-

2)-DicyaleRé:avb de, (3 liiNe Biyyrdhaphouyl)- 26-djfiotd-benzeingidazol-1- yl
1%%{5 rrol -2- y1) - benzoi m dazol - 1-yl1] -acetam de,
‘cydohexy1- 2-
2{1\6Dﬁ¢yulohcyq@2( 3—(&&@9@’%@%@@@%’& & yongchenerimidagalah vy
acetam de, 35 N Benzyl-2- |[2-

(g (gygﬁ egavp{;%g)eq Jenhaes dgﬁ@%?zogl‘%-} 2-cyclohexyl-N-(1-isopropyl-2-
n(e‘ﬂly(b-l'pk@ry@=@:haﬁydé benzm m dazol - 1-yfl

2TE YNy Lagtse k @s. figorcl BenrbihibIOL-91 PGByl N-(1-
EON%’}’bEﬂ?ébGﬂrPIQP)(H é‘f ider o- Pyr an- 4- 14) -
2-[2-(3-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl|-2,N- dicyclohexyl- acetam1de,
2-[2-(2-Chloro-phenyl)-5,6- difluoro-benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide,
(8) 2—[6-Chloro~5—ﬂu0ro—2—(4—ﬂuor0—phenyl)—‘Denzoimidazol—1—y1}—2,Nndicyclohexyl-
acetamide, :
(S)-2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol- l—yl] -N-cyclohexyl-2-
(tetrahydro pyran-4-yl)-acetamide,

2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl] -N-cyclohexyl-2-(tetrahydro-pyran-
4-yl)-acetamide,

2-[2-(4-Chloro-phenyl)-6- ﬂuoro benzoimidazol-1-yl]-N-cyclohexyl-2-(tetrahydro-pyran-
4-yl)-acetamide,

2-[2-(4-Chloro-phenyl)-6- ﬂuoro—benzonmdazol 1-yl}-N-cyclohexyl-2-(tetrahydro-pyran-
2-yl)-acetamide,

2-[6-Chloro-2-(4~chloro-phenyl)- 5 fluoro-benzoimidazol-1-y1]- -N- cyclohexyl-2-

(tetrahydro-pyran-2-yl)-acetamide,
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acel am de, 2- [ 5-Chloro-2-(4-chlo
ro- pheny1l) - 6-fl uor o- benzoi m dazol - 1-y11l
-2, N-di cydohexyl - WD 2008/ 000643PCT/ EP2007/ 055994 -

wo?zgosg)o%‘i tamde, 2- [2- (4-Chloro-phenyl) PCT/Eonmmsgggi

, | uor o- ben2oi m dazol- 15y11-2, N-di cycl ohexyl -
etani de, 2- [2- (4-Chloro-phényl)- benzoi m dazol - 1-yl ]
(3)2-2 FN é(atlsgéiyr Np§ ﬁ%&f@ﬁyﬁh&ﬁg&me H’en)/ii?vl) basetiadas, 1-{H)-

or 0- phenyl ) -benzoi m dazo
acgiqmidg, cydohexyl - N- cycl opr opyl - acet ani‘de,
(Q) N@(Q—XMI&E%&ﬂyl)ZS 6[cﬂﬂuc(r0~benzom11dazol 1-y1}- 2 N-dicyclohexyl-
phoI in-4-yl- pyrl di n- 3-y1) - benzoi m dazol - 1-yl ]
ac‘%i%‘& $ni de, (9)-2- {2-
(6142-Ch(HGhlgrhehyy)-Beéhwet- hergaireidazol-2 -1 Nr gkl (ferafydro-

Iﬂy@ﬁ%a%‘[ﬁlﬁm—& y1l)- acetani de,

cyclo

B ﬁé%gé‘gﬂwfhﬁﬁﬁf'-%ﬂ‘ﬂéiw%2‘?8’%M%‘"&'Y&%?@?YP‘OE?’%’% (etrabyro-
ef-glifad@amikl,
?g@ﬁ é g ((’% %}%1 0%‘0 G'i]llﬁf};lg 6%%?()/ Ber%%ﬁﬁﬂ'afﬂl q%PNE%Y-C%L_EKYL?‘ -(R)-tetrahydro-

cl opropyl-acetam
pﬁf@n@wﬁoacgtamlfé&l chl or o- phenyl) - 5-f | uor o- benzoi m dazol -

( IZ’%Q—'(M&E%@KM }-64tuoro-benzoimidazol-1-yl]-N-cyclohexyl-2- (S)—tetrahydro-
tetr ydro yran-4-yl)- acetamde (S -2- [2-
pyenchy ‘thyl) benzoi m dazol - 41-N-cycl ohexyl - 2-
2( [tze@t(akﬂydf ph@yk)@ﬂdemﬂbenzemn@zahid NE%lgt@yyl2- (tetrahydro-pyran-
862 (4-chl or o- pheny1) - 5-f | uor o- benzoi m dazol -

€
2@§%MCI ;%I:(gx %h:l;l-é rogplearsP - Hw@thoxywbenzoumdazol 1-yl]-acetamide,
2L 2- (4 }ﬁhhﬁ penh}heenﬁﬂeﬂr ozy-Beioihidarel- bah2-ticdalatyllacyhmide,
g%)cfhm —GZﬁng%et %H]oxyebengogmdgzol [1%71 -2,N-dicyclohexyl-

acé@ﬁﬁﬁe,l m dazol 1- 2, N-di cycl ohercyl - acetam de,

2-[2-(3-Chloro-4-methoxy- phenyl) _6-methoxy-benzoimidazol-1-yl]-2,N- d1cyclohexyl—
acetamide, :

2-[2-(4-Chloro-3-fluoro- phenyl) -6- rnethoxy -benzoimidazol-1-yl]-2 N-dicyclohexyl-
acetamide,
2-Cyclohexyl-N- cyclopentyl -2-[2-(3,4- dichloro- phenyl)-6-methoxy-benzoimidazol-1-yl]-
acetamide,
N-Cyclohexyl-2- cyclopentyl -2-[2-(3,4-dichloro- phenyl) -6-methoxy-benzoimidazol-1-v1]-
acetamide,

2-[2-(4-Chloro-phenyl)-6- methoxy—benzonmdazol 1-y1]-2-cyclohexyl-N-cyclopentyl-
acetamide,
2- [2—(3-Chloro—phenyl)—6—methoxy—benzoimidazol— 1-vl] —Z,N—dicyclohexyl— acetamide,
2,N-Dicyclopentyl-2-[2-(3,4-dichloro-phenyl)-6- methoxy-benzoimidazol-1-yi]-acetamide,

2-[2-(4-Chloro-phenyl)-6- methoxy-benzoumdazol— -yl]-N-cyclohexyl-2-cyclopentyl-
acetamide, :

2-[2-(4-Chloro-3-fluoro-phenyl)-6- methoxy-benzoimidazol-1-yl}-2-cyclohexyl- N-
cyclopentyl-acetamide,

2-[2-(3-Chloro-4-methoxy-phenyl)-6- methoxy—benzoumdazol 1-ylj-2-cyclohexyl-N-
cyclopentyl-acetamide, 7
2,N-Dicyclohexyl-2-[2-(4-fluoro-phenyl)-6-methoxy-benzoimidazol-1 -yl]-acetamide,
2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl] -2-cyclohexyl-N-cyclopentyl-

acetarmide,
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WO 2Dis(oads

20 (S)-2, N-Di cydoherry1-2- [ 2- (2,3-difluoro-phenyl)

-6-fluoro-b enzoi m dazol - 1-y1] - acet am de, 2-

[ 6-Chl oro-2-(4-chlo ro-phenyl)

-5-11 ugr 0- benzoi m dazol -1 -y11- N-cydohex- y1P(?[7EP2007/055994

%tyl -acetanmide, (5)-254][6-Chloro-2- _

(4-chl oro-phenyl) -5-fl uoro-bénzoimd a 701- -yl] S

-mept 1.C4 AG A Whand:&benZiimidaYol2t-yvl]-N-cyclohexyl-2-

2[@%@?@-%%%ﬁ%&%@%ﬁ&yl)ﬁ& fl uoro- ben}zf(])i m'qtrnlazoIX}j

ciclgpeptyl-peesapeiddher ry1- 2- cycl opentyl - acet ani de, 2- [ 2-

2([4=Et196- BRpAYH-2-y1 B6frhdths:g-tearndmidaraalz gl -Nr-cyd ghexyl-2-

-2, N-di cycl ohexyl -acetam de, 2- [1 - :

C(%SWF‘B’E‘@&&VW— tydohexyl car banoy! - net hyl ) L

Z-Gyc&bdbﬂJqurcbhtﬂdﬁeﬁz&hﬁjdbl@m-P@nyli‘ﬁfmﬁ@ﬁ%b%mﬁ&“éaml‘1'5’1]‘
| ester, 30 2, N-Dicycl ohexyl-2- (

2 [;zi(;s:@,glgq%gﬁﬁ’c{yzgr? E;ﬁ%&ﬁﬁﬁg RSN AT S22 A 2 Leyetohexyl-N-
ABofhtypagtiidephen- 2- y1) - 5, 6-di f 1 uo _
2{ [%;(gﬁ&ég%[—%_yq'%%nqlit :yﬁigfm'\é-tgéﬁ)ﬁ%f?%%aﬂ— 1%?&,@@(1%@10@6){)?1—

acyahihexyl - cyclohexylcar bamoyl - met hy1) - 5-f1 uOr0- 1
ngb(%%ﬁbm-ﬁ%yﬂ) 62methbly-BERBGh 2R L §1 MRt Yibh &51-2icyclBentyl-

age@ar(gqlp,or 0- 5-fluoro-2-pyridin-2-yl -benzoi m dazol -1-y1)

2: (2, (BClilspch-ahaoxbatendirodecth@xy-fengoi@idagrlol Sl f2Ndlicyclopentyl-
ro-2-pyridin-3-yl-benzo i mdazol-1 -yl)

a3 cycl oher ybacet ani de, 2- ( . .
20N-Tityolobei-2+ G anehoxyp g ditthurems hplepzisingd gk Binzqinydszol-1-yl]-
aFE l.cydoher cyl -acetam de, 2- .

A o ia o ot gy

QRBdBRE]T/ EP2007/ 055994 - 27 - 2- [ 6-Chloro-2-(
-chl -t hi - a | im . _
z @f_:(%c??gggdg%%ﬁgfg}mgggé&%@%@lﬂ%mh%WFQJcmxskﬁﬁﬁmJeydweam
acetamde, an

N-Cyclohexyl-2-cyclopentyl-2-{2- (4-fluoro-phenyl)-6-methoxy-benzoimidazol-1-yl}-
acetamiide, _
and pharmaceutically acceptable salts and esters thereof.

Other particularly preferred compounds of formula (I) are those selected from the
group consisting of '
2-[ 1—(Cydohexyl—cyclohexylcarbamdyl—methyl) -1H-benzoimidazol-2-yl]-benzamide,
(8)-2,N-Dicyclohexyl-2-12-( 2,4-dimethoxy-phenyl)-benzoimidazol-1-yl] -acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol- 1-y1]-2,N-dicyclohexyl-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl] -4-methyl-pentanoic acid

cyclohexylamide, _

2-[2- (4—Chloro—pheny1)—benzoimidézol— 1-y1}-N- c_yclohexyl—z-(4—tﬁﬂuoromethyl—phenyl) -
acetamide,

(8)-2-Cyclohexyl-2- [2-(2,4—djmethoxy—phenyi)—benzoimida_zol— 1-y1]-N-(2,6-dimethyl-
phenyl)-acetamide,

(S)-2-[2~(4-Chloro-phenyl)-benzoimidazol-1-yl] -2-cyclohexyl-N-(4,4-difluoro-
cyclohexyl)-acetamide,

(S)-2- {6—Ch_lor0—2—(4—chlorb—phenyl)—5—ﬂu0ro—benzoimidazol- 1-y1]-N-cyclohexyl-2-

* (tetrahydro-pyran-4-yl)-acetamide,

($)-2-[2-(5-Chloro-thiophen-2-y1)-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,



(S) -2- [6-Chloro-2-
(4-chl or p- phenyl) - 5-fl uor o- benzoi m dazol - 1 -yll -3
-et hyl - pentanoi ¢ aci-d cycl ohexyl am de, 5 2- |
6- Chl oro-5-fluo ro-2- (4-fluoro-phenyl)-beng 55994
WO IF/H4981 - 1 -y11 -2, N-dicycl exyl Zlcet am@gg{EP%{WFZ-
(4- Chl or o- phenyl) - ben20| m dazol - 1 -yl]
- ycl,ohe DybI=1-pN AR¥lahoic acid
S FH PR bbbl éﬁ?ﬂgf?"@ﬁ%ﬁbe@ﬁﬁ% ey
cyclhityleonide,benzoi mi dazol - 1 -yl] -2-cycl ohexyl-N- 10
5 g@&%qg Ryl &gﬁgtlﬁﬁhﬁ@s fBrord-benzoimidazol-1-yl}-2-cyclohexyl-N-
oro-p 1 di fl uor o- benzoi m dazol - | -y1]
(tetrahayga- Biﬁé‘iq‘}lr% %ﬁfaé‘i‘l &hydro- pyran-4-y1)-acet am de
3 §LX3 C&}orb%henyl) 5,6-difluoro-benzoimidazol-1-y1]-2,N- dlcyclohexyl—acetamlde,
OHPARY 100 8 LU0 O BSDEALIA2Z0) bduzoihiazol- 111
acet am
a@ta@ﬁd@hl oro phenyl) -5, 6-di fI uoro benzoi m dazol - 1-y11
% ?{&l @H@théﬂ‘y()t—ﬁgfdﬁhib%-ﬁenzbﬁmdaml 1-y1}-2,N-dicyclohexyl-
SBW 4-y1l)-acetam de, 2- [6- Chlor02(4 chl o ,
aqe %nyl ) -5-fluoro-benzoi m dazol -
10 (5)22' ey Od- Ql‘ﬂle)«ybhd‘;lryl)( 6-GubaRydromigazah! 41 ﬁ)cyfé@é%ln% -§R); tetrahydro-

D h 1-2- [2- (3
p H?'r%ﬁflpxc%:)n n)(;ypheny[l) (6 di fI uo @ 1 9l S)ltetrah dro-
(s)yzllz ~{4- @hletcanh@éfl) @@ugrqdaqaze% Ef;}’ ‘fénhe"?% 4

h_r}e}qq%tgm&goa@enyl) 6-fl uor o- benzoi m dazol- -yl].
cet ami de,

TR e e b par Al “e“fa%d”‘wm'
15 2-yR-&ydeahéxyl- N4 1-isopropyl- 2-
a%%pl%’nageu?géﬂgy fc gb%@aﬂ andesters thereof,

I'oro-p enyl) 5-fl uoro-benzoi m dazol -
1-yl lt(wﬂl be appreciated that the compounds of general formula (I) in this invention
may be derivatised at functional groups to provide derivatives which are capable of

conversion back to the parent compound in vivo.



25 isopropyl - 2-nmet hyl - propyl) - acetam de, 2- [2- (3

- Chl or o- phenyl) -5, 6-di f| uor o- benzoi m dazol - 1-y1]

-2, N-di cydohexyl - acet am de, 2- [ 2-

(2- Chl or o- phenyl) -5, 6-di fl uor o- ben20|n1da@@hﬁuﬂmyﬂ$xw4

WO 200308058 cycl ohexyl - acet anide,, ( S) -2-

10

" be carried e.g. in a suitable solvent such as e.g. dichl

[ 6- Chloro-5-fl uoro-2- (4- flﬁoro phenyl)
. be ol mn%[%ﬁ% e 8{['%1 s fo% ;;r\)a_esﬁfoﬁ yaehexycturacttoamiogeds of

or o-

fomﬂﬂ@@lmsfdeﬁmdcﬁbbé@a SIS Co}f’iﬁr&?i“] reliptigpgtaigmppugd of
ﬁwéﬁﬁ%;phydro pyran-4-yl)-acetam de, 2- [2f -
- Chl'or o- phenyl ) -5-fluoro-b enzo'imd a zol- 1-y1]
- N-cydohexyl-2- (tetrahydrogpyran- 4-yl) -acetam de,
2- [2- (4-Chloro-phenyl)-6-flNuorg benzoim dazol - 1-yl ]
- N- cydohexyl1-2- (tetrahydro- &r - 35 4- y1)
-acetam de, 2- [2- (4-Ch] phenyl )
-6-f 1 uor o- benzoi m dazolR® 1- y1}—-@¢ cycl ohexy1- 2-
-acet/am dgs 2- [ 6-Chl oro-2-

oNp

(tetrahydro-pyraanz-yl .
aﬁ I mdazol - 1-yl]

(4-chloro- phenyl)
-N-cycl oheryl-2- (tet
WO 2008/ 000643PCT/ J HQA = 28(H
(S)-2,NDicycl oheryl - [6-fludkg;2-(3

-nmet hyl -t hi ophen-2-y1)-R enzoirni azol - 1-y11 -
acetam de, (S)-2- [2- '

2- Chl 5 6-difl m dazol - 1.-y1
whezaNRREGE] BREE Ra@@t% i grterned vl dazo yir

ompound of formula (IT) can be performed under reaction

The cyclisation of a.¢
conditions well known to the person skilled in the art. Such cvchsauons can conveniently
oromethane at a suitable temperature

in the presence of a suitable reagent such as free PPhs or-resin bound PPhs.

The preéent invention also relates to compounds of formula (T) as defined above,
when prepared by a process as described above.

ula (I} can be prepared by methods known in the art or

The compounds of form e T,

2
as descnbed below. Unless otherwise indicated, the substituents RY RA

and R® are as described above.
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5 (SL -2-)[2- (4-Chlo
r o- phenyl) - 5-fl uoro- benzoi m dazol - 1 -yll
-g-cgclohexyl-z- (tetrahydro-.pyran-4-§1)-acetanide
wo g k2ol Chdor o-phenyd) &1y or o benaahmiamasso
- - e - -
-acetarnide, (S)-2- [2- tsphydro- pyran-4 -yl)
gﬁl: %%éﬁgg?ﬁ?%&uh?% étdé?rrd?l;gtiﬁ ﬂieopd )rBieflEinodntiot-cyd be prepared e.g.
by thel meibedsaumid geocedwys givery @ef?%%%ﬁ_prgceﬁxgquf fhe preparation of
corhRERRERY okt | LPharhenzahnicdanebeod- y1]
-NFcydohexyl-2- (S) -tetrahydro- pyran-2
izl- ﬁgtankge, 2- [2- ]!
- Chlwgr o- phepy1) - 5- f | uor o- benzgyi dazol -yl R\
iN—cygoheryffg- (tetrahydro-p ;h%?LZ-yl) -gc]etamd@o:{?l’R2
52, N- Di cyﬁoﬁexyl;z- [ 2- 43,4-?}€%Ioro-@henyl R 7/R3
RL; 6 fqhoxy- benzoi m dazol -% N aet aﬁﬁi—'de—»z-‘)*T 0<% N
-9 of o- pgenyl) -6-neth nzoi m dazol - 1- O R
e 27K gi cydo gxyi-acetanid%, s r' (5 S N
iChiord%ghlmphen-Z-yl) - 6- met hoxy- Benzoi i dazol -
-yl] -2, N-di &/cl ohexyl - acet &nmi de, 2- [ 2- R?=H
(3-CEIoro-4-nethoxy-pheny|) - 6- et h ¢
oxy-benzoi m dazol - 1-yl] -2, N-di - R? = lower alkyl
a?Ftanideh 2- [2-(4-ChILro-3 eyetohexyl- 20
- fl uor o- pheny1) - 6- met hoxy- benzonni - 1-
- 2, N-di cydohexyl - a etan¥ : nn{dazol -1 vl s
Tn 3s@adhengghic pelEgr s tey‘iig’%.o% @%-afldﬂawlamme 1,a carboxylic acid 2,

an?isoﬁﬁﬁ&@;ﬂmamﬁ@zéﬁa 26 comtidread/toein 20p ralked AF-1ypg reaction (step &
e

acetam de, 25 doh . ]
tygigal @rqﬁegﬁqeﬁpay 5 eyﬁjlfﬂacé&n;[t%ﬁ%ﬁ{lm (I%%'s%& Ni&enhofer vol. 2,

A@eehrmress, N.Y., 1980, pp 365-381). In a subsequent mtramg‘l%egdlér St%ildling'er-type
reaction with a suitable reagent such as e.g. PPhs, the azido bisamide 5 is converted to the
benzimidazole I, which can be optionally N-alkylated by deprotonation with a strong base
(e.g. NaH or LIHMDA) and subsequent treatment with an alkylating agent RE-X with X
‘being a typical leaving group such as e.g. CL, Br, I, SO»alkyl, SO:fluoroalkyl, SO,aryl (step
¢). Many of the building blocks 2-4, particularly the carboxylic acid 2, are commercially
available. If not, they may be prepared from commercially available starting materials using
procedures described in literature and typically known to those skilled in the art. The
isonitrile 3 can e.g. be obtained by dehydration of the corresponding formamide R'-N-
CHO with a suitable reagent such as e.g. phosgene, POCl; or Me,N=CH'Cl Cl. Aldehyde 4
can e.g. be prepared from the corresponding alcohol by oxidation with a suitable oxidant
such as e.g. tetrapropylammonium perruthenate(VII). The 2-azidoarylamine 1 is usually
preparec'[ in three steps from the corresponding 2-aminoarylcarboxylic acid, which is
converted into a 2-azidoarylcarboxylic acid by diazotation with NaNQ; in a suitable solvent
(e.g. methanol) and subsequent treatment with a suitable azide salt such as NalNs. The
resulting 2-azidoarylcarboxylic acid is then converteted into 1 via Curtius rearrangement of
the 2-azidoarylcarboxylic azide obtained from the 2-azidoarylcarboxylic acid by its
activation of with a suitable reagent {e.g. chloroethylformiate in the presence of a base such

s {

as {riethylamine) and subsequent treatment with a suitable source of azide anions {e.g.
sodium azide). The 2-azidoaryl amine 1 can alternatively be prepared via the 2-
azidoarylcarboxamide obtained by activation of the 2-azidoarylcarboxylic acid with a

suitable reagent (e.g. chloroethylformiate in the presence of a base such as triethylamine}



2- [2- (4-Chloro-phenyl) -6-nethox Im
y- benzoi m dazol -
1éy1] - 2-cycl ohexyl - N-cydopentyl - acetam de, 2- [2-
(‘2 - Chr!‘or o- phenyl) - 6- net hoxy- benzoi m dazol - 1 -y1]
-2, N-di cycl ohexyl -acet am de, 30 2, N- D cyclrayerrgulr625994

"WO 2405/00064 i
080006433 4. di chl or o- phenyl ) <6- net ho3qy-benzo imd a
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zol -1 -yl] -acetamde, 2- [2- (4-Chloro

- 6- artl M= - phenyl
and %gbmt Q%@%ﬁ&g%&‘ £H326dia. This yrdide is converted i_nto-yl 11)11 a so called

, 8%11% exyl-2-cycl opentyl - ac t@m‘ 3 &1. A

FifarGhteomrenrepoy GSBREIY: E R RSy DERTo Sasol - 1

-ylj -2-cyclohexyl -N- cycl opentyl - acetam de, 35 2-

E é' If(ot%ﬁ Gh{k@rsﬁrtﬂngmmhﬂalye@wmnupds of formula (ISl contain one or more
fﬂl&,c.ﬁéeqt ; 0X ;‘/"T .%E‘iag‘lf Ig%t%?agg’oif gl?e'l\li}é%ﬁge ag%étgﬂl@ﬂ_&axiy)h-c?hditions of one
or frforé tecricor stre mpb)orBLIRT GBI (A SR LIe 4 Protective

Gr@@ﬁsﬁ%ﬁygxygg ém{sgryr”_ 163F. GhiGredne-apth Paml. Watts, 2%Ed], 1991, Wiley

N yhn b g%@g%gz@,@igﬂ@ aég{i%%ta% x{)g%g a9 Rrell known in the art.
sudPPRIQEAS d2ided LER2GORH 0500 Interatige of the synthesis using standard
ol O-

mq[ﬂ%(i 37 %ﬁ@%%?‘gﬁéﬁﬁéy phenyl ) - 6- net hoxy- benzoi m dazo

exyl-2- cycl opentyl -acet ani de, 2-

[ 245 -Cnl -t hi -2- - G- N ‘
2 L LRSI ) s TR At DL gy cn
- . ; LG e, 2 ,

ob a%(%séggﬂﬁcﬁirﬁ#ﬂé&{emd orZnantiomers, which can be separated by fethods
w\egl knoa:@é{l I Cad’bg.rgpfcgﬂ'z%] m@%rwsﬂﬂﬂﬁ&? RA Qinfik d@zpdurills yan e.g. be

separated into their antipodes via diastereomeric salts by crystallization with optically pure

acids or by separation of the antipodes by specific chromatographic methods using either a

chiral adsorbens or a chiral eluent.

An alternative approach to the preparation of compounds of formula I is llustrated

in the scheme below.

R\ t
. N o 3 R N R1\ Rz .
N .

. 3 . !
RB H 4 RBO :S/ R3 RSO :S, R3
. 7 b

7 . a8 R
R NH, s 1 B NYR4 -+ R N,
G wo A8 R
4 N
R . NH 0},-—R NH R _

7
]
R® Boc R !
6 , ' ] R2=H
\:' R2 = lower alkyl

In this approach a mono boc-protected ortho arylene diamine 6, a carboxylic acid 2, an
isonitrile 3, and an aldehyde 4 are condensed in an ofganic solvent such as e.g. methanol in
the presence of an acid (such as e.g. HCI) to the bis amide 7 again in an Ugi-type
condensation (step a). Bisamide 7 is deprotected with TFA and cyclised to the desired
benzimidazole I (step b), which can be optionally N-alkylated by deprotonation with a
strong base {e.g. NaH or LiIMDA) and subsequent treatment with an alkylating agent R*-
X with X being a typical leaving group such as e.g. Cl, Br, I, SOzalkyl, SO, fluoroalkyl,
SOyaryl (step c). Typical procedures applicable to this approach were described e.g. by
Tempest et al. in Tet. Lett. 2001, 42, 4959 — 4962 and 4963-4968, or by Zhang et al. in Tet.
Lett. 2004, 45, 6757-6760.Mono boc-protected ortho arylene diamines 1 are commerically

available or may be prepared from the corresponding unprotected diamine by treatment
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2-
[ 2- (5- Chl or o-t hi ophen- 2-y1) - 6- met hoxy- benzoi m dazol -
11-2- cycl ohexyl -N- cycl opentyl - acet am de, 2-

WO[ZQXS(@O@I%I oro-pyridin-3 -yl)-6- ethoxy- benz oi HATER2 71055994

1 -y11-2, N-di cycl ohexyl - 10“3?tf1etamde 2- [2- (3-Chlo

Wl&t %&Q@@?&: t hOX gﬁ?@g}l{g‘ 52 éfi:lglﬂnajeas eyg ]TE—I; in the presence of a

b(a&-s@hhmogdumhppkglhﬁle) - 6- net hoxy- benzoi m dazol -
1-yl'] -2,Ndicycl opentyl - acetam de, 15

2, N ﬂ@e)éﬁ!xp&e% re% functional groups present in I { such as COgalkyl ammo
[ 6- met hoxy- 2- quorog%hl- yr 1di.n enz0

H PP ofyane ?IIC'I“PS a Shei #ay bo emat@d@ ofhisF IFHP RENPDUSIng
tygidal stﬁndmﬁ Ip@ocyddixenlzmm?ﬁ wakodeskillyd In th2 aty ek abdiicron Nf -COgalkyl

f.] oxXy" t) LS rﬂggrdlj(sm 0{ L%ang]l%yl%] b@zﬁ—al%la s{lllyse%uent optional

COW@]NQRQ@@bltdt%ydcy’lwt@y@ﬂmﬁgmupﬁb acet ami de, and
N- Cycl ohexyl- 2-cydopentyl-2- [ 2-
(4 flIﬂkﬁ‘[eQ)fMﬂU)l ﬁraf@?fbl@@%)h:ﬁ?ﬁ@ﬁsmfﬁﬁﬁﬂtﬂa' (Dlcothdin t)ne or more

$ gll har % tical accepta glltsad
%‘(‘?‘L&S ﬁ Hg S %Jiti: ?I]" %‘Er 8? Q‘LF 101t Conditions Of one
0C OO madisomﬁepfsoapmd)Lala(td Progaceng Bmgs ésldefcctlbcﬂ §.g.0om Prlogective

b nd
igﬁ’ ?199 @géﬁgﬁgl g};aF%g n(%g;egne naéntth;/F)M Wutts, 2°° Ed., 1991, Wiley
5&h E%}nﬁqoégge@ beé)_rg, the ayes sigriagelying methods well known in the art.
8(18) protdetibl giubober belre@rovdd & lter stage of the synthesis using standard

r?éélj‘ Cgl ef%l%oa(}n QP?err]é/t%Pe benzoi m dazol - 1- y1ll- acet am de,

(4- Chl or o- pheny1) - benzoi m dazol-- - 2, N-di cycl ohexyl - ace
t ami Heconpgpngds (2), (3), (4) or (6) contain stereogemc centers, compounds (I) can be

ob#ied-ChiRu@esRiT AB¥eteoRRAZGH dHaflBE@brs lwiikch can be separated by methods
f et h¥ Hoent anoi £.8 l[_I(E,

well known n the art, €.g. {chira ? LC or crystallization. Racemic compounds can e.g. be

separated into their antipodes via diastereomeric salts by crystallization with optically pure

acids or by separation of the antipodes by specific chromatographic methods using either a

chiral adsorbens or a chiral eluent.

R’ as present in (I) after steps 4 and b or steps a, b and ¢ in above shown schemes may be
transformed into or replaced by other R’ using one or a sequience of reaction steps. Two

possible examples are given below:

a) R' = CH,Ph may for instance be removed using debenzylation conditions {e.g.
hydrogenolysis in a solvent such as methanol in presence of a catalyst such as Pd{0) on
charcoal powder) and a new R* can be introduced ¢.g. by deprotonation of the resulting
CONHR? with a strong base (e.g. LIHMDA) and treatment with an alkylating agent R*-X
(X being a typical leaving group such as e.g. Cl, Br, I, SO;alkyl, SO fluoroalkyl, SO,aryl, and
R! being C;.1p0-alkyl, lower-alkoxy-lower-alkyl, lower-alkoxy-carbonyl-lower-alkyl,
cycloalkyl, cycloalkyl-lower-alkyl, aryl-lower-alkyl, di-arvl-lower-alkyl, heteroaryl-lower-
alkyl or heterocyclyl-lower-alkyl) or alternatively by a PA(IT)-promoted coupling with R*-X
(R being arvl or heteroaryl and X being Cl, Br, I or OSO,CF3) :

b) Amidolysis of the —CRE’CONRIRZ—moiety of (I) to -CR’COOH may be carried out using

suitable conditions such as heating in isopropanol in presence of NaOH or LiOH. A new
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30 cycl ohexyl am de, 2- [2- (4-Chloro-phenyl)
-benzoi m cl azol - 1-yl ] :
- N- cydohexyl1-2-(4-trifluoronethyl -phenyl)- acetam de

WO(ZSQS[(QQ%? cl oher y 1- 2- [ 2- PCTfEPZBUWOSSQQ-’I

(2 4- d| rret hoxy- pheny1l) - benzoi¥i-dazol - 1-yl] -N-

1 1@{&_ %%ﬁsm%imaﬁe%%rﬁs ?—ﬁ\ﬂfi5 a.r&? 21 typlca{ peptide couplmg

rqu@]n-szdn:m EOIT; NCC(ot, 1241di. f | uor o-
cycl oheryl)-acetamde, (S) -2- [6 -Chloro-2 -

I{uﬂctg‘d'ﬂﬁp 01%161 J‘;ﬁ[’eaye%)c ot f WhRh QredfN 2QAbIRI0H 384Gk actie under the reaction
cefléfl? dans bR Oizzﬂhy Icioneties: ¢ bepegteged pih gpprepriate
p®di1ﬁettdg gropise ne Reserybk) e-gbﬁﬂmd)mﬂi&z(}}bups]mﬁrkamc Chemistry” by T.W.
e AR 12581 A1 ) oo e s
niethod el kahivorin theary Sedh proteciibggnpips Gnfbie m@m@v@é@h 2 bitgristage of
tﬁ@s%fﬁ{hehs wlihg siheRiranRkifodaab@ribaTnahenktame.de, 2-
- Chl oro 2 (4 chlor o- phenyl) - 5-fl uoro-benzoi m dazol -

g-t Sellt ]rl‘g vgrsb% a(;tjr? c&)m;)ﬁm% 8&05%11&6(1) 1§t02a pharmaceutically acceptable
s{tlﬂea(rﬂx@himd@uph}e frydtineSi 6-sdiclt h pomperehzith mi dergahic acid, for

exéﬂ)q!)le a %y&!’oﬂhl‘fcy&kcp by ag Fof Eﬁ?ﬂp@@ hydrochloric acid or hydrobrormc acid, or

N Di cycl oheryl
T froggave adqssuak el furin et mitsic acidls phasahors addgie orr-vith an

oy ahn(:acﬂl@ Qichms dor example, acetic acid, citric ac1d maleic acid, fumaric acid, tartaric
a£1§) meﬁh%nes&l%ﬁ}la agagf E E%lugjile)sul%dmcf ac1cfl 8ts Elza% ur{]opg%mc I01' organic
acid can be obtained by standard methods known to the person skilled in the art, e.g. by
dissolving the compound of formula(l) in a suitable solvent such as e.g. dioxane or THF
and adding an appropriate amount of the corresponding acid. The products-can
conveniently be isolated by filtration or by chromatography. If a carboxy group is present,
the corresponding carboxylate salts can be prepared from the compounds of formula (I) by
treatment with physiologically compatible bases. One possible method to form such a salt
is e.g. by addition of 1/n equivalents of a basic salt such as e.g. M{OH)n, wherein M = metal
or ammonium cation and n = number of hydroxide anions, to a solution of the compound
in a suitable solvent (e.g. ethanol, ethanol-water mixture, tetrahydrofuran-water mixture)

and to remove the solvent by evaporation or Iyophilisation.

The conversion of Vcompounds of formula (I) into pharmaceutically acceptable
esters can be carried out e.g. by treatment of hydroxy groups present in the molecules with
a carboxylic acid such as acetic acid, with a condensating reagent such as benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP), N,N-
dicylohexylcarbodiimide (DCC), N—(S—dimethylaininopropyl) -N’-ethylcarbodiimide
hydrochloride (EDCI) or O-(1,2-dihydro-2-oxo-1-pyridyl}-N,N,N,N-tetra-
methyluronium-tetrafluorborate (TPTU) to produce the carbozylic ester or carboxylic
amide. Furthermore, carboxy groups present in the compounds of formula (I) can be

reacted with suitable alcohols under analogous conditions as described above.

Insofar as their preparation is not described in the examples, the compounds of

formula (1) as well as all intermediate products can be prepared according to analogous



JO (9S)-2-

[ 2- (4- Chl or o- pheny1l) - 6-f | uor o- benzoi m dazol - -yl]

-N—c doheryl-2-(R)-tetrahydro- pyran-2-yl-acetamn de,
WO(28§8/090643 ~ PCT/EP2007/055994
[ 2- (4- Chl or o- pheny1) - 6- f | uoroienzoi r ni dazol - 1-yl |

- m&th635Cdrab@riliby 20 (HR)métBbdABYBFB-2bHW SirtAmthatasa! AFc8@mercially
ETQE@E‘EﬁP8V3I%HEH?ﬁ) 5-f | uor o- benzoi r ni dazol - 1-yl ]

- N-cydohexyl-2-(tetrahydro-Pyran- 15 2-yl)-acetam de,
and pharmaceutically acceptable salts and esters

- thereof. It will be appreciated that the
conpounds of general formula (1) in this invention
may be derivatised at functional groups to provide
derivatives which are capabl e of conversion back to
t he parent conpound in vivo. PCT/EP2007/055994 WO
2008/ 000643- 31 - The invention further relates
to a process for the manufacture of conpounds of
formula (I) as defined above, which process conprises
cyclisation of a conpound of formula (I1) 5 wherein
le, R2, R3, R, Rs, R6, -7 and R8 are as defined
above. The cyclisation of a conmpound of formula
(I'l) can be perforned under reaction conditions well
known to the person skilled in the art. Such
cyclisations can conveniently be carried e.g. in a
sui tabl e solvent such as e.g. dichloronethane at a
suitable tenperature in the presence of a suitable
reagent such as free PPhs or resin bound PPhs. 10The
present invention also relates to conmpounds of
formula (1) as defined above, when prepared by a
process as descri bed above. The conpounds of fornula
(1) can be prepared by methods known in the art or as
descri bed bel'ow. Unl ess otherw se indicated, the
substituents 111, R2, Rs, R, Rs, Ito, R7, and R8 are
as descri bed above.
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PCT/ EP2007/ 055994 R2 - lower alkyl In a suitable
organi ¢ sol vent such as e.g. MeOH a 2- a2|doarylan1ne

1, a carboxylic acid 2, an isonitrile 3 and
éd 4 are condensed to 5 in a so call e&’c%qui’%ﬁ‘?”“
reaction (step a, typical pro’t?edures may e.g. be

f he Peptid MBI er t hof
2. AR B, IRyl i s e Sl ol Bave becn found
tg bbslgquadseléctiveln Ao EUTd: Tepci theyeford bepaed_(h nhea@amrmmt and

];}%15 lﬁldsstﬁ* 'ﬂs@gkﬁwﬁ@ﬁg%%oﬁﬂ&gd %FZQR Q%OI’P s %ucﬂ Jﬁ?ea@r%'

converted t m_dazol e
%ﬁasa%h@étap% ﬁ%ﬂlFWRL lgyaly P%ﬁﬂé@a%yhla bt %kﬁﬂ% 1%11 ngévcende&
16# HIG chase:rble dﬁ;hpi}slaiﬂm'} athkerdsNEW}ic aﬁéass,ubﬁﬁﬂzbl@’éﬁlculaﬂy non-

l}'lsr lgtdgg rll’l::dellyl\é é1£1)e§es meH !<; %éta 11C gynr}llrome ééoymgerol Igalpl%ne %1sease,

eavi ng rouﬁ suc
csﬁlteahkyﬁbrosmfﬂhg hm‘aﬂlktgplses OSCbzaﬁrsydrol(abE@ptl@) caIMM)parﬁcularly

gﬁﬁ%lﬂgéthﬁl a9cd! Qﬁ&ﬁ)ogosfs; pé}g)ﬂefa@ H&cﬂfs v¥ disBRe GAMRRXYduloke,
are cogpeﬁ%ﬁE % é avai | If not, they
IWQVD%QS§W@ﬁ§@€ E?ﬁ1ly avallable startlng
mat eri al s using procedures described in literature
and ffhpimvahtion thasfere biso rHasetoghiatrheduiical tdrep@itions Tdileprising a

LA PSR o ARy AR A g0 e
reagent .such as e. hosgene, 3.or

a- . gﬂ{lheé‘ﬁ’y?%l‘éom ﬂ‘%f‘éi‘i’rsg raa&gcw 8 $5°giRe Hg: ove for use as
tl@@ﬁif@&&ﬂhﬁ}dtm sﬁbﬁﬁ?ﬂiﬁék ebpecially ﬁk&h&:z@p\euﬂcﬂhz aatisddubshes for the

e

, treatmel tﬁncﬁa{ ér%ﬁrl L?LF]&S tseest\f\;rh ;a?'y 0% f%ﬂfy%ﬂ{ aﬁj)n ‘f

perru
pprt@pbrle ds theraphwteally peliye srﬁbsmm\ccsrfer tbgrcne@tsrmh aidigr. proph}flams of
iR YhE é}{cﬁ&@fbll 16veRShidh LI GRIdkSrd qag@frtgﬁ&éeﬁays Qo® HDL-

ﬁﬂgé(largg ay%xﬁ}dgng% éﬁ-@msd%g)tﬁ %%sgh(g%!atttaast ng%gm\gﬁlﬁé%%g nt diabetes

ntailgas, menibobic tmdacmei chalebterchzilldens distass whhblestssifabidsis of the liver,

dlsgz%esr (?fscﬂ %}QL%I %‘Ds%%gtg)%an@aéj Fg%u%l:shﬁal%&ﬁc%r 0§te5$&9§%is, peripheral

convertete us rearrangenén

offlsive @w@oﬁfhﬁmﬁﬁ%@s@yl’u&uﬁqm teisepe aidherchlehabmer ndisease.
2-azidoaryl carboxylic acid by its activation of with
a suiit abligerpedgesd erfiBodimesit) Harioednhiph raims dtametod b the

|
e e T e
a%mmih @a(t@lﬂgrly $udhe thesatiedy andiorepraphidicio Mtegtimeahphigcteased lipid

aﬁ@@hcﬁ!}s‘i&!’)lrl@»telsvﬁ%b{ Lhﬁ cﬂ{oféé‘ﬁﬁﬁ%lgﬁ ﬁflg‘l}{&@tlc?ets, low HDL-cholesterol,
ac 1 0

ar bo obt ai ned
| @51321% %ﬁﬁ}e&%ﬂ: EBP;?I Easgc DG, RO sBin drmeagynd df%aﬁémelhws»

megabglic shidesog ichylefterohpdlsene distdse, cholesesgibrotis af thadieer, diseases

. 0? olesé'e‘?oltaf)éo??ﬁyxi %E@l&??ﬁa%tﬁ@nt%g%éﬂ%ql@%ﬁ s‘ceoi%ro&is, ?J}E)heral occlusive

sequent
d@ng,é?qhg@m stofe, Parlgnspngglizeaseaagd/or Alzheimer’s disease ,which method

c61ab e ABmPBAEHAND undas HERRAIMB Ve tWiatHhintnHéidgdaBimal.
reagent such as NaOBr. I f. one of the starting

e b et D Res i R R ndirlts GOMARe§ pOGE £ e

ﬂreeqenuwmdﬁwdlmophﬁectrceas@tln@n of dinelis¢si wineh of nomeldeddry FXR

1 315“?3d E)S et Fgﬂg f{ﬁ‘ttgpﬁlerﬁ)ggfr%%}{edé’ @tlt ]%8?15}%6%9 'ir'e&glegﬁ BtiR8reased lipid
and cholesterol levels, high LDL-cholesterol, high triglycerides, low HDL-cholesterol,
dyslipidemia, atherosclerotic disease, diabetes, non-insulin dependent diabetes mellitus,
metabolic syndrome, cholesterol gallstone disease, cholestasis/fibrosis of the liver, disedses
of cholesterol absorption, cancer, gastrointestinal cancer, osteoporosis, peripheral occlusive

disease, ischemic stroke, Parkinson’s disease and/or Alzheimer’s disease.
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G oups in Organic Chemistry" by T.W G eene and
P.GM Wtts, 2nd Ed., 1991, Wley N Y.) can be
i ntroduced before the critical step applying nethods

WOREPY0RHSWn in the art. Such protecting groud$TERR043@55994

renoved at a | ater stage of t¥e synthesis using

st andard cr in.the |iterature. .101f .

conp &Ve{l&‘in glf(zse?a%?séy Bberuse &»f cogla?ﬂl.glldﬁ ag eé?rg)ga é‘ﬁ?"é for the
rcertr@ios, of coadpemeds ¢4 the d&map@etlom@ommdpht;daaﬂicmemmmt of diseases

o A A NN R - G
tEﬁatIeerIgr@f BIcTRsed ipdhandeissicrol &g dughj éholést@ml bigh triglycerides,
16@ mﬁmatlecdegtdablodtsnpid&nwhiheﬂﬁa&o\ﬁt diselisa slideRORmtiGsulin

dgg}entdsenp c%al%et%; tu% Zﬁlgfgt%lhootl 68%@%%;&@)%&?%1 géﬂs?on%%megse,or

separ at'i
chhicssnay/ legrosp bi e frearhdiskesasoif deplesidrilebsaptién, chngenlgastrointestinal

BERP rdé‘fé@ﬁor‘aﬁls,%eﬁpﬁérﬁl ocBluMeD bisease, ischerfid sﬁ'bﬁee PRI Y@ disease
gprg&&@ he preparation of conpounds of formula I
PO ARSI i SR M P BRI heQppEIng 3p Aesqiabed above.
a nono boc-protected ortho arylene diarnine 6, a
car b@xgrknitoreaidfordreagne? @f hpdiin &Ho&s@rol davels atigh tngiycemdes,

dgél%%ﬂ%ﬂg cﬁ?ﬁgtgro? gihgl%{ﬂﬁ ﬁgeésg, c%Hce? rn%?l guli%o(ieég ncfenrc' %%betes mellitus

apd gnetqholiy symgrarheisipreferass, @ertmﬂagla hrghmla@howgierqlvpgh triglyceride
1GeRdeNaMibRIRmist ep a). Bisamide 7 is deprotected wth
TFA and cydlsed to the desired benzim dazole | (step
b), which can be optionally N alkyl ated by
deprotonation with a strong base (e.g. NaH or Li HVDA)
and subsequent treatnment with an al kyl ati ng agent R2-
25 Xwth X being a typical |eaving group such as
e.g. d, Br, I, SQalkyl, S@fluoroal kyl, SQRatyl
(step c). Typical procedures applicable to this
approach were described e.g. by Tenpest et al. in
Tet. Lett. 2001, 42, 4959- 4962 and 4963-4968, or by
Zhang et al. in Tet. Lett. 2004, 45, 6757-6760. Mono
boc-protected ortho arylene dianines 1 are
commerically available or may be prepared fromthe
correspondi ng unprotected di am ne by treatment WO
2008/ 000643PCT/ EP2007/ 055994 - 34 - with

di -tert-butyl dicarbonate in an organic solvent such
as e.g. THF in the presence of a base such as e.g.

di i sopropyl ethylamne. If desired or required
functional groups present in | (such as -0Qal kyl,

am no groups, cyano groups and others) may be
derivatized to other functional groups using 5

typi cal standard procedures known to those skilled in
the art (e.g. reduction of -0Qal kyl to -CH2COH with
Li AlH4 , hydrolysis of -Caal kyl to CO2H and _
subsequent optional conversion to an am de, acyl ation
of am no groups). If one of the starting
materials or conpounds of formula (1) contain one or
nore functional groups which are not stable or are
reactive under the reaction conditions of one 10 or
nore reaction steps, appropriate protecting groups
(as described e.g. in "Protective Goups in Organic
Chemi stry" by TW Geene and PG M Witts, 2m Ed.,
1991, Wley N Y.) can be introduced before the
critical step applying nethods well known in the art.
Such protecting groups can be renoved at a | ater
stage of the synthesis using standard nethods.
described in the literature. 151f conpounds (2), (3),
(4) or (6) contain stereogenic centers, conpounds (I)
can be
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obtai ned as m xtures of diastereoners or enantioners,
whi ch can be separated by nethods well known in the
art, g (chiral) HPLC or crystallization. Race

s can e.g. be separated into their é’ﬁtT(Eﬁ’éﬁ’é@5°994

via diastereoneric salts by 'c3r9ystalllzat|on wi th

ont T8 By B Sier? bt it BB RineiBtactiviy ahe
cempherds af fomuh (DaBadgsomiden®roetien o thEdimethmY cafRbe found in:
§ B3eat “Dg\refolsp#eﬁt LES scﬁlttiﬁgéor?gl%&gm%f 285 ook

C|naove own schenes be tran dinto
pepl ferapr e Ueptesh et saRm g ang bafﬂé%ilmaaleedb%% dnglf Biochem.
Jeseagbign. steps. Two possi bl e exanpl es are given :
bel ow. a) Rl= CH2Ph may for instance be renoved using

debe %%%4 il gﬁ@ ma%%l&an%&ﬁre Fordectors AL ?x%%‘?l‘c?{e%{ §+ érodﬂcea

sol v Fesence o

shiethions- mﬁeraéﬁ(fé&?i%)m;}déiralﬁbﬁ ipdigg domaimeiv ARY peetpnpiused to
thdYidang %ﬁﬁﬁ’nﬁtﬂna@ﬂ]ﬁ?ﬁéﬂﬁﬁ’ﬁhﬁh@)ﬂf‘{a@fl9§JZI¢3)V 28 Ubdob}lish this, the

th t b Li HVDA t t
A B AP U RS e PR SRRy by gapace chain
réaetivn (RICR)r foarp asulttength @omge. byQCR Bid then siS@Rede# yilto the plasmid
?&Inls aﬁol%lall 8)5*1(3 Wﬁav%?x?kd F?B@A@qug‘k@ Qnégf&m' o-al kyl,

ower - oxXy-1 ower

| -
c 3 \évg rgbg ly}k %é%q,é g}rqg]gquﬁn, l Igre : s%l&l%%tlrplgS Og, %/ndgfa '1yLBD fusion protein

vﬁt; pétlfc)ﬁneldQMVEr codilskeyiln, Bﬂle(gﬁlyg&) tcyils Hy@mdaidlméth@ds {Current Protocols

I [t atively by a

)LL%}[%}/OWO%% rﬁsy A‘Qusf]ﬁdﬁﬁa}&] (le being aryl or
heteroar I and X be| ng CI, Br, | or OSQ2CF3) WO
RadioBzadgsadipefs@p2007/ 055994 - 35 - anide bond can
t hen be formed using an am ne HNleR2 and a typical .
pept Borligosfpést ﬂgbsfa@a@&ﬁﬁheﬁlm11@$1d¢m@hng5Mmm a@cas@fssed ina
L ea 5L 02 R RREF st Py VR B Felheso
HepesopH 7ot Hiond MNACLL heM dgéli dier sacbpeactioamweh e 296-well plate, 40nM
oPGQTQ@MWsErﬂQ@E&P&h@&m@ e ﬁ@hg %Idteﬁﬁmgé PiiEn §iRGte SPA beads

HERPSERAP ¢4y ety et Spare. a0 BL Y Mk 4 Sricp g, 10nM) of
2,1\99ilcychéx¢ly2-|NZ 2.} dbeéthvey-pleyb dehlz@ﬁiidz&ble p-yH ppdeyantige) was
agc?edhglgcf th\é@éactlép %%bit?d %trtgl" /& t3(} nﬁHﬁl‘g% gfe%%{ﬁg og{e&l&gﬁipounds

e reno er s
falloiweg by seinidiation PeeRods caetstmr Glidipg EﬁanF W@rpéffef@ed in 96-well

Iﬁl'ﬂe% aﬁ@ YIS 0Pbodh FIRARE WAH mhsuk QT SR ?ac(dn)d TIPBut using
?c@%ﬁeﬁi{ acce tabl e 10 sa:ﬁ% ({1 tg carri e
Fay Sed'FSPQ W”ﬁ"%&’ﬁﬁ&? TR WA 4 A8 dEni ¢

célmedtrafﬁcﬁrfrﬁmaﬁ’ml(b MthycﬁrzohhslMc acid, such as, for
exanpl e, hydrochloric acid or hydr obr omc acid, or

LALiRSLse T 03N dhaPEL %eem@l@e@eagul furic acid, nitric
acl phosphori c ac or wth an organic acid,
S Bt D @kg?ﬁ%‘z‘ AIREE e e wBom T DMEM mediurn

comhinanpeiOm Fehata7aC inda 85%P2 tsedL@nesvflen. Celicivae séElal in 6-well
gag%s AP 2 dﬁ E};gp dSQ%_gs g a%tdh% drp{r%?s@éc&d](éﬂlat%egFﬁaf&ﬁjﬁBD or
e@msmedﬂasmld abisarr@porter glasipid. diransbriemuyas aﬁeor@blwb@mwah the
Faéenfe @l rEAbeA( (IR)och@M@e%ma} BRIEersiRAlYRRE0I1SIE t ho 8% sBg ted protocol. Six
r Lat e anpun

e.or THE and ddi.n
oS Pk R e e T PRl A B AR Baeg in s
whlg plmlaan éehshy of 104tcelm’w<dh Adter Iivhatns mralbegtiaghyent bf cedls, the

t

LT BhANEY pid RERRET b A DB R A0 RS copgaining the
of formula (1) by 20 treatnment with physiol ogically
conpati bl e bases. One possible nethod to formsuch a
salt is e.g.- by addition of 1/n equivalents of a
basic salt such as e.g. MOH)", wherein M= netal or
amoni um cati on and n = nunber of hydroxi de anions,
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nmet hyl uroni umtetrafl uorborate (TPTU) to produce the
carboxylic ester or carboxylic am de. Furthernore,
car boxy groups present in the conpounds of formula

WOCP8/@%3 be reacted with suitable al cohol s uf§dfEP2007/055994

analogous condi ti ons as descriloed above.

th t d t.he. .
w3 Pes® S R B TR LR SO R tIrao T 48 feiigineubation
cditle qeli for Bbblo@at evifhrsobluatcss, S8 pl bishpsgparatzt maa: dns@irq}@l and then
SEEL} gpﬂc@fgl%’es(:o Oﬂgl{t%gge %gm&ﬁ{ag ? émlcaﬁﬁwas added to

e net ort

or_.accordi ng to ds set above
we éhrf:t qeﬂgaméaat%nhs lusiferageoipriion; Lipmipessoage) aps raeagpre of luciferase

akmwwhﬁ&d&&ddﬁ ta PachOEd 26586 @0BA3REDHi &R Q872065 BPdhe 'presence of

h I
<RSI RGN On RGBS N G Ebo B Aoy B BAEP! s
igeibeiet ivieypbeote viahe sWXRncT By vahwes whercelolredmeing sedXLfit
phgﬂ&nqu§@g§£g§ggu§5gsEﬁogﬁylaxus of di seases which

are nodul ated by FXR agonlsts Such di seases i ncl ude

i ncreased |i d and. chol est | evel s, .particul arl

hi g Iy ﬁmswaﬁégffar g t#ﬂ@ﬁ A UWE@? Pﬁ@ﬁ ingaty g5 one of the above
akibls- (ER60 esIEH0D) preﬁéyably gioderviae 1aphe nose befoible 0.5 nM to 100 nM.

di sease, diabetes, particularly non- insulin

dep @89&@ g@ ﬁ@:%g?vgﬂg Icoihgbﬁnds 'lﬁ&ﬁ&&hls ﬁ)ﬂ%%i}(g RE[E and ICso values in

chol ester ease, chol estasi
ﬂ6¥lﬂﬁégﬁﬁﬁéﬁﬁcﬂb%%%§§% of chol esterol absorption
cancer, particularly gastrointestinal cancer,
osteoporosis, periphgﬁ | occlusive di;sease, ischemc
st r okgmgar ki nson' s Base and/ or Al'ZNei mer's

di sease. 10The invent(idH therefore alidirelates to
phar maceuti cal conpositions conprising a conpound as
def mred above and a phannaceutical ly acceptabl e
carrie2 and/ or adjuvaltZ The inventiohd3likew se
enbraces conmpounds as descri bed above for use as
therapeutically active substances, especially as
therapeutlcally actlve subst ances for the treatnent
and/ or >br ophyl axi s of0-#fibseases whi ch &fe nodul ated by
FXR agoni sts, 15 particularly as therapeutically
active substances for the treatnent and/or
prophyl axi s of increased |ipid and chol esterol

|l evel s, high LDL-chol esterol, high triglycerides, [ow
HDLchol esterol, dyslipidem a, atherosclerotic

di sease, di abetes, non-insulin dependent diabetes

mel litus, nmetabolic syndrome, chol esterol gallstone
di sease, chol estasis/fibrosis of the liver, diseases
of chol esterol absorption, cancer, gastrointestina
cancer, osteoporosis, peripheral 20 occl usive

di sease, ischem c stroke, Parkinson's disease and/or
Al zhei mer' s di sease. In anot her preferred
enbodi nent, the invention relates to a nmethod for the
t herapeutic and/ or prophylactic treatnent of diseases
whi ch are nodul ated by FXR agonists, particularly for
the therapeutic and/or prophylactic treatnent of
increased lipid and chol esterol |evels, high

LDL- chol esterol, high triglycerides, |ow

HDL- chol esterol, 25 dysli pidem a, atherosclerotic

di sease, di abetes, non-insulin dependent diabetes

mel litus, metabolic syndronme, chol esterol gall stone
di sease, chol estasis/fibrosis of the |iver, diseases
of chol esterol absorption, cancer, gastrointestina
cancer, osteoporosis, peripheral occlusive disease,

i schem ¢ stroke, Parkinson's disease and/or

Al zhei mer' s di sease , which nmethod conpri ses

adm ni stering a conpound as defined above to a hunman
bei ng or ani mal .
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30The invention al so enbraces the use of conpounds as
defi ned above for the therapeutic and/or prophylactic
treat nent of di seases which are nodul ated b

WOZYIBM0848 . particularly for the therapeutic ﬁaﬂ%Pm”maﬁw4

prophyl actic treatnment of incteased |ipid and

chol G384 O| oune&éedf%dr 1§P lﬂl %El%ﬁ}r% %tﬂcalw Cfg eptable salts can be

trlglycer
tacdw@rro@tb‘l:a@mm & gdﬂéb@@em o phm@glut:ﬂmrepamwns rﬁor enteral,

ﬁ%%ﬁ%ttoﬁt@ beh&ssthRboh! TS cadBe ABLRRAIEE f&Y&%QI@Eperoraﬂy, e.g.
ease, oles asjis/fi

ol estero al | stone di
i fheyfam of (ﬁ@ﬁ% ghadehiahlstsy a%ﬁ%lhé&{] wdgptt gsléavep‘fapaﬂe& solutions,
caild@is, or gaspletigio il ﬁﬁta[l'ﬂ&l g. bathe é5rm ASupoPdboss, Barenterally, e.g. in the

f%%'i QP ]?li rcf%n Qogﬂo%% lo¥ ?us%gx?s?&%%’r 1#] eﬁ&? £8119uoé1ts r@l}&ggcallyv\iy in the

Imer’s
fogosf mmmﬁ@m oily. 658lggministzgion is preferreghe
invention also relates to the use of conpounds as

descmhbeehdubayieof BE phﬂ@nd@&ﬂp;alr;&%ﬂ;@m@lfs chrebld gaRAtSa manner

f t t h t d/ .C . f
R LR B 2D M LB P B beS omponnes
op frrtrivdall andfor their pha‘relatmIcalbeasrmmabém&ah@ ppeaphih eetibipation with
ottﬁe%%& bty 'v%%ﬁ@%@&tdﬂc&y @R gﬂ&ﬁ&h @&hﬁﬁ@ﬁatlbﬁymmgether

cholestero high trigly

msu& FEWNSPEI, IngRlstherapetdically CO&‘ER?%‘H%EH‘%P%‘H“&‘\‘{V carrier materials

adil Sfasbed, disad phesSnacefical sdjinants. dependent di abet es
mel litus, nmetabolic syndronme, chol esterol gall stone

di Se%‘ﬁ?abi{&%%%%%hﬁ’ %ﬂe%%hlg u?Jrg calrﬂléé%ateﬁzhf ‘Bﬂ?iﬁ&) organic

of ¢ ero sorptl on nce astrol ntes
ceisE Biateriglst Eypotos skampledagipigeqoan Sté@glcu i spRpaatigesstherge, talc, stearic
atlaQ)E QLA ts Thik gi(ﬁsedaélﬁal?g&slﬁﬁteﬁalg For@a3@s, B4t Ptablets, dragées and hard
Znel ner, s | ase ucC S CO | Se
e e S Al ey AL for R e FORleh afeor examle,
vegetrdl aveilst wades, Hatg hnd Riniedotifl esd Bqotl pblevie (depehdigh on the nature of the
ahﬁx}e%%&&%ﬁﬁ%scarﬁé@ }ﬂlﬂitdﬁmf&m, BQ@ Sﬁ»&@ﬁ%e &%le LBLANRlatine

di sea cancer non I nsul i n ndent etes
capsiiep )t Guitablrrapetrapeeiiads E%%Wﬁéuqt@fl@f & %trl?fédmd syrups are, for
eRafiple,Gittal b(ylyd?lb GhcibbY, iskalsegdrandthe Hike Puithble @hiyRE fiatteials for

P OB TP ePE TS sehalcohals polyols, lygirgl and vegetable oils

Stagililowng malstidls Wersepp@itotiedrolier sxampledetutabor hardened oils,
Vaﬁésefa@ G skﬁﬁhgg, oy 'hhMidCHolythaeSﬁQi'm%% nfera B Rical
(1), I nf ormat’] on o blndln SS can
p5€é1a¥aéllgﬁaaqerg ycw%qq,oqegu jglth?ti(.‘a"n yrfﬁ %q alafda enated oils,
lig Gidntaxkd, Atiiidpapatind, Hydiyl fassagohbby st@ﬁfs@@lﬁeﬁi@ene glycols and
| ifer r-activated receptor gamma |igand bi nding
ng"‘?r%se d%“‘%%% 898) Anal. Biochem 5257: 112-119.

Bacterial and mammal i an expressi on vectors were
cons Uswalsalilizersgregmaeves Wetdng pehenslsifyingageaisgemsistency-

11ﬁ Vingddden t@fﬂa‘g‘o bl Ben@k) bedds for(viehling the @I}Iﬁb{@pressure, buffer

ed to t i n donai D). of, human E
e Soprery SOREa St e e e e e ficens Tome g
emqhmnEESE@h@@dﬂn@m&habE%RuLBD were anplified by
pol ynerase chain 10 reaction (PCR) froma full-Iength

cl on@‘hpﬁof ﬁﬁg c&rlﬂ Bl kRnReh 1 Ah QastyRAH @5 1Shits depending
0\8/60% &rgqage to e controlle &réeaa\év%?d ’Eﬁer | legual ancB’EolAn 0? T&]llél %Qneent and the
mode of administration, and will, of course, be fitted to the individual requirements in
each particular case. For adult patients a daily dosage of about 1 to 1000 mg, especially
about 1 to 300 mg, comes into consideration. Dépending on severity of the disease and the

precise pharmacokinetic profile the compound could be administered with one or several



The induction, expression, and subsequent -

purification of GST-LBD fusion protein was perforned

in E. coli strain BL21(pLysS) cells by standard
WORHI3 (Current Protocol s in Mlecul ar Bi ol¥§gyER2007/055994

Wley Press, ed. Ausubel et -&?- 15 Radioligand

i.ndi ng Assay . i ndi ng.. of test substances to the
BT R R Ao aanmer S st oessed i na
radi ol i gand di spl acenent assay. The assay was _
per f dhapbainmcentivak Preparedensiconyanigndy c@Uaimgbpieile800 g preferably

]ZuﬁqnéQﬁHﬁ$ﬁﬁggﬂdg¥&m&ﬁ@€b. For each reaction well in
a 96-well plate, 40nM of GST-FXR LBD fusion protein

was u to 10 | ut at hi.one riumsi.licate. SPA .
boadd Bl RABARCHE WLy G R s firhin @pre detal. They
5 abf howevebynos heaknded to Amitathisobpegandy (regnerd0nM)  of
2, N-di cycl ohex-yl-2- [242,4
di met hoxy- phenyl ) - benzoi m dazol -1-yl] -acetamn de) was
added, and the reaction incubated at RT for 30
m nutes in the presence of test conpounds foll owed by
scintillation proximty counting. Al binding assays
were performed in 96-well plates and the anmount of
bound |igand was neasured on a Packard TopCount using
25 Opti Pl ates (Packard). Dose response curves were
performed within a range of concentration from6 x
10-9Mto 2.5 x le M Luciferase Transcriptiona
Reporter Cene Assays Baby hanster kidney cells .
(BHK21 ATCC CCLIO) were grown in DVEM nedi um
contai ning 10% FBS at 37C in a 95%02: 592
at nosphere. Cells were seeded in 6-well 30 plates at
a density of 105 cells/well and then transfected with
t he pFA- FXR-LBD or expression plasmd plus a reporter
pl asm d. Transfection was acconplished with the
Fugene 6 reagent (Roche Ml ecul ar Bi ochem cal s)
according to the suggested protocol. Six hours
follow ng transfection, the cells were harvested by
trypsinization and seeded in 96- well plates at a
density of 104 cells/well. After 24 hours to allow
attachment of cells, the 35 nediumwas renpved and
replaced with 100 pi of phenol red-free nedi um
contai ning the WD 2008/ 000643PCT/ EP2007/ 055994 - 40
- test substances or control ligands (final DVSO
concentration: 0.1% . Follow ng incubation of the
cells for 24 hours with substances, 50 pl of the
supernat ant was di scarded and then 50 pi of
‘Luci ferase Constant-Light Reagent (Roche Ml ecul ar
Bi ochem cal s) was added to |lyse the cells and
initiate the luciferase reaction. Luninescence, as a
neasure of luciferase 5 activity, was detected in a
Packard TopCount. Transcriptional activation in the
presence of a test substance was expressed as
fol d-change in | um nescence conpared to that of cells
i ncubated in the absence of the substance. EC50
val ues were cal cul ated using the XLfit program (1D
Busi ness Sol utions Ltd. UK). The conpounds
according to fornmula (1) have an activity in at |east
one of the above 10 assays (EC50 or 1C50), preferably
of 0.5 nMto 10 M nore preferably 0.5 nMto 100 nM
For exanple, the follow ng conpounds showed the
follow ng EC50 and |1 C50 val ues in the binding assay
descri bed above: Exanple 2 34 BC50I C50 [pm[vin
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0 71.5 0.0860.5 WD 20081000643PCT/ EP2007/ 055994 -41
- The conpounds of formula | and/or the|r
pharmaceutical |y acceptable salts can be use

WOri’@Qﬁ’Qf'gﬂénts e.g. in the formof phannaceut |P633I’EP2007’055994

preparations for enteral, par®mteral or topi cal
adm ni stration. They can b% acninlstered for
exanpl e, perorally, e.g. i oi ni of tablets,
coated tabl ets, dragees, hard and soft gel ati ne
e tions: solutrons 5 emul si ons or suspensions,
rectally, e.g. in the form of suppositories,

H@lr- Ry @b @l cmoraegapw =tHigh f;aggl@rfrﬁqmﬂﬁemafvgr@a& UTAT900); =
nsi on | 1on S0l .U or opi cal
sy ROt e o bt rand o ek SrooRes Beylrene

- sapmrtidstrtenite préperadriafne comghercial Amb¢Tiep 9pﬁ1§lﬁl cAdronCatf 30134

5b6163 xﬁﬁ?sraﬁﬁﬁé%h C(?Jcbc%! g %QHI\%S— 5§gy@@n§&tg§ss afl dsﬂlaﬁirazme

manner _whi ch l1ar to pers
(pkinche3a120- 5:59» 5P n@rhﬁ‘ggql ‘he described compounds 10 of
foimula | and/or their pharmaceutically acceptable
Geaktabrenopkd onal |y i n conbi nati on with other
t herapeutically val uabl e substances, into a gal enica

. G . ¢

FRBASERALAN 0 OBLAS otk SHERBL phen poroprit
liqujd carrier materials and, if desired, usua
Eﬁﬂ&? euti cal adjuvants. Suitable carrier material s
are not only inorganic carrier materials, but also
2N-ganyclohdhl-¢ d 2 phenylibat sriimddol- Tyl sscethmideddnggen chloride
| act ose, corn starch or derivatives thereof, talc,
jStearic acid or its salts can be used as carrier
materials for tablets coate tabl et s, agees and
Brasaic el BYi2as Oafdatmel 1 lsquiabyes added t0a50h§weﬂf al's
cf@dihei@rﬁdcat@@ﬂdaﬁ}tdﬁ 642(2@13@10 88 nané, 1.5 equie X,&Wblﬁaxyl isocyanide (30.6 mg,
O\Q%%%In? (“:i degu ﬁ é.nwgeﬁf ]t)]ﬁt%)ci aq)uorngf'%\[en}zlﬁne clhartmnegﬂ Y %‘i’“, 8 25
mmgk &daent Hn@etbarlrﬂr (8Hgnhi agidtthe hovierearas sbieed eiqapmdemperature for

16 B%?f‘sgi;t Me ue?;lﬁtg 506 frm 08s Allicaans H{eerﬁ%c%ur?g’:ai etalbtgﬁtsed with
dr?*i prietippe (ezf’b]rmii ﬁ[ﬁrsé% ? Cigpaage( SHfRPle &0 mg) dnd ps-

TeNVRTH, Jugabl/asd rhd)evdre kdled ol rtteabgamqaras& ard thahextiuad 8as shaken
f(gr%rO rhﬂrllu?egt ﬁ‘ﬁ%]m%?hl%t\r\fﬁg @iﬁer%rdecmdf d! ﬁlﬁxé @{ﬁ%ratw Yacuo. Purification

cerol
bsprqparﬂtlée iLQr eradrmt érltnar grarfzsr/ as%@pﬁér vihi0ds /oar@uorp@qenc acid)

2B 2 béaa&ﬂr(a;lrd&rexmrf@tswgrc@maﬁm uaesh k@S| pRBY1}-carbamic

Senpii 'ba?rﬁesr%rgt Bileh B3 %ﬁ%‘rﬁg@m aﬁ%a(éh@ir | des,

sem -synthetic and synthetic glycerides, hydrogenated
I@ils, liquid waxes, liquid paraffns, liquid fatty

C%h@é?ﬁ‘r%lte?i HEL @58 i3 ma&‘i?' A §hh}5 &R %dc@d%& AlsSlu BP0 LRl foUhRFE

; cgqi%heé]:@q garfl§yt( ?fgcle )jlier o rﬁgf ;%/ag}f)?:?\g/,tg acid tert-butyl ester
(Mmg,ommgnag)entzﬁemiﬂoa(m@l Fnl) nﬁi‘h@VdaﬁgaIﬂgB;ﬁIrﬁ wa$ Btdt& ihQrfocussed

mtgtroWapﬁg ééﬁ Iﬁsco rzs)ratqﬁl%%,S %I(%‘e.’; m lﬁftefs%rlth s%rr? Ubslthar}ga%abn mixture

I"uDbi zers nt's an

vantticoxhaemted mf@rd AN)d@@rieh@@k&t{whera’é-benzomndazol L-yD)-
&teaﬁra@ﬁ%rt;g&athta@d&r@ﬂrg%wo asapéwfeue%a&? Mé <t;:t1ﬁ) 416 (M+H).
conmpounds of f or muf can vary wwthin wide lim

dﬁge&%rng on the drsease to be controlled t he age

Ex e individual condition of the patient and the

node of adm nistration, and wll, of course, be
2{[R+(t-ebioro-phieyl}-hetizoindidatolrley it meetbylt penianoBHcislayblohexylamide
particul ar case. For adult patients a daily dosage of
about 1 to 1000 ny, especially about 1 to 300 ng,

cones into consideration. Depending on severity of

the di sease and the preci se pharnacokinetic profile

t he conpound coul d be adm ni stered with one or

several WD 2008/ 000643PCT/ EP2007/ 055994
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The pharmaceutical preparations conveniently contain
about 1 500 ng, preferably 1-100 ng, of a corrpound of
The foll ow ng exanpl es serve

%O?W{J?“éte the present inventjon in nore dethSTI’EP?Pfgﬁf’SS”“

5 are, however, not intended 4% linit its scope in
y manner. V\D 2008/ 000643PCT/ EP2007/ 055994 - 43 -
anpl es Abbrevi.ations: hydrogen chl ori de, HPLC
Hfﬁﬁ)t@herpaomulr (@348inagy |0dl8mohét1@gmﬁ tas afdadaos selution of 3-

myRYahogen 15ah P mtrﬁmot\lq%&!aﬁlﬁ %Qﬁih%;‘l %HE,faﬁId% {30.6 mg,

-Car onat e ene Orted car’bonat
0,:%% gc} k595 )@d\%ﬁﬁ# g}liﬂ%&‘?%ﬁpw leg lem&eo(ézéé%g» 0.25
&34 e50R0)in wicthansbiowr Al edr l'&CreacﬁafE%;ctuP&vﬂ'ﬁNbﬂH&lﬁl #focussed

r@%%&g g@l;fﬁ I%ycg)ggr& ﬁq]OE)(géa yflc»l1 %’(5’1 131) ultgs%nfh stlrﬁ%g hThe solvent was
reeaad; lawgcw@ tharasided r@dlssqmden dishloregethans ( Zangbwashed with 1
Mb&@%ﬂg HCCF é%] ig«f)}? ??@EQE@E{:L gﬁﬁfsol&g)él?fm@él@ ml) dmec}: over
e B Bnfer e A e Sak The o ey EL

cicl @& xphomdbamabyl13- H@th}ﬂkb)lq&mm&@ﬁeﬁ)d)} aarhnhmtatldmerobutyl ester, 83
rﬁe%ﬁll%%ﬁﬁ‘ﬁﬁaﬂﬁ @'fﬁ)‘»@'@@%”’?—lﬁ my, 0.38 mmol, 1.5 -

i socyanide (30.6 ng, 15 0.28
1.1 equiv.) and N-tert-butoxycarbonyl phenylene
2& anlne (52.1 ng, 0.25 mmol, 1 equiv.) in nmethanol (O
C@nﬂén)traambl{t:h(%% mtvwc@ masan)tWars nédkdab alsolbh ehgedaiHr(e-chioro-

bR e o ERED el gl e DX R SR ERS agd ert
butyhesfer (RA 2GR 12 Sﬁmﬁb)n mE‘S&n@Ir(E;@nnTt)e Th4 remyodr gyxts@ wag heated in

a%&sf 3 FeidddEe (@mveépatm)i Vg ﬁﬁgﬁg wifh sh% The reaction

ani c hase and ture was shaken
i Wes tﬁ% svaﬁPsaﬁﬁlr B“ Y TERAT R CA R @ﬂéacg?qf@(ugp@ water /
aea@apoiaitt Ol IMovat teroaddut la:fltl):ﬂtd oapdntepuagaratine. ks @as then
n celo rjl. %
{—8{9% ue??%acéh.ﬁr&é&g%m Zeer Pg §¥‘ gla e resu(i:" (4"" m}n ﬂ% 1]00 I%g ) was
&Mférﬁz]é)ihe et eteshasep rz:%hmréx“y"h@@mﬁm fifferefpnd eapirated to
aftolaenyl-| +-gdb &Eeﬂz&ﬁﬁd&@lﬁ 1- éﬂaﬂmc dcAd

R L s <

a sol ut| on of {2- [benzoyl-

Egauypledhexyl - cycl oher cyl car banoyl - net hyl ) - ani no] phenyl

| -carbam c acid tert-butyl ester (64 ng, 0.12 nrnol)
41{111-[B%ldlﬁﬁﬁlm(:ﬁo@hﬁhﬁ%yﬂiﬁggﬂéﬁbhﬁ zmﬁwplm%nﬂﬁﬁlﬁ@ﬂol 2-y1}-
b cg@s%fl n &g }\4 M Di scovery) ‘at 145C, for
LA vt S Y PTaC g’“?he reaction mi xture was

then evaporated to afford

32, N-di cycl ohex-y1-2-(2- phenyl - benzoi m dazol -1-y1)- 30

—Qﬁiﬁfpﬁmn%eﬁi@%%m B‘% Bfg' §8s 41@(')_]5”91 %@5\@ wgssacf?iﬁ@?d £solution of

yel Fow. so
OO ASEK] tsrfeahf&i?éﬁéﬁ)%é’r??dmoadzloqqnw‘)yqncloéus%?@ﬁwlpal#@mde 81
ntgaf0? enraell U5 eyeiv g ALk W-aftifl@oxycarbonyl phenylene diamine (100 mg, 0.48

mmol, [ equiv.) in methanol (1.0 mL). The reaction mixture was heated in a focussed

microwave (CEM Discovery) at 100°C, for 10 minutes with stirring. The solvent was
removed in vacuo and the residue re-dissolved in dichloromethane (2 mL}, washed with. 1
N aqueous HCI {2 mL), saturated aqueous solution of NatICQs (2 mL), dried over Na,SO4
and evaporated under vacuum. The crude product was purified by preparative HPLC
(gradient elution: water / acetonitrile with 0.1 % trifluoroacetic acid) and evaporated under

vacuum to afford N-(2-tert-butoxycarbonylamino-phenyl)-N-{cyclohexyl-(4-morpholin-
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4- chl orobenzoic acid (43.8 ng, 0.28 mml, 1.1 equiv.)
was added to a solution of 3- nethyl butyr al &%qulndp%ommsssm

WO(’QRSI@O% 0.38 nmml, 1.5 equiv.), cycl ohexy

I socyani de (30.6 ng, 0.28 mm4f5 1.1 equiv.) and

%bltigf gylPéJrB;?ﬁSX;%%?e‘ﬂﬂy ¢ éia‘ﬁﬂ}’ah anoP%E%Q’g eér% éﬁ}rﬁg(@ %). MS

(E&1k 67 bMmRt ure was heat ed |n a focussed microwave
(GEM Di scovery) at 1000C, for 10 mnutes with
stirring. The sol vent was renoved in- vacuo and the

' - dj | di.chl h '
AR SRl Do D05 B
bsptayb)k Greyalohig @GR {1~ ﬁtrglethﬂfbteﬂ oMET0 Nd@@@]ﬂrcahdmic acid tert-
’tﬁl}“@ Q&E@(‘B@ %g; 4! qQ rmﬁﬁél@ Wﬁ%fh‘an@f(ﬁ @rrHL)C rigd ?ea{ct?lon mixture was heated in

or o
9@8&9@%&%% ﬁﬁ%wlgcww L45e A pmimmiss pithritirsing Thereaction
rhikAire fo‘mﬁ@ﬁaﬁoﬂa&ﬂt pllnuﬁewbyQﬁ&}ﬁl”athS BT (gikiignt alsitiau vaiH water /
a'(\:@fngn’tz ﬁe nger e ‘rL\{iH- c'E)')ndlélg re%e?prgr{ltg% ﬁ%%e'f%lcu(uZS?J Il? d 4-{1-
p(cbh@mld&ob@mgomﬂ -}{-pheydiahmaytybamgtt Vi -I8nnemidazolbiyl -
Bioi CAB RlethiyPREAW g}h’o%é{ BBl &e, 98 ik (6654 as&%oIBH&s\é k:.ﬂ MS (ES+):
egf&%ﬁé% nmg, 0.12 mmol) in net hanol

n mxture was heated in a focussed m crovvave
(CGEM Di scovery) at 145C, for 3 minutes with stirring.
Exmplealact i on m xture was then evaporated, purified by
preparative HPLC (gradient elution: water /
236 %‘icg'@l'oh 9-[Wisl Biciloro-24 3, &Jaﬁﬁlyﬁbse,agﬁéﬂ @eewh)me&m 1-y1]-
eva ate under vacuum This was then re-dissol ved
aF‘ﬁaIH} hl oromet hane (2 m), PS-carbonate resin (4
mol | g, 100 ng) was 20 added and the m xture shaken
4flor 2 hours. The mixture was filtered and evaporat ed

151Qe1‘filfbfu?}rl glcér'boFlg ﬁ% %hé f’lrr%_rrﬁzhelnye%uw ) was added 1(::? a stirred solution of

tanoi c

4@@@9&9?%@& 2- %@nwg ({488 @smalqm ¢ %ﬁué‘bl liﬂdetrmdrofumn (10
Iﬁs‘h)i N %6%143&@@%@& 0.8 g, 6.24-nddol, ﬂQ)éq{lﬁh QKWC and the

éa&a Ol[, I\g%stsgilreﬁ ?{Hﬁg l%gs: bgmﬁéwgd {5 W&I’X‘l ‘Jo room gnqgg'at%re The
réactionm phldhrerm@@mzpnrst@dl int-vadue a(ltidge qrgde 1088t dmploaddd dnto SiO; and

| sl p) cmeﬁ%gatsgm@qs@ L b1 &Em&qpaeﬂ{emyé 10 1:2) to afford (2-

terepht hl ate
ey%ﬁe@ﬁée@m%ﬂn@ﬂ% Wﬁ@ﬂp@iﬂl%eﬁ-bufrlzesmrpoﬁl g @2% as an off-white
sEle VS JESan2iN- 178 (M butioxgdanmoe®)l phenyl ene di am ne
(100 ng, 0.48 30 mol, 1 equiv.) in nethanol (1.0 )
e reaction m xture was heated in a focussed
m crowave (GEM Di scovery) at 100C, for 10 minutes

Iwamiogfttp erdmpjes The- % benzeistacifasydabempeerrbaidshyde sydplexyl
Bﬁn‘id%séudil Jxﬁm@L@%tcm&gneﬁﬂpbA@mﬁ%ﬁae@ byl Bdedr, gave 2,N-

i NIRRT e b gy b g Y tStamide

agvlppossatleMSUliSe): MachMuhl). The crude product was
purified by preparative HPLC

Example 5

2-cyclohexyl-2-{2-(2,4-dimethoxy-phenyl)-benzoimidazol- 1-yl]-N-isopropyl-acetamide
hydrogen chloride

In analogy to examples 3.1-3.2, 2,4-dimethoxy-benzoic acid, cyclohexanecarbaldehyde,
ispropyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-cyclohexyl-2-
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35 (gradient elution: water / acetonitrile with 0.1 %
trifluoroacetic acid) and evaporated under vacuun1to
af ford

WO - but oxycar bonyl ani no- pheny1) - N- [ cy d6HEERPE7(055994

- mor phol I n- V‘D 2008/ 000643 ‘EP2007/ 055994 - 45 -

_ @?%c? l Ca ﬁﬂ‘}zt)gglldg ol—II}—\)Elr Ffpht I?.%;'J %g‘[ ac(;rgo%ydg)gﬁn

iwntbn$ahnﬁdl$ﬁﬂ M23B6+)n43@iMetE1).0. 5 nL) was added to
a solution of crude {2- [(4-ch|oro- 5

gl) - (1- cydohexyl car banoyl1- 3- et hyl - but y1) - am no
-phenyl f-carbanic acid tertbutyl ester (83 ng, 0.12

el i dsnton Erosnaiteneoienase Lol nige cogen
chtsidef or 3 minutes with stirring. The reaction
m xture was evaporated, purified by preparative HPLC -

6 %ﬁggﬁﬁtexﬁhﬂﬁeé i3, 2’“4tlﬂetﬂ@£}e5e1{zoﬁ%gﬁoﬁ'éfrohs%gﬁ%%%cgegyde,

Cgcﬁ#}gqr:%f xacgc%gm!:l% Iégg%\? te?tngutg}/}?cgr 'B%;le phenylene diamine gave 2,N-
digyiohelybey|2-(@4nethtphphdngt) deytoimittinyl- -8l baemede hydrogen chloride

2-yll - benzoic acid nethyl
g?hR%LL%%o eﬁﬁgﬁ orlg%gh% (6096 as a colorless
oi | NB (ES+) 553 (M+H). Exanple
Examplfi%cycl ohexy1- 2-
[ 5, 6-di chl oro-2-(2, 4-di net hoxy- phenyl ) - benzoi m dazol -
2Ndidy clohddyl-adet(amhetfody-ghdayh tiehoitiidazbl- Uiyl] aiclramédechydrogen
cﬁf %@ g, 6.21 mol, 1.1 equiv.) was added to a
OFfed sol ution of 4, 5-di chl or o- benzene- 1, 2- di am ne
(1.00 g, 5.65 nmml, 1.0 equiv.) in tetrahydrofuran
I{l imlmtogﬁ@nwew 4i3% égﬂ@bwebwwa aridecyciohgangcartgldehyde,
llsolcyﬁﬁ&lé ‘dna I\aiertolﬁlta aﬂbbﬁif J&éfétduﬁﬁmmgﬁel«ﬁﬁ-

Al L R 5y S S 0 s
asmbvauuwmdﬂﬂﬁﬁﬁﬁ+h&ﬂﬁ@%pﬂbduct dry-1 oaded onto Si02
and purified by colum chromat ography (5i 02, ethyl

Eg&gb@@p n- heptane 1:9 to 1:2) to afford (2-
am no- 4, 5- dlchloro phenyl) carbami c acid tert-butyl

g_ilecr}’gl?ge ﬁ#- 2((2 Wy neno )fpepmgél}r%%& %y‘ r?c%fﬁ’%‘ﬁ?d'g?'dmgen

chbndxanples 2.1-2. 2 benzoi ¢ aci d,
cycl ohexanecar bal dehyde, cyclohexyl i socyani de, and

14 Zn A% Q'ef’an’éplgé £hlzof 6: 19&68%' Qenﬁé‘lﬁ bham &cl@ﬁéﬁneearbaldehyde,

tert-buytyl ter gave
C{’@?%ﬂ- ili‘}ﬂ’%’r‘ sngd Bl tfrtc#%fﬂﬁ %9ﬂﬁﬁ§ﬁ% sieisiapisr ercdadol
didzelyﬂdxyﬁwkamrﬂﬁhﬁgf—;&lm@ﬂ) Mehessidabbl-1-Mp-aCdtihjde h4¢bgen chloride

M) 3 @%E dohery1l- 2-
{ wylp i44§ eny ) - benzoi m dazol - 1-y1] - N-i sopr
opy! - acetan1de hydrogen chloride In analogy to

 Exgmmlsides 3. 1-3.2, 2, 4-di net hoxy- benzoi ¢ acid,

cydohexanecarbaldehyde i spropyl isocyani de, and
2N-dR¥ytlobestyb XY 2-a pBihilen plirg byt esithidlizalt §8 -@adide hydrogen chloride
2-cycl ohexyl- 2-

In analogy to examples 3.1-3.2, naphthalene-1-carboxylic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2,N-
dicyclohexyl-2-(2-naphthalen-1-yl-benzoimidazol-1-yl)-acetamide hydrogen chloride as a
vellow oil, MS(ES+): 466 (M+H).

Example 10
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WO 2008/ 000643PCT/ EP2007/ 055994 - 46 -
[ 2- (2, 4- di met hoxy- phenyl ) - benzoi m dazol - 1-yl | - N-i sopr

' | -acet am de hydrogen chloride as a brown so
wopebsp

id, M5
064336 (MrH). Exanple 6 PCT/EP20071055994
2, N—dlcydoheryl 2-[ 2- (4- met oWy- pheny1) - ben20|n1dazo

RS AT SRS, BEAAT | ) LBE G

cbydhhexanecarbaldehyde cycl ohexyl isocyani de, and
N-tert-butoxycarbonyl phenyl ene di am ne gave

Ig ahlb t%le%}ﬁﬁﬂ)ésl?: 2:3.2, 3-etho —benzmc ac1d cyclohexanecarbaldehyde,

(4 nethox n ben20|n1 azol - 1-y1l-acet am de
gzlala%@@ﬁocam%g @Nazfﬁa O PBIRAOOBT R e R
dvitldhexyl-0- [ BxX(avrgtt cy-Hhenyl) -benzoimidazol- 1-yl] -acetamide hydrogen chloride as

%Rﬂﬁﬁ nmet hoxy- phenyl) - benzoi m dazo
#%%#ﬁiag%g al |d%4éygﬁng h chloride In analogy to

exa les 3.1-3.2, 3-net-hoxy-benzoic acid,
xanecar bal dehyde, cycl ohexyl isocyani de, and

N—tert but oxycar bonyl phenyl ene di am ne gave 2, N 15

Nhcggsteaplex (21¢24-dinZethSeynplidagBibephamydazo bb gl of-pletigk bhtyramide

1 -yl]-acetam de hydrogen chloride as a brown solid,

[

I nﬁl@ b’ ex%é@y &%/E'_B 4- f]ﬁgﬂw?glﬁéﬁnlz zézz'é%ﬁ §~\f)ﬁia ( acéénaiz c&dohexyl

nn%%laaflwée e gav Byyclelexexd l(i dgngthgxysphenyl)-
b%nmmw DENZOpHendCh Eyrafii€d, AeEBRECHSE brHdehy de,
cycl ohexyl |socyan|de and N-tert-butoxycarbonyl

hen%lﬁne di am ne gave 2, Ndi cycl ohex-y1- 2-

%% et hoxy- phenyl ) - benzoi m dazol - 1-yl] -acetam de
hydrogen chloride as a yellow oil, M (ES+): 446
N-sraighexylgd B4 dionegBoxy-phenyl)- -benzoimidazol-1-yl]-3-methyl-butyramide

hedPbeh eMelighexy1- 2- ( 2- napht hal en- 1-yl - benzoi m dazol -1
-yl) acetan1de hydr ogen chlorlde In analogy to

3
SR shulaPi LR R P RO ATy g, ooy
1chaemde, mnmémmyarbpm& brtene dicaming gavg dNreyclohexyl-2-[2-(2,4-
Rl ey F)[Bé%z&x{lé’azﬂﬁpl}l Dl Sy by 8} AR T s

I) a tam hl orlde as a'yell ow oi
5‘”@6 TK/@%B {7%2008/000643PCT/ EP2007/ 055994

- 47 -

E2aiNplti18ycl ohexyl1- 2- [ 2- ( 3- et hoxy- phenyl) - benzoi m dazo

-1-y1] - acetanide hydrogen chloride In anal ogy to

Ne A ohgé amé%h&gt@i@ﬁ vDARAR i ®EbI1 -y1]-3- phenyl—pré)plonamﬁe

anecarbaldehy e, cycl ohexyl 1socyanide,
aget SHatdkycar bonyl phenyl ene di ami ne gave 2, N

In analogy to examples 3.1-3.2, 2,4-dimethoxy-benzoic acid, phenylacetaldehyde
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-cyclohexyl-2- '
[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl] -3-phenyl-propionamide hydrogen

~ chloride as a off-white solid, MS (ES+): 484 (M+H).

Example 14

N-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-2-pyridin-2-yl-acetamide
hydrogen chioride

In analogy to examples 3.1-3.2, 2,4-dimethoxy-benzoic acid, pyridine-2-carbaldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-cyclohexyl-2-
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5
di cycl ohexyl- 2-[ 2- (3- et hoxy- pheny1) - benzoinaidazol 1-

acet anm de hydrogen chloride as a brown soli
Woeggwp

MS
064360 (MrH). Exanple 11 PCT/EP26071655994
N- cydohexy1- 2- [2 (2, 4-di et hdlrgy phenyl) ben20| m dazol

phen ram 0 _exa
3B PSSk b AP e R rosen
chgodxdhexaybrom dils MSy@EhR+Hd71 &dH)- azi do- phenyl ani ne gave
N- cycl ohexyl-242- (2, 4- di met hoxy- phenyebenzoi r ni dazol -
E:]mﬁflbel~54 phenyl - butyram de, M5 (ES+): 498 (MtH).
le 12

C %%]‘Ye@/%f%%{w é r(gﬁ:%@hﬂygﬁ‘ 38« YRR o GRE Seetamide

hatisdge]gyhlbndexarrpl es 3.1-3.2, 2,4-dinethoxy-benzoic
acid, 2-nethyl propanal, cydohexyl isocyanide, and

1046 d%y tgl&é%iisai p@rPYh 4%@3&40%?—%@1%0@@3&1? cH#fRntylcarbaldehyde,

N- cy exyl
911@} &bEﬂMtW6§P8PYIPh§‘1HIEI§ Firsping gavs N-grcdohexyl-2-
lﬁk&n@}l’dlﬁ [@gent-difl ettidxgtephagyla bbiiaiwnidasd!+ 1dyl | -WMBt{rk8¢ hydrogen

ﬁg)%dgl\/%%'}%énls%ar@gﬁsl@‘ %&n(eMﬁ%I y phenyl) - benzoi m dazol

-1-yl] - 3- phenyl - propi onam de hydrogen chloride In

maPld¢ t o exanpl es 3.1-3.2, 2, 4-di nmethoxy- benzoic
aC|d phenyl acet al dehyde cycl ohexyl isocyani de, and
4N{ I-eydlol&btsrl@(&y@aidﬁ:@lﬁyﬂbambﬁhyﬂeﬂﬂﬁ |-dilabénzeingdyl-2-yl}-benzoic acid
h%ﬁﬂplohexyl 2- [2- (2,4- dinmethoxy-

? benzoi m dazol -1 -yl] -3-phenyl-prop ionam de

hydrogen 25 chloride as a off-white solid, M5 (ES+):
I gualpgymtpiexarmyesdl é- leprephthallc acid monomethyl ester,

c?h&de@gh@a%maet%rd[e%yé@héxyms i@léyamﬁf}elﬂeﬂ bu@ﬁﬁé%dﬁy@%ﬁﬂeﬂe

b b ol LA oo R e LT

bézode didmethgkaster phwhydsohldehfﬁdﬁﬁﬂr)j 47/4L(M+H§)fl ]
-2-pyridin-2-yl-acetam de hydrogen chloride as a
Egglgm @ l, M5 (ES+): 471 (MrH). Exanple 15
N-cydohexyl - 2-c-ycl opentyl 2-[2-(2, 4-di met hoxy- phenyl

e L S B s R i R

aci d, cydopentylcarbaldehyde cycl ohexyl i socyani de,
TmAkldgst te ekarhpleok -8 barythal pieehyhrbaelidpeidi ayslobeaaecarbaldehyde,

enzmmldazol 2-yl}-

&t géﬁ':d@ and N-tert- but(r)rzéytc%rg)c()?yl phenylene déaemlélg | zriﬁe d2al\ZT—
dlqdthxyi %é%xnaah@@eﬁmlgﬁawwa&f) br s & gfhiitg so &lid, s

(M- % ESHHN-+HB2 (MHH) .
Example 18
2,N-dicyclohexyl-2-[2-(3-thiophen-2-yl-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to examples 2.1-2.2, 3-thiophen-2-yl-benzoic acid, cyclohexanecarbaldehyde,
cyclohéxyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2,N-
dicyclohexyl-2-[2-(3-thiophen-2-yl-phenyl)-benzoimidazol-1-yl[-acetamide hydrogen

‘chloride as a white solid, MS (ES+): 498 (M+H).

Example 19

2,N-dicyclohexyl-2-[2-(5-phenyl-thiophen-2-yl)-benzoimidazol- 1-yl]-acetamide



10 Exanpl e 16 :
4- 1] 1- cydohexyl - (cydohexyl car banoyl - net hyl) 1- 1H benzo
i m dazol -2-y11-benzoic acid nmethyl ester In analo

WO 2805808041 es 2. 1-2.2, terephthalic acid mnorpﬁéfflf?ﬁg%msss‘%

1¢

15

20

25

ester, cyclohexanecar bal dehyd¥,- cycl ohexyl :
3SR R, Mt R QNSRRI RN B 15
drdologrehahebaidebydsy clclihexy isoarapatroyid Weertrplokydirbdyghploinylene
JAHRE ShveZr M diBEREOLE 2881 @ _SRENVhi SREER RSbMbinSdazol-1-v1]-
SO id% Vl\/IS Eégr)%; %ﬁ/g&ﬁ&a@ﬁ 17@)S b azol-1-yl]
a?‘?ﬁ@ﬂk@;‘/él"é‘ﬁé)??}l‘i*%s( SHagHe Wfedl2- yI - benzoi mi dazol - 1-
yl)-acetam de In anal ogy to exanples 2.1-2.2,

Bxapipld?® ene- 2- car boxylic acid,

cycl ohexanecar bal dehyde, 20 cycl ohexyl i socyani de,

and ] ] anes di A Ve o
A AR YRS RN BRY) el A 4210, B
methiest®t de as a white solid, MS (ES+): 466 (MrH).

Exanpl e 18 2, N-di cycl ohexyl-2- [2-

- It 3ndlbgyoiohenmgley 2.1 2 iwpbh thhlbnactd modemeihyllesyet,1- acet am d

cggl%%‘ixl% p%%n%%@g%i-etb%ﬁ%g gsg?yé.’aid%, £1dN —tert—butoxycarb()l-lyl ‘phenylene

déapeine Bescant ¢ avdahaehicd ocheylchibaewyl medgl | -AH erazoigndazol-2-yll-

bhidi¢ dcid ety &arRORWhitRhaRly Mg sdi.am ng+gave 2, N

di cycl ohexyl- 2-

]4 2- g? hi ophen- 2-yl - phenyl ) - benzoi m dazol - 1-yl | -aceta
eh‘!;’dr ogen chloride as a white solid, M5 (ESt):

498 (M+H). Exanipl e 19 30

20 2N3 divdyeiyarheryl -benidmidezph b iil4-miathgphentamoig agid pretphgiylamide

m dazol -1-y1J- acetam de WO

120086800643RIL £P20031198RRG 4enzchacid, bmanAlGNalehy de,

e es 2.1-:2.2 - phenyl -t hi ophene- 2- car boxyl i

ST T SRS ARt S DA o R B ey Trm b Eyts r el

hadwhxiNrhemt -bertzoxwidazdbd ryt] -4 phethyl Hrenendicamidrgcl gharglamide as a white

" &l | b4
P BRI

enyl -t%lilrgg)hen- 2-y1) - benzoi m dazol - 1-yl] -
acet r?'g{de as a white solid, M5 (ES+): 498 (MtH). 5
& 20
34[ 1- cydohexyl - (cydohexyl car banoyl - net hyl )] - 1H benzoi
2r[i2eldAylds Geypiethyibphzwyl cbaciotnietdlyil- yledimeethyl-pentanoic acid

cyclohexylamide

In analogy to examples 2.1-2.2, 4-hydroxymethyl benzoic acid, 3-methyl butyraldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-[2-(4-
hydroxymethyl-phenyl)-benzoimidazol-1-vl]-4-methyl-pentanoic acid cyclohexvlamide as
a white solid, MS {ES+): 420 (M+H).

Example 23
2-[2-(1H-indol-5-yl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid cyclohexylamide

In analogy to examples 2.1-2.2, 1I1-indole-5-carboxylic acid, 3-methyl butyraldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-[2-(}H-indol-

 5-yl)-benzoimidazol-1-yi]-4-methyl-pentanoic acid cyclohexylamide as a white solid, MS

(ES+): 429 (M+H).

Example 24
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In anal ogy to exanples 2.1-2.2, isophthalic acid
nmononet hyl ester, cycl ohexanecarbal dehyde, :

wvo§ﬁ0|0hex yl |socyan|de and N-tert-butoxycarb

P he 10 di ami ne gave 3-{ CT/F}IP2007/055994
[ 1- cycl ohexyl - (cydohexyl car batfoyl - net hyl )]
e e s e e

242- ( 3- hydr oxy- phenyl) - benzoi m dazol - 1-y11 met hyl -

 Tonnang © caonH etk Ky b dniedocrhea G T e arIEshyde,

1dhekyidso érh&éj LAIW- Q?tnglﬁbﬁvc@ﬁbloﬁ vl phe ﬁ@&n:ydlamme gave 2-[2-(1H-indol-

lﬁ é? azlode y ?3}0\%{?—60\%?& | ?Fga% a‘%ﬁgﬁ%’f‘%ﬂ@e Bydrogen chloride as
a[y2H¢v3 soly MISq¥g+ pHeayNi-Hienzoi m dazol - 1-yl |

-4-met hyl - pent anoi ¢ aci d cydohexyl am de as a white
E&%‘n flosM8 (ES+): 406 (M+H). Exanple 22 - 2-

P4 hydr oxynet hyl - phenyl) - benzoi m dazol - 1-yl ]
-4 met hyl - pent anoi ¢, acj d 20 ydo yl am de I n, an
21§~ dseampp& epylpbenpim aﬁ‘g}aﬂrﬂ ﬁrp%@% aeic@riphenylamide
3-met hyl butyral dehyde, cyclohexyl i socyani de, and
IiNabaogy-th ekomplea?. by B-aphien pheoe adidadrimmehy) duerddddde, cyclohexyl

ntang#¥g§£$'gﬂﬂﬂﬁ&%%kﬁgﬁgﬁﬁd@hgg%ﬁﬁﬂﬁ %%%QﬂFmghﬂﬁébQQenﬂy

GJE@.]J}H azglel- ( H}le ggp@gw ¥idbgyclphexylamide hydrogen chloride as white

sb12t, (MdtHSRotohs Svd - benzoi m dazol - 1-yl ] ,

-4- nethyl pent anoi ¢ aci d cydohexylam de I n analogy to

§aTE S 2.1-2.2, 1H i ndol e-5-carboxylic acid,

-net’hyl butyral dehyde, cycl oheryl |socyan|de and

N-tert- butox%carbonyl pheny| ene dlan1ne_ﬁg

2y clohexyi-Ad ét(BAydimetiory whend sbenzoimidagal-4- Nh&iR) beher-ethyl)-

abitemadel d cydoheryl am de as a white solid, M5 30

(ES+): 429 (MtH). Exanple 24 MD

2%&2@ 8%}%%5?56; ?%%oé/egcgug}?aﬁnmétgz oﬁlzoic achfij cyzflohegc%ne{:arbald?hyde,

ispAing- @lcylblb@yema he@l *@ntrldéomaﬁnaﬂ@@yn}ﬂ@eekm gave 2-

cﬁcléhe%ylzz (ALt Mﬁﬁ&ﬁo@ 5@4&9%&@@@2%1 -3t rml(hx)ll -phenyl-ethyl)-
ralde F%&hVEg % ni de, and

ARg3 ??a%ﬂ 83 b éﬁ§ di am ne gave

2-[ 2- (1FL|ndoI6 yl) - ben20|n1dazo|-1-y1]-4-nethy|-pent

Ezmople 23ci d cycl ohexyl am de hydrogen chloride as 5 a

yellow solid, M5 (ES+): 429 (M+H). Exanple 25

2,N-dicyclohexyl-2-[2-(4-hydroxymethyl-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to examples 2.1-2.2, 4-hydroxymethyl benzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2,N-
dicyclohexyl-2-[2-(4-hydroxymethyl-phenyl)-benzoimidazol-1-yl]-acetamide as a white
solid, MS (ES+): 446 (M+H).

Example 28
N-cyclohexyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl|-4-phenyl-butyramide

28.1

Anthranilic acid (12.3 g, 90 mmol) was dissolved in a mixture of aqueous ICl (36%, 50
mL), H>O (100 mL), dioxane (50 mL) and methanol (50 mL) at 0°C and treated dropwise
with NaNO; (7.6 g, 110 mumol) dissolved in H,O (50 ml) whereas the temperature of the

reaction mixture was kept below 5°C. After 1 hat 0°C the mixture was poured onto an icy
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242- (4- am no- phenyl) - benzoi m dazol - 1-y11- 4- et hyl - pen
tanoi C add cydohexyl am de I n anal ogy to exanples
2, 4-am no benzoic acid, 3-nethyl

WOB@?W%“aehyde cycl ohexyl isocyanide, and PCT/EP2007/053994

N-tert-but oxycar bonyl phenyl“elﬂe di arri ne gave - -
4- am,.no- phe ben d

oo P R ARG ae PEVINLSRER st e gggpmon nco

mil*df(s\ralt@eR@sam (de3 Qmes)obxtrmloaﬁgﬂ)e regdsng mwswmﬁmﬂeylacetate,

of the combmed 0 2gamc phases, and evaporation of the solvent %]ave (8.5 g, 58%) of
(? jﬁohex y1- 9‘-}% gﬁ%g;)xy pheny1l) - benzohni dazo
azi 1a794 IIZRFCC‘€‘§) éLPIyIIMé acetam de 15 In

anal ogy to exanples 2.1-2.2, 2,4-dinmethoxy-benzoic
zadid cyclohexanecarbaldehyde (1-
Sé( %@1%0‘?{1;11}’& ng)?) Pge Qé (?' OB I’;ﬁl d{}h%ﬁflﬁrﬁ%@éxg§ﬁﬁ9% cooled to -
ny ene o cyc Xyl-2-
lp?3 pd eated: wish ﬁwlftte et dit migak ohiqr sipyrpg for 1hat -10°C,
NN (€ BB -1ph aliydl) 8lssttded-in age)t(anhﬁg wasadiewhhd ehesalxtde allowed to

rﬁackl_(a{ﬂ %% 258 %&rekq{ ?&ﬂ% ) was adge% and the mixture extracted 3 times

With iy daiayardhh yﬂhykah@ny Iphaseeweridmied azib| NabS@Q4dnd stirred for 96 hrs at
arr?t @égﬁ)ﬁe?athﬁby ?Hggt%g ith@ tﬁ‘&‘czﬁg@ leSithed whs Altéred and chromatographed

Ic acid

- hydr
%bﬁék sthaksiiyabasmpde lueyidpe s j94 me SLPakedeazidpphenylamine.
I\PI\B(Eﬁ) Tmst(akagar bonyl phenyl ene di am ne gave
2, Ndi cycl oher yl-2-
44- hydr oxynet hyl - phenyl) - benzoi m dazol - 1-y1] - acet am

'de as a white solid, M5 (ES+): 446 (MtH). 25 Exanple
fowixture of 2-azido- phenylamme (68 mg, 0.5 mmol), 2,3- dimethoxy benzoic acid {91

rﬂl\gl@ws%mnyépﬁaﬁ %&?a{ﬁ ctemghoxyﬂ@m ray&bh&@nmymle@m mg, 0.5

|
“elfgﬁsfla @3 fieaphvdis &ﬂ’agg‘s‘ﬁ &‘%n ﬁﬁrﬁ%&%ﬁfﬁgﬁﬂ?w‘imm of
didpliero e thdGd a{BGe4tebBith2y pl bﬂﬁw@;ﬂ@ﬁylﬂhﬂMeoA&ﬁem@Eﬂg to 0°C 430

ng%éfvg%'ﬂ,ﬂn@,\@@ ?A}pl‘%ﬁglpmf)fgﬁ}e (@f 1@&?231;22 g)OM'e ?@ded and the
mpigfurgpligveeddo reash Remyehin b lare The f‘iSH’eW%Sé]é‘%‘?cﬁ E?ﬁeqﬁffet‘”{?ﬁléed with
d{\@ﬁar&ﬁ@ﬂmﬁ@ hwetﬁ@d Ak f tdlubnedd: 1008Ct R@mBiak bme ré&ﬁﬁby filtration

nto 08/ 43PCT/,EP2 -
B st Bt SFaat FeC Ao I T T oA me oy
phouafil Liherepirdidaol S eyl | -23Menyldiutyramideas af&@@fﬂmdhdoﬁvl&\ﬁiséﬁ 498
(Bepgated (ca. 3 tines) extraction of the resul ting
suspension with ethylacetate, drying of the combined
orga{n ¢ phases, and evaporation of the solvent gave
58% of 2-azido-benzoic acid. M5 (ES+): 164
(I\/H—|) 5 28.2 2-Azi do-benzoic acid (3.7 g, 22.7 mol)
2 [2- Giaymed-pliésfybli-bamrboheid 4708 1 rl)- 2 Wadicpdal cagh-dcatamidO C and
treated with ethylchloroformate (2.6 g, 24 mol)
Iﬁ‘faﬁﬁf)g)%'eﬂrhﬂgs 39r0l Btkyéﬁo bek26ic al¥d I@cl@ﬁeﬁﬁ&arﬂaﬂ&h}f&e, cyclohexyl

oIve s added .and,  t
1%%154%61 33%%@@8% mvé%l Vd\?*’éﬁ‘ﬁé BaHedr (3#2’6“0 phenyl)-
b(eﬁﬂ;@mida):ol\/\aﬂ acdelicyaiotctyhacarndda nea ekite adideMSIES+res] (M-+H).

Example 30

2,N-dicyclohexyl-2-(2-[4-(1H-tetrazol-5-yl}-phenyl] -bgnzoi_mic:{azol» 1-yl}-acetamide
hydrogen chloride

In analogy to examples 3.1-3.2, 4-(1H-tetrazol-5-yl)-benzoic acid, .
cyclohexanecarbaldehyde, cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene



10

.15

10 with ethylacetate. The et hyl acet at e phases were
dried with Na2SO4 and stirred for 96 hrs at anbi ent
tenperature. The precipitate that had forned was

WO ¥PEA and chr omat ographed on Si02 with  PCHEP2007/055994

ethylacetate/hexane as el uent52oo give 304 ng (19%

azi an ne

g B S S R A e | Tt ples g hepr by idazol- -yl
azet&ndiedaftlmgmy clideridoasanadi-erh{t® o liagMSAES+ e (M+H).
3- phenyl propanal (67 ng, 0.5 nmol), cycl ohexyl

_Eéﬂ%%@ﬂide (55 nyg, 0.5 mol) in 2 mM of nethanol was
stifred 64 hrs at RT. The m xture was dil ut ed MAth 7

: | or orret hane with. 25 ul
nﬂ1~ B oAtk f‘éfwlgi%ﬁeg PRdgel-dgy ‘FF@‘Z%‘F acid methyl
-emmfyner bound tri phenyl phosphi ne (SP 15002B154, 3

nol / g) were added and the 20 mi xture allowed to

Iﬁ??ﬂ%@l; eed*‘%w%%& A ARl RO Rl %S i

. FoPREaHRegbal %@deaﬂe@m BpCygPiderand Nl bipxysarhanyt phypylene

d@mﬁnelgmat at fbefizyddarBaheys oy d@htydawehyl 01 Hibeh 28 dagbl-2-y1] -
Q
tmﬁ%%@%§$ o?ﬁ?&é%gﬁniﬁgﬁﬁgﬁﬁ%ﬁehfpsg“?&?an1de as a

br own SO|Id M5 (ESt+): 498 (M+H). 25 Exanple 29 2-

Egampl 32y ano- pheny1) - benzoi m dazol - 1-y11- 2, N-di cycl ohe
xyl -acetam de In anal ogy to exanples 2.1-2.2, 3-cyano
2benz @i Eindidty-phapbexanarrsal-giehydeoi el @Bl@ﬁe}bﬂannde

i socyani de, and tert - but oxycar bonyl phenyl ene

%enz ogrebog lg 8 [Sizig %u‘ﬁé(tggl% g%l‘lo %]a): ent nal c&cloheéqu isocyanide,
auh ata@dgmheaylmwgle(m; 2 m-c%whpxy Bberﬁidabqyz@mdﬁzol Lyll-
héxMofH £y ahﬁéef yldelm des(3ldot®tazol - 5-y1) - phenyf | -

benzoi m dazol }-acet am de hydrogen chloride In
nal to exanples 3.1-3.2,

E? E&%etrazol 5-y1)- benzoic aci d,
cIohexanecarbaIdehyde cyclohexyl i socyani de, and

o ZMﬁwgbbwbgjééﬁm]gqn gﬁ&wﬁ—pb@yl)»@nzmmldazol— -vl]-acetamide

20

25

30

%@Q%épgﬁ@ﬁ&?CTlEP2007/055994 - 52 - diam ne gave
N-Di cydohexyl 2-{2-[4-(1Htetrazol -5-y1)-phenyl] - be

LG D ESBRIEE- s (B Ad O PO B st g arbaldehyde,
cglohexyl ISOCYaDIde> and N-tert- butoxycarbonyl phenylene diamine gave 2,N-

ci ()f?&?lz, - %%ﬁ méﬂea%% ngpﬁeﬁ'ﬁkfélbe@ém&gzoll ﬁ%@gtgllnmeqﬁfdrogen

QlC a ester I'n an
C%%ﬁﬁﬁﬁ%%]?“T§2h@Iﬁ%ﬂﬁ%ﬂhﬁﬁﬁégﬁ%bnyl benzoi ¢ aC|d
cycl opent anecar bal dehyde, benzyl isocyani de, and
Ekbiplet34but oxycar bonyl phenyl ene di am ne gave 3-
[ 1- (benzyl car banoyl - cycl opentyl - et hyl ) - 1H benzoi m da

—9 ﬁzﬁl’—ik.t:l?tg%ﬁ?i?% %@?Wﬁgﬁ)&)&%ﬁeﬁgt— z&%&@aﬂm i—tyrﬁ—acetamide

242 (2, 4-di met hoxy- pheny1l) - benzoi m dazol - 1-y1J- hexa
I gnalegy te ﬁ’&ﬂg‘ﬁ éﬁ"r 4é- 1@6%&7 Sk %&@X%C%baldehyde»

‘benBtigicyetihxyd Neuaﬂdmo@emﬁonﬁeymteﬂ;naie, dmmmle ghexylbenzyl-2-

: ;W?—gﬁh@ ﬂu’n aZI yﬁ gngaﬁzzcgulmlrln& olgfllyﬁ fcetﬁmde as a yellow oil,
;Léiﬁmbﬁﬁ4ﬂﬂﬁéﬂcyclohexylanlde M5 (ES+): 450 (M+H).
15 Exanpl e 33

Example 35

2—cycloheXy1—2-[2—(2,4—dimethoxy—phényl)—benzoimidazol—1—yl]-N—(l»methyl—butyl)—

acetamide
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2, N-di cycl ohexy1-2- [ 2-
( 3- met hanesul f onyl - phenyl ) - benzoi m dazol - 1-yl1]
-acet am de hydrogen chloride |In analogy to exa

| e
WOZ008/080643  3_ et hanesul f onyl - benzoic acid,.  PCTE 2007/05599{

cyclohexanecarbaldehyde cycﬁ@hexyl isocyanlde and

t - but
bRt 152 2RO S S s fushyfenyde. >
igayawlopdntyrid, aactblmmldﬁohymbogﬂrphcmﬂ@'rel difenms gaveldr-gwlohexyl-2-[2-
(%_Qldu%ethw% %ﬁél}))o éﬁéﬂ&%ﬂd l)yi RX@0RLByPButyl) -acetamide as an orange

enzz exyl- 2-
splad, M{ Evay 11154 k%ﬁéhyl) ben20|n1dazol 1-yl] -acetam de

In anal ogy to exanples 2.1-2.2, 2,4-dinethoxy-benzoic
Eaaingle 38y dohexanecar bal dehyde, 25 benzylisocyanide,
and N-tert- butoxycarbonyl phenyl ene di am ne gave

4713 l—th )-1H-b idazol-2-yl]-b id methyl
o Pefks b oydongoigtmethyl I bzoimifaspl 2yl bengoi fid methy

ester y 1] - acetan1de as a yellow oil, M5 (ES+): 484
(M+H). Exanple 35 2- cyclohexy1-2- [ 2-
I 2ndegli torkhoplys hbery W)mekogoaboddehzdie ydid, - N-

SR 1SSt Pt g reen

deswainp bavs 42( 11(benzylcaghamay]-apd anspiyl-peettndi- bHa’c@n@pumdazol -2-yl]-
HeNA OREXARBGPERR 68 IKAE s01; MSIBSYRRgPENt ane, and

N-tert-butoxycarbonyl phenylene di am ne gave

E% Cﬁféghexyl 2- [2-

I'met hoxy- phenyl) - benzoi m dazol - 1-yl |

nethyl butyl)-acetam de as an orange solid, M
pentyE4- (NG HrethaxyFRIanyl) eBgoimidazol-1-yl]-4-phenyl- butyram1de

h&&r bepaykas banoyl - cycl opentyl - net hyl ) - 1H benzoi m daz
yII-ben20|c acid nethyl ester In analogy to

2. bonyl
%%%‘a%&ﬁte RS DLrde Ry bR NaRay T - PEdoy AR e vclopenty
ifNeyamide; vt 9xtyt dnivarygdrbpine ph bretme Hizndina pave eV g)a-\l@elityb [2-(3-
LI AN R 15 zmo?déZ%ﬁﬂame%“e*F e A SIS
bsgym aphdw%‘is(@%#) 45484 +EH) . Exarrpl e 37
N-cycl opentyl-2-[ 2- (3 nmet hoxy- phenyl) - benzoi m dazol -

Exydhple48phenyl - but yram de hydrogen chloride 15 In
anal ogy to exanples 3.1-3.2, 3-nethoxy-benzoic acid,

2&-’3&?&%%%8 pe qg g?ﬁb n%ﬁ%h‘%ﬁg %Elll&éyn e§ 319@‘.?#1 r%ﬁ,éog@lg@azol 1-yl]-acetamide

ejerid ?1 2-[2-(3-
nethoxy phenyl) - benzoi nai dazol - 1-yl ]
In 4n by lexdiniplyy R30S 2 Aydimegeny-bahoid il agdcheRimeamrbaldehyde,

c?c%ﬁegtyhs'(\)/%ag%%'gnd NEr %N%o%car%lﬁﬁrg Igetg}% phenylene diamine gave 2,N-

dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-5-methyl-benzoimidazol-1-yl ] -acetamide
hydrogen chloride as a white solid, MS (ES+): 490 (M+I1).

Example 39

2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclopentyl-acetamide hydrogen
chloride :

In analogy to examples 3.1-3.2, 4-chloro-benzoic acid, cyclopentanecarbaldehyde, _
cyclopentylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-[2-(4-chloro-
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20 2, N-di cycl ohexyl- 2- [2-
(2, 4- di net hoxy- phenyl) - 5- net hyl - benzoi m dazol -1-yl]-a
cet am de hydrogen chloride In anal ogy to exanples '

WOR088/08063#3 2 4- di met hoxy- benzoi ¢ aci d, PCT/EP2007/055994

cydohexanecarbaldehyde cydoﬁ@xylisocyanide and

but t phen di am ave
s R e s e A e SR
sohﬁﬂh&]ﬁh}ﬁﬁidhﬁﬂﬂhzol 1-y1l] -acetam de 25 hydrogen
chloride as a white solid, M5 (ES+): 490 (M+H)

39 2- :
2- ?&Jchloro phenyl) - benzoi m dazol - 1- yI]
I&s B@%ﬁ%&%ﬁg&é@%ﬁ%—%&%ﬁtﬁ%ﬂﬁ nyl inzglrnlu azol—V\er] -acetamide

phenyl) - benzoi m dazol - 1-y11-2; N-di cycl opent yl - acet am
Idendlygriogeamplhd Dii2d% 2gsdimetivicy-deswlid abid, MBl¢HeSa)ecah@dehyde,

d&)‘tlﬁ%lgﬁﬁg'ﬁyl %11169 émﬁg(tert buto;iyc r2b0£.yl C}Jhen}/le%exci}amﬁx ]ia/v‘aN»
bsedyd thdaileheXf %f (- aéed%ﬁw&*g v aharegyd @7@ -1-ylJ-acetamide as

ataP k&Rl RISKER+2,568 (M@ et hoxy- benzoi ¢ aci d,
cydohexanecar bal dehyde, diphenylnethylisocyanide, and

E%Qgﬁ [ls butoxycarbonyl phenyl ene di ar ni ne gave

zhydryl -cydohexyl-2-12- (2, 4- di net hoxy- phenyl)-b
enzoi m dazol 11-acetam de as a _brown solid, NS

N- quzyl Zg%@aylmhpén— @%p@m@&gbl—ﬂ) 4-phenyl-butyramide

N- benzyl- 2- ( 2- napht hal en- 1-yl - benzoi m dazol - 1-y1)-4-p

Th Wb;)h@%ﬁd’fﬂﬂkﬁi&llm , anplitbgdynd D carbanpicasid23- j)halylﬁqropanal benzyl

Lsg)% arlllti s ter]t b atlgxk‘)y%e)i(r | 'I[Q.ﬁlpgﬁlﬂ%le%la%lﬁgnx rl\?B% -2-(2-

I'socyani Gt 6Xycar onyl
npplghgdbeﬁ@fldxemm@d@ghéqujm&b@r@mﬂe as a wh1te solid, MS (ES+): 496
t hal en-1 -yl - benzoi m dazol - 1-y1) - 4- phenyl - but yr am
de as a white solid, M5 (ES+): 496 (M+H). 15 Exanpl e

Fﬁa‘é‘?’a‘%hexyl 2-12- (2, 4- di net hoi cy- pheny1) - benzoi i daz

ol -1-y11- N—(4 met hoxy- phenth- acet am de I n anal ogy
2tayclohenybi2 d2-(2.41dimeghoxpphenyl rbenroiyidaen Aoylt Nacg rethoxy-phenyl)-
cosahpxanecar bal dehyde, 4- net hoxyphenyl i socyani de,

~and N-tert-butoxycarbonyl phenyl ene di am ne gave 2-

20 . .

e RSP 1Rl { 2,2 2 dr HErHSRy Pt b srddimpazBridghyde 4-
meyﬂdx-yphc(rqumyém&ey apd Nageﬁ)butamhl@nhﬂqahasylmqémmwg@‘iel 2-
PRS2 Rl mﬁ‘ﬁf‘b“m SR R R Y L
a}ctﬁe@?aﬁﬁa‘élow% Ies 2.1-2. 2,

2, 4- di met hoxy- ben20|c aci d, cydohexanecar bal dehyde,

E&&npk@Bohexylisocyanide, and N-tert-butoxycarbonyl
6- net hyl phenyl ene di am ne gave

2%@ 'Eﬁjéya}égélg??i{% (g 41tﬁm(e§1 %g%!h%tﬂ@ Hetgﬁ%}{%& d%ﬁf—%ﬁfa&aetﬁnide

enzoi'm -acet as a prown so

ES+): 490
II(1 analogy to examplesl_g 1-2.2, 2,4-dimethoxy-benzoic ac1d, cyclohexanecarbaldehyde,

cyclohexylisocyanide, and N-tert-butoxycarbonyl 6-methyl phenylene diamine gave 2,N-
dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-4-methyl-benzoimidazol-1-yl] -acetamide as a
brown solid, MS (ES+): 490 (M+H).

Example 44

2,N-dicyclohexyl-2-{2-[3-(2-oxo-pyrrolidin-1-yl)-phenyl]-benzoimidazol-1-yl}-acetamide
hydrogen chloride
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Exanpl e 44 WO 20081000643PCT/ EP2007/ 055994 - 55 - In
anal ogy to exanples 3.1-3.2, 3-(2-oxo-pyrrolidin- 1
-yl)-benzoi c acid, cycl ohexanecarbal dehyde,

WO MPEky| i socyani de, and N-tert- butoxycarbé’l@‘_;?fl’El’Z‘“’mfii“’94

phenyl ene di am ne gave -35-

2, N-di | h 2- Lidi 1 h
O SRR R B154 5§ T SR AHPE APPEeR N or 1 e
cadol&xmﬂlﬁchlé)akieh}rdﬂ' cyBhéEB9cyant88 afd/NHEert- hitExambbeyl4henylene
d;aggfﬁz %{rg'lfge:%?ﬁ{g 9)((9 0& %)yﬁjomfﬂrlo§Qwh'egﬁﬂbénﬁ%&ldazol 1-

vH -apetanpd -dﬁﬁeﬁé ridéehwbttwﬂlé MEi(BS+): 99 (M+T)
cyclohexanecarbaldehyde cycl ohexyl i socyani de, and

B¥hinplet4sbut oxycar bonyl phenyl ene di arni ne gave, in a
process acconpani ed by hydrol ysis of the

2N uﬁ?cg{%ﬁ&%&g?{;ﬁ%xgﬂ' Ze-aﬂl}ralcz)—&rrﬁﬁx?—)&%ﬂ)lb&zginﬁﬁgio?—'l —};hQ acetamide
2 N—dlcyclohexyl 2-12-(2-0x0-1, 2-di hydro-pyridin-4-y

Iy aprdoerdP SFaaRled alwg 2gpehant @@H%méma% ﬂqkwhefi@lega]baldehvde’
c&&)}(eﬁﬁi!s))cyaﬁﬁ@ a(rM*N')tert-@ﬁ&ﬁﬂ?J:@b&ﬁd phayehe prntiye gate, ih dprocess

ot IR LRy R e R AR oty ' e 2spost2-atvaro-
erlcimQ nietp- Kitdiopclobser 2o 2 2aeiod] 2 @ﬂp’ldecny}fqﬂlorjlaﬁé-lbenzoumdazob
}19&%,%1&& aslah & %ﬁ@%x{hﬁm%@q\mwrmmt oxycar bonyl

pheny ene di am ne gave RN cycl opentyl

neth phenyl) - benzoi m dazol -1-yl] -

X@nBﬁéﬁy -butyramide as a white solid, M5 (ES+): 454
(MtH) . Exanpl e 47 2-cycl oheryl-2- [ 2-
h(mfzychopdntybtl’f{ée(i}hmbaw phdsrhAsnniivedaebl- 1yl ¥ pinykhutyrangide
cetanide 20 In analogy to exanples 2.1-2.2,

11 afkl 6HyTB LRI LLN20), 6-AGh &M&ﬁb@d@@e%% )fqp H?ﬂdg}hdopentyl

Gl o 3e”r' e o Shimbk RS LR RSN D%, o

n(eﬁnﬁc—ydjh&‘ﬂﬂh-bxmophehydl) Hi¢Aazdienyldarphmideydsla white solid, MS (ES+):
4;£L gﬂﬁyl acetam de as a white solid, M5 (ESt+): 464
{ Iﬁb Exanpl e 48 25 N-benzyl-2- [2-

(4-chl or o- phenyl ) - benzoi m dazol -1 -yl ]
Exgmpledépent yl - acet ami de hydr ogen chloride In anal ogy
to exanples 3.1-3.2, 4-chlorobenzoic acid,

2aydohent-a12¢2anhlinddioygdeheind ) bydzosnidyaibil dé]-Naphtyl-acetamide
N-tert-but oxycarbonyl phenyl ene di am ne gave

I&%%@S%%& egémy;[js 2b£62220|2 Finc%uajg th or{y benﬁc)}c acid, cyclohexanecarbaldehyde,
pentylisp @raagfk Nt geahoa @b@ﬁfle@ﬁ [démiige sars 2acygighexyl-2-(2-
(Ba-QWAesioky-BhenVD-KdnZoihiidbdt 1 (MR pentyl-acetamide as a white solid, MS

(ES+): 464 (M+H).
Example 48

N-benzyl-2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2-cyclopentyl-acetamide hydrogen
chloride

In analogy to examples 3.1-3.2, 4-chlorobenzoic acid, cyclopentanecarbaldehyde,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-benzyl-2-[2-(4-
chloro-phenyl)-benzoimidazol-1-yl]-2-cyclopentyl-acetamide hydrogen chloride as a
brown solid, MS (ES+): 444 (M+H).

Example 49
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WORERHO

Exanpl e 49 WO 2008/ 000643PCT/ EP2007/ 055994 - 56 -

2, N-di cycl opent y1- 2- ( 2- napht hal ene- 1-yl - benzoi i dazo

-1-y 1&aacetan1de I'n anal ogy to exanples 2.1-2.2, -
Bene-1-carboxylic acid, PCT/EP2007/655994

cydopent anecar bal dehyde, cycl5<§pentyl i socyani de, and

2R T o o bR R SR g o 1.

yl)-acetam de as a white solid, M5 5 (ES+): 438
4 Mgy tBesamples 50-22, naphthalene-1- carboxyhc acid, cyclopentanecarbaldehyde,

< aoé]enyl ﬁ@%ﬁw f&@Bé&kyea%%m phl?ﬂ de d‘ﬂa&ﬁﬁ:' hexyt -

%g%p@%g]]eﬁ@ 11 g ana %]%%/?,]— —‘é} acengm(caie aséag Wh1te solid, MS

(ES/£)| @M@M#H&socyam de, and 2-azi do- phenyl am ne gave 2-
[ 2- (3-cyano- phenyl) - benzoi m dazol - 1-y1] - N-cycl ohexyl 1
E%T%-Eﬁ%nyl -butyram de, M5 (ES+): 463 (M+H). Exanple

4- hydr oxy-phenyl) - be 20| t hy
A%Wéﬂ%ehﬂlygy%ﬁ%‘wﬂ%ﬁ? aéfl éaJéﬁles ?%péemaiﬁe mide”
analogy to exanples 3.1-3.2, 4 hydr oxybenzoi ¢ aci d,

I3 andbgyto kmt:ypla béladrdenob&nzoicdoide kphérstory parial eyclabmctylisocyanide,

R o R

4CP1E€@V1deE§/’ Mod®n chloride as a brown
solid, M5 (ES+): 406 (MH—I) Exanpl e 52

Ebgwlaxhpretsrlbutyl 2-cycl ohexyl-2- [2-
4- di met hoxy- phenyl ) - benzoi m dazol - 1-yl] -acetan de

L e N Y S ———
hﬁ’équgﬁbdﬂyi‘iﬁ%ocyam de, and N-tert-butoxycarbonyl
phenyl ene di am ne gave N-tert-butyl-2-

16 maga,mﬁaﬁpl&sz-ﬁ {3, %441@@1@@%1@!3@@&&&@%%@@@
| ﬁ%&l’_%q ac %]tg}%{néar%ﬁ %‘5:% E\A@oxycargonyl phenl\)fpem(: glsrr}me gave 2-[2-(4-
hiydrogg-pbemy )y bompivaidwspl- -1%bﬁmhy@m@mk&ﬂ%@dzwmmhvdmgen

cHﬂor%eXéAbro%r})éf?ﬂ aetgh ) MRighyi+ggter 1n analogy to
exanp es 2.1-2.2, terephthalic acid mononet hyl ester,

Fhfet%l pr opanal benzyl i socyani de, and
but oxycar bonyl phenyl ene di am ne gave 4-[1- (1-

benzyl car banoyl- 3- phenyl - propy1l) - 1H benzoi m dazol -
Ntjerbbuiyb2 cydehayh2{ (2,4 diénethons pherGD-mizeimidariol- & Yllmetalmde
(ES+): 504 (MtH).
In analogy to examples 2.1-2.2, 2,4-dimethoxy-benzoic acid, cyclohexane carbaldehyde,
tert-butylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-tert-butyl-2-
cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol- 1-yl]-acetamide as a white solid,

MS (ES+): 450 (M+H).
Example 53

4-[1-(1-benzylcarbamoyl-3-phenyl-propyl)-1H-benzoimidazol-2-yl]-benzoic acid methyl

ester

In analogy to examples 2.1-2.2, terephthalic acid monomethylester, 3-phenylpropanal,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 4-[1-(1-
benzylcarbarﬁoyl-S -phenyl-propyl)-1H-benzoimidazol-2-yl]-benzoic acid methyl ester as a
white solid, MS (ES+): 504 (M+H), -
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WO

WD 2008/ 000643PCT/ EP2007/ 055994 - 57 - Exanple 54 4-
[1-(1 cydoherykarbannyl 3- phenyl - propyl) - 1H benzoi md
azol - g -benzoic acid nethyl ester In analogy to

28.3, terephthalic aci d nononet hyl e$C&fEr2007/055994
3- phenyl propanal , 5 cycl ohexyl” i socyani de, and

az%%% phenylan1ne gave 4-

E%Tn enzyl car banoyl- 3- phenyl propyl) - 1H benzoi m dazo

| -2-y1l1l-benzoic acid nmethyl ester as a brown solid,

ANB- ((lgsq-l))hemyg:@ﬂ(amqryﬂ 3- p}l_lxmﬁprgpgg— 1H-benzoimidazol-2-yl] ~benzoic acid
n&ﬂmﬂ@hgydopentyl -[ 2- (2- net hoxy- phenyl) - benzoi m dazo

| -1-yll-acetam de 10 In analogy to exanples 2.1-2.2,

R BSEShS A AR AP o e

- cphiegnyldneyaiidaiané 2 gaide- pﬁa,enﬂamyu:l gapeht I{1-Benzylcarbamoyl-3-phenyl-

p&%p}@ere}g%te %{%&ﬁg@[g—%%— ?%95&@ WLST& a¥ gr])r(ﬂ\ﬁ{astoﬁm qu (ES+):
26 (M

dﬁ@yclohexyl 2- [2-(2;4- dlnethoxy phenyl) naphtho
[2 3-d[imdazol - 1-yli-acetam de I n anal ogy to
Fexapllsss 2. 1-2.2, 2, 4-di met hoxy-benzoic acid,
cydohexanecar bal dehyde, cycl ohexyli socyani de, and

22\2#2‘3;&1%&%@%%? *y Cl‘ﬁ)xﬁ ?‘1 ﬁﬁ; B@fgoﬁnmk(q it fAl- bedpdthivk

(2, 4- dlnetho y henyl ) apht ho - i m dazo
Iu ?lllfjlogYéeé{( Pl 42 22 y%frtﬁ%w ?18 & f@s@}ane opdchyae,
tyl 20 Eﬁ&'pdrﬁi ﬁlerﬂbutoxycarbonyl phenylene diamine gave 2,N-

d%cyclé]%% )nldi EBEE‘ 'ﬂ% e))lbpeeﬁ’]z%m maszzloylL Te¥a]n]11df: a@%z@{ solid,

hé&@ﬁ%)eélgal\@ﬁﬁ 3 d| mst hoxy benzoic acid, 3-methyl
but anal , cycl ohexyl isocyani de, and i

Egmﬁ k@@ phenyl ani ne gave 2-
dlnethoxy phenyl) benzoi m dazol -1- 25

Zﬁblcerﬁ}ﬁg Y'gg'ﬁvlt ?(ﬁ —Ipﬂ }}ﬁjg %)@{o [ar?—éj]‘iemidha@olgl%ﬁ]k—)&etamide
N- benzyl- 2 [ 2-( nethox phenyl) - benzoi m dazol - 1- y1]

Ia apshegyyip fm}}lﬁsﬂ%ﬁ de - %ﬂ]ﬁﬂ@wb@m%@ﬁa C@@@X@egargaldehyde»
?@I@x}ﬂ%?{ vaR RIBZAIAC 3 3mhitlo-nd Hiﬁl@l@:ﬁlﬁﬂ@-@&fﬁaﬂmc acid tert- butyl ester gave

AT tf,zfr#ﬁggr@wg% L OMNER5 BN i BSVIP A ramice

aQ@@8%@0@543@ETWEBZEEMEGEH994 - 58 -

met hoxy- pheny1l) - benzoi m dazol - 1- y1] - 4- phenyl - but yr am

Eggn§§5§ white solid, M5 (ES+): 476 (MtH). Exanple 59
ydohexyl-2- [2- (2, 4-

B PR b e Smp Aol ¥l pentanoic acid

- cyclohexylamide

In analogy to example 28.3, 2,3-dimethoxy benzoic acid, 3-methyl butanal, cyclohexyl
isocyanide, and 2-azido-phenylamine gave 2-{2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-
yl]-4-methyl-pentanoic acid cyclohexylamide, MS (ES+): 450 (M+H).

Example 58
N-benzyl-2-[2-(2-methoxy-phenyl)-benzoimidazol-1-yl]-4-phenyl-butyramide

In analogy to examples 2.1-2.2, 2-methoxy benzoic acid, 3-phenylpropanal,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-benzyl-2-[2-(2-
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In anal ogy to exanples 2.1-2.2, 2,4-dinethoxy benzoic
aci d, cydohexanecarbal dehyd, 1-
i socyano- 3-i sopr opoxy- propane, and

WORPSEP64hut oxycar bonyl phenyl ene di am ne gav&C3EP2007/055994

cyclohexyl 2-

LB TR R AR R A s s

406 (M-+MB. (ES+) 494 (M+H). 10 Exanple 60 2-

[ 2- (2, 4-di met hoxy- pheny1l) - benzoi m dazol - 1-y1] - N-i sopr
Eﬁ%ﬁh&% gphenyl - butyrani de In anal ogy to exanple 28.3,
2 dlrnethoxy ben20|c aci d, 3-phenyl propanal,

i sop[ o |soc i do-| hen I gave 2-
15 i tr sty henabel DN B 8565
prépyvi saetaapiyd - 4- phenyl but yr ami de, NB (ES+) 458

(MtH) . 15 Exanpl e 61

s BROEN el bl LY b R APOUEDRLER: drtheDEa0b Mdhyd, 1-

eam Inanao to exanples 2.1-2.
1%98)@!’1‘9]‘19’&15%??@?0}!}’ E’QPB’E)@(?P - @gl—laltoxycar onyi phenylene d1am1ne gave 2-

cf eﬁﬂ%(ﬁ(@@—ﬂhﬁ&hd@hpﬁi@yl)bﬁﬁi@dhﬂ@@ﬁyﬂﬂﬂm (3-ag0@ropoxy-propyl)-
R pRHSAHERL RN =R GRgl am ne gave
cycl opentyl- 2-(2-napht hal enThyl - benzoi m dazol - 1-ye

Exgiople#fti de as a white solid, M5 20 (ES+): 460 (MH)
Exanpl e 62 2, N-di cycl ohexyl-2- [2- (2, 3-

ZqﬁqﬁﬁltﬂiﬁﬁéﬂwliﬂﬁﬁylpBE%hmdiﬂﬂd ylLNAshpropeled- @H&r@@butyk':ﬁmde
anal ogy to exanple 28.3, 2, 3-dinethory benzoic acid,

45085 S8 8RO gg]bgghyg&e@%@gﬁf&efm% X@%ﬂgbﬁﬁ%ﬂgngopmpﬁ
1s25yamd¢emdo2x9mfb¢m@hym)lam@ﬂ goverd- [:?a(-&zﬂ dimeghqxy-paey ahFrr@imidazol-1-

P@\Ta(ml:egi'ﬂpyl 45 aFXRITRISEE83): 258 (M+H).
(2, 4-di met hoxy- phenyl ) - ben20|n1dazol 1- y11 4- et hy

noi ¢ aci d cycl ohexyl am de WO
Eﬁﬁg‘%é@omspw EP2007/ 055994 - 59 - In anal ogy to
exanpl e 28.3, 2, 4-dinmethoxy benzoic acid, 3-nethyl

Noberepiia?-cydgminidsdy (2-iapbtlysden bgl-bensgimidazol-1-yl)-acetamide
2- azi do- phenyl am ne gave 2-

I éndldsydo @kdﬂ?ﬁlw y-210 ﬁﬁp{{thal&ﬁ:nleérﬂbﬂﬁé @hd,lcyclopentanecarb aldchyde,

b%r%];iﬁq aié(gy ewﬁﬁ;]te%%ggc as Ibdgﬁéa%ﬁn)gexeydéﬁglw %é\ﬁ:l\@ benzyl-2-
C{/@GP(eﬂWB—deﬂﬁmhﬂ?aiﬁﬂphghbdn)zebmdwﬂ*mw)az@tamMQ assopiipplid, MS

(%§ﬁ y anal ogy to exanple 28.3, 2, 3-dinethoxy
20|c aC| cycl ohexanecar bal dehyde, |sopropyl

i socyani de, and 2-azi do- phenyl an ne gave
EzapplsfRex- y1- 242- (2, 3- di met hoxypheny1) - benzoi ni dazol -
1-yll -Nisopropyl-acetam de, M5 (ES+): 436 (MtH)
2B dinptleh&yl-202-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide
242- (2, 3-di met hoxy- phenyl ) - benzoi m dazol - 1-y11- N-i sop
1A M&g’ydtb QJ?&SH}M[? 2b4! ﬁ,ria-mnﬁj&hoxy benzoic acid, cyclohiexanecarbaldehyde,
cyclohexyl isocyanide, and 2-azido-phenylamine gave 2,N-dicyclohexyl-2-[2-(2,3-
dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide, MS (ES+): 476 (M+H).

Example 63

2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid
cyclohexylamide ' ‘
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In anal ogy to exanple 28.3, 2, 3-dinethoxy benzoic
aci d, 3-phenyl propanal, isopropyl isocyanide, and
2- azi do- phenyl am ne gave 2-

WO2008(090633 (i met hoxy- phenyl ) - benzoi mi dazol - 1- CE/EP2007/055994

- N-i sopropyl - 4- phenyl - but yr ari®de, Ms (ES+): 458

1 S ETAB S TR Ry B fmebmwbgaant aid Jrpety Gl gy siohen
Mm@dwhndomz&d&mhdﬂﬂmumrgam@w -{ t-divatiphy-2end)-b2nzoimidazol-1-
yﬂ 45‘91%&}6)1 pﬁ%(gk gaa%}r%ohe 7R M%V(E gj;@l_;@ g@){ﬁﬂ _ohexyl

I'sogani‘d eny an1ne ve
E&Z (4 Acet yl - phenyl ) - benzoi m dazol - 1 yl]
MEPkI8hexy1- 4- phenyl - but yrani de, M5 (ES+): 480

(MrH) . Exanple 67 20 N benzyl-2-
A Flpheaizded2 phdimeioxbehzoylrbaanohidizol-1] vl Npheprpbylbasttamide
yram de hydrogen chloride In anal ogy to exanpl es

Eaﬂﬁlg 0 e)%an‘fé}le gé S, 283’1 aﬂﬁ&h@{l} ifdnzolc RAE :}%él&{&&?&ﬂbaldehyde,

enzyl’i socyani nd but oxycar bony] g ene
igpervhisogalide. g me gave 2-cyclohexyl-2- 2 {2,3-dimethoxy-
pBBhyD)- Bezﬁbﬁmhz)omqmzm i@bpiﬁpﬂla:céiaﬁﬂlde, MS (ES+): 436 (M +H).

- 4-phenyl - but yrani de hydrogen chloride as a white 25

%n 65VB (ES+): 480 (M+H). Exanple 68 4-

E% F |sopropykarban0yl pentyl) - 1H benzoi m dazol - 2-y1
1-benzoic acid nethyl ester WO . ' .
2480350t 6dmrrp Rasm g zol:1-gi N-ispprogrlat-ghgnHutyramide

exanpl e 28.3, terephthalic acid nononethyl ester,
Iﬂ@ﬁlﬁ b,exdrﬁlﬂﬁ 28, raylz Sdﬁlyal‘ﬂ(b)d’&),enﬂﬁdaad 3-phenylpropanal, isopropyl
9

%rgJ]f g%gl/ﬁ) ga??f @{/ §2 ,3-dimethoxy-phenyl)-benzoimidazol-1-
S5¢):468 MEbhy| ester, MBS

HN Peomzadyl déuz:oﬂ mltxma]mdda
(ES+) 408 (M+H). Exanple 69 5

E%bhﬁk%k 2-[2- (2, 4-di net hoxy- phenye- benzoi m dazol - 1-y1
- 2- phenyl acetam de In analogy to exanpl e 28. 3,

nzoi c. aC|
zﬁaﬁéq}cgﬁﬁ anly(]i)b " ’ﬁl a2| @ﬂc ny ?‘a’?ﬁxqep hsa Y/l butymmlde
N-butyl-2- [2 éz 4- dlnethoxy phen [) - ben20|n1dazo
Iy agalogygh exphpleddpani tacehiBeqzesarcid, Apheyylpndpan #9111@71
ish alaQiezand2 amdo— henylamine gave 2-{2- (4—A;i§rl phenyl)-benzoimidazol-1-yl]-N-

{#"f&é‘ﬂf%ﬂ GNTEC ﬁn%”@%ﬁ“ 20l - 1-y1] - 4- et h

nal ogy to
exanpl e 28. 3 2, 3-di rnet hoxy benzoi c aci d,
Esmnpkﬁylbutanal i sopropyl i socyani de, and

2-azi do- phenylanine gave 242-(2, 3-di net hoxy- pheny1l) -

NoB&Z9I-f Ei@?-@ﬂlloﬂo Bluy- PBLEYd RN 3M0L-Ghafi Butyramide hydrogen
. ﬁgrgopy am de, EBIWES+) 410 (N%ﬁﬁ ? aégang?e 71 yeros
In analogy to examples 3.1-3.2, 4-chloro benzoic acid, 3—phe;_:1ylpropanal,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-benzyl-2-{2-(4-
chloro-phenyl)-benzoimidazol-1-yl]-4-phenyl-butyramide hydrogen chloride as a white
solid, MS (ES+): 480 (M+H).

Example 68

4-[ 1—(1—isopropylcarbamoﬂ»pentyl)—1H—benzoimidazol—2—y1] -benzoic acid methyl ester |
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2- benzo[ 1, 3] di ox01-5-yl -N-butyl-2- [2-
(2, 3-di net hoxy- phenyl ) benzoi m dazol - 1-y1] - acetam de
In anal ogy to exanple 28.3, 2,3-di methoxy benzoic

WO2808000848nz0[ 1, 3] di oxol e-5- car bal dehyde, PCT/EP2007/055954

butyl i socyani de, and 2-azi do-98henyl ani ne gave 2-benzo

1, di 1-5-yl - N . ' .
thbglporioae 3t reeheye IS MAP MS LRSI FPaRRBHL 1. y1
isopeatyhsicgeiddyBnd ES+)n-ph@8ylélid)gaveEkatvpl-soF@pylcarbamoyl-pentyl) -

e

to exanple 28.3, 2,4-dinethoxy benzoic acid,
ﬁ&@ﬁ?&ﬁf,B]dioxole-S- car bal dehyde, butylisocyani de,
and 2-azi do- phenyl am ne gave 2-benzo [1, 3]

Nibatyd 2-[3-(31-dibetholcy-ph2ayl 2bSrgimidhiud A yyl h Rghyhyl-doemmidem
i dazol -1-yl] -acetam de, Ms (ES+): 488 (M-H). Exanpl e

Iﬁéﬁ%%l@%g%@? %@% %%IFE‘L%Q bRoR 9c41d'be§1%aldehyde, butylisocyanide,

~di net hoxy- pheny1) - benzoi m' dazol’- 1-

h
© apd 2azidp-phegyamitstens Yy butdce! - trdimethpryaphany SbEfl%PﬁﬂiXmM-

yQX§PHérﬁ/1@&¢§nid&, MS dEgmBt hoxvi-bENZOoi ¢ aci d,
2-fl uorobenzal dehyde, butylisocyani de, and

- azj dg- phenyl am ne gave
yl'- - (2, 4-di met hoxy- phenyl) -
a%‘Be% 242-(2, 4-di met h henyl)- 5
benzoi m dazol-1-y1]-2-(2-fluoro-phenyl)-acetam de, M
% RS- dimsthoprphenylEeapaeimidazol- l—ylﬁ)—él—methyl—pentanmc aci

j&?ﬁ lapi@et y1- 242- ( 3- hydr oxy- phenye- benzoi m dazol - 1-y
1

-4-phenyl -butyram de I n anal ogy to exanpl es

2.1-2. 2, 3-hyd ' | s 3= I,
g ﬁéﬁfﬁﬁ%ég-éﬁ%»é’-?%%%%mﬁﬁ%ne? s
iyoverpylisngarnddca rivh &-agido e gyminsgert 3( 2- (28 dgmethoxy-phenyl)-

Ao Ry B Gyt 4 gl v

I%ES+ .440 (MtH). Exanple 75
T@P%igacetyl-phenyl)-benzoinidazol-l-ylkhexanoic
aci d isopropyl am de I n anal ogy to exanple 28. 3,
2ubeaeliyFldiossiZoyeNduitd; 2- [Fe s arwnethoxopreoph) benzoimidazol-1-yl] -
' ni de, and 2- 15 azi do- phenyl am ne gave
242- (4- acetyl - phenyl) - benzoi m dazol - 1-y11- hexanoi c
aci d i sopropyl am.d M5 (ESH): 392 . . l.e_ 76
(ReBlpt OSRPatIe 374 S-SR RORSY BHHGRS 35 oo B 51 oy
cifbaepyenydiyldoetaniiedend 2-atido-pheatybgyint gavexaiplizel 128digxol-5-v1-N-
~di,nBtah i b, I : .
bk%JlH? 2I []!22(263)/(23;(%{3 e, é%legﬂg%ggzzﬂjp gféfz'%hle wgﬁlamnlge’g%\slé}gsﬂ'%s
(kfﬂ%kyl-z- [ 2- (2, 3- di met hoxy- phenyl ) - benzoi m dazol - 1-
yl'l -2-phenyl -acetam de as a brown solid. M5 (ESt):
EdddhpleeH) . Exanmpl e 77 ,

2-benzo[1,3]dioxol-5-yl-N-butyl-2-{2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-vl]-

acetamide

In analogy to example 28.3, 2,4-dimethoxy benzoic acid, benzo[1,3]dioxole-5-
carbaldehyde, butylisocyanide, and 2-azido-phenylamine gave 2-benzo{1,3]dioxol-5-yl-N-
butyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide, MS (ES+): 488
(M~+H).

Example 73
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2-
[ 2- (4-acetyl - phenyl) - benzoi m dazol - 1-y1] - 4- net hyl - pen
tanoi c acid cydohexyl am de In anal ogy to

xanpl e
WOZMBHPMMUI acet yl benzoic acid, 3-nmethyl but anaIPCT”Eng‘w'”05599‘l

cycloheryl |socyanide 25 andl2- azi do- phenyl ami ne

t h
BYGua LGt R B e REp A  AEE hhebyenn
ad@@n{d\dﬁl—b Exanple 78 N-butyl -2- [2-
(2, 3-di net hoxy- phenyl) - benzoi m dazol - 1-yl |

I 3ngog,% kaﬁﬁ@h@gl ﬁ@dlﬁ{@nggﬁ)&]@&@ @43 Pﬁﬁﬁ&%’@%ﬂd

0 npl'e 28 g&l% hox
DB %%Y@n & 8 ?%WQfFﬁVP{(S'éW?%ﬂ T b%ﬁ We?henﬂ)
bamdididazeldoylphreityhans pheg@) ecetamide, MS (ES+) 462 (M+H).
N-butyl 2-[2-(2, 3-di met hoxy- phenyl) -

[®)]

L

‘ 4y dazol - 1-yl']-2-0-tol yl -acetam de, M5 (ESt):
Eiii

H . Exanple 79 5 N-butyl-2- [2-

N Ry o s P e e oy ey gmide

28. 3, 2, 3-di net hoxybenzoi c aci d,
T4 amdodyon phengled eyl é-hybuixy Ibemmrd deheaylgrropanal,

cﬁil%pze!ngﬁ’ g-%%ﬂ%%%gh%fﬁcg?%%gycakbonyl ghenylene diamine gave N-cyclopentyl-

B e Zdienl) Ppenzopmidazetel fmaéln%tymaa@ Igerepsn chloride as
awmfeg&fa M+ M M 150). Exanpl e 80 N-but yl - 2- [ 2-
(2,3-dinethoxy-phenyl)-benzoinidazol-l-yl] -2-

ggro-phenyl)- acetam de In anal ogy to exanple
3- di met hoxybenzoi ¢ aci d,

2- quorobenzaIdeh de, butyllsocyanlde and
22{24%%%1)&@@9@%1 yHcheypugic acid isopropylamide
[ 2- (2, 3-di net hox-y-phenyl)- 15 benzoi m dazol - 1-yl]

In 2ndleeyfth léﬂﬁﬁpl@ be BleL)tce@ﬂ etedsiceid, bntiRBijopréifRisodyiide, and 2-

a%':ié %8?){]%1{1}518)%3\? L v.[)%r ergd)mbgl uﬁufiiz_o%/ ]y_Ilzl_lexanmc acid
1$mnuwhmuﬂym@hﬂﬁbﬂﬁﬁ@ﬁyhﬁﬂ acet am de In anal ogy to
exanpl e 28. 3, 2, 3-di met hoxybenzoi c -aci d,
Ftadpreshyl an nobenzal dehyde, 20 butylisocyani de, and
2- azi do- phenyl am ne gave

SRS IR bty

i de, M5 (ES+): 487 (MHH).
In analogy to example 28.3, 2,3-dimethoxy benzoic acid, benzaldehyde, butylisocyanide,

and 2-azido-phenylamine gave N-butyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-
yl]-2-phenyl-acetamide as a brown solid. MS (ES+): 444 (M+H).

Example 77
2-[2-(4-acetyl-phenyl)-benzoimidazol-1-yl}-4-methyl-pentanoic acid Cycloheﬁqflamide

In analogy to example 28.3, 4-acetyl benzoic acid, 3-methylbutanal, cyclohexyl isocyanide,
and 2-azido-phenvlamine gave 2-[2-(4-acetyl-phenyl)-benzoimidazol-1-yl]-4-methyl-
pentanoic acid cyclohexylamide, MS (ES+): 432 (M+H).

Example 78

N-butyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-2-o-tolyl-acetamide



2- [2- (2, 3-dinmethoxy-phenyl)-benzoi m dazol -

1-y1J- hexanoi ¢ acid isopropyl am de In analogy to

exanpl e 28.3, 2, 3-di net hoxybenzoi c acid, pentanal, .
wWOoZeBePeRy | i socyani de, and 25 26-2azi do-.phenyl| afiCHEPGYNjE35994

2
2- (2, 3-di net hoxy- phenyl ) - benzoi.m dazol - 1-y1] - hexano
Ir% a%é? tP%aﬁwaﬁ%-ﬁnﬁéré}r% VESHFOIC 496 e %e]% pde

b@8idocydnide, and 2-azido-phenylamine gave N-butyl-2-[{2-(2,3-dimethoxy-phenyl)-

2-11uonao- nyl )i sopropyl [ yl]
v g A SRR I Y et e o
2008/ 000643PCT/ EP2007/ 055994 - 63 - |In analogy to
Fagmplsl78 28.3, terephthalic acid nononet hyl ester,
2-fl uorobenzal dehyde, isopropylisocyanide, and

N2bazi-d42 fhealinatHoR e phavit) -Benkdimid e 1P -G¢4-pieeinydy) phenyl)-
i%%ﬁ%ppylcarbannyl-nethyl

ac &nzoi ni dazol - 2-y1}-benzoic acid methyl ester, M
(ES+): 446 (N%F%. 5 Exanple_ 84 2-

I 2ol @ydy a¥renpih éhr 2),3J§§nggmmb@a@m acid, ¢ gpethoxbepspidepide

baRBbdeyAGHL afy d%ﬁ%}/ﬂ}ﬁﬂg}d&h{e@awmw@- 2-eX2aRh&h @8- phenyl)-

3-'cyano nzoi.c .aci d, 3-nethyl butana clo
b b RSP E SR bR/ ES5) A8 W,
[ 2- (3- cyano- phenyl ) - benzoi m dazol - 1- yl ]
Ex4mpiet8Ry| pent anoi ¢ aci d cycl ohexyl am de, MS (ES+):
415 (MtrH). 10 Exanple 85 2-
lﬁrﬁ:ﬁ@(ﬂB%ﬂ@@ﬁ&—thﬂ@ﬂ@élﬁbﬂﬁaﬁ&d—1—)71}-2-(_2—ﬂuoro—phenyl)—
- 4-met hyl - pent anoi'c aci d cydohexyl am de In
00y to exanple 28.3, 3-chloro benzoic acid,
3- et hyl but anal , cycl ohexyl isocyani de, and
IR amaddgyoo phremglt A8Bk3-gameh@xybenzoic acid, 2-fluorobenzaldehyde, -
D Ege Eﬁgﬁéi%%egﬁ%g?%@%?ﬁi‘?%%ﬁj oty et
bgj(zgﬁsﬁ]dézcg@ —ﬂa/—gdtzyﬁluq;_m—phenyl)—acetalnl e, MS (ES+): 462 (M+H).
[ 2- (2, 4-di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]
Fx@mple-8iret hoxy- phenyl ) - acet am de In analogy to
exanpl e 28.3, 2, 4-di nethoxy benzoic acid,
| X110 1 N _ ~
Ng?g@;rlf gg%%%’,g %%ﬂgﬁgy ggs%y@yﬁéﬂzbﬁﬁﬁw ldﬁl 2 @%methylarmno phenyl)
angtyndg| - 242- (2, 4- di met hoxy- pheny1) - 20
benzoi m dazol -1-yl] -2- (4-nethoxy-phenyl)-acetani de,
VB ESt) exabidde 08B, 3-dEnahptybelbic acid, 4-dimethylaminobenzaldehyde,

SRR M R Tkl o

benzoimidazol-1-yl]-2-(4-dimethylamino-phenyl)-acetamide, MS (ES+): 487 (M+H).

N-Ba
1-
gkt

Example 82
2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-hexanoic acid isopropylamide

In analogy to example 28.3, 2,3-dimethoxybenzoic acid, pentanal, isopropylisocyanide, and
2-azido-phenylamine gave 2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-hexanoic
acid isopropylamide, MS {(ES+): 410 (M-+H).

Example 83

4-{1-{(2-fluoro-phenyl)-isopropylcarbamoyl-methyl]-1H-benzoimidazol-2-yl}-benzoic
acid methyl ester
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In anal ogy to exanples 3.1-3. 2, 3-nethoxy benzoic
aci d, 3-phenyl propanal, 25 benzyli socyani de, and
N-tert-butoxycarbonyl phenylene di am ne gave

WORDBOA96E - 242- (3- met hoxy- phenyl ) - ben20|rn|dagaﬁﬂﬂﬂwwwﬂw4

- 4-phenyl - but yram de hydrogerp3chl ori de as a brown
h; glleeﬁgw Gf(egmgﬁ é%;f t;geggmgﬁg aci m%rlrlgrlngth%?ester, 2-fluorobenzaldehyde,
ifoPrdp2liScgirmad, ok 9-aplderpht)ylemeghvd 4z (R -firoyd-phbkyilsopr

T I e
(E%+M44@Q@hﬁbrobenzaldehyde i sopropyl i socyani de, and
2-azi do- phenylanlne gave 2-(4-chl oro-phenyl)-2-

Hxdgle34
dlnethoxy phenyl) - benzoi mi dazol -1-yl | - N-i sopropyl - ace

M5 (E N-. - 2.1 .
[[grf? yHne 4P eg} ﬁol%(eg/lz% A]ideqx;r liDBfe]ﬁ = %‘R{% §e§ﬁ%n§1i aaﬁg:inm_)l}e%ylamﬁe
(4- dlnethylan1n 0o- phenyl) - acetam de In analogﬁ_to_ X

In snglpgyeo zample 28.2, Hiypee St%%“eﬁ‘ﬁ‘% Pungibyljutanal, cyclohexyl isocyanide,

afld Qlamglbtpﬂeﬁﬁhﬁaﬁegaz@tq@mmﬁanobpﬁew/m-fbeﬁzoarmdal@ol 1afigh-4-methyl-
azl.do-
PROBe P B e R S Brtbn (M ED-

benzoi m dazol - 1- yI] -2 (4 -di nethyl am no- phenyl)
Exagopledfi de, M5 (ES +) : 487 (MrH). 10 Exanple 90 2-

[ 2- (4- hydr oxy- phenyl) - benzoi m dazol - 1-yl ] - N-i sopr opy|

é (beﬁﬂ)\f‘b Pl Y J-BERAbEn] dAz ANy PAYm étRyleyaidlo® a2 Fclohexylamide

- ydroxyben20|c acid, 3 phenylpropana

IJI[1 ;ﬁ’zﬁ%gypﬁé LS O@X gg éﬂi il}l eﬁz %1% Iac1g i n’:le{%'ib%lmngfs cgcziwhex%l isocyanide,

‘ranprdxnglammr@mw [ B 3-ghland- ahenw@eqlggmydamlm vl}-4-methyl-

| (f%ﬁgu: adid ¢ ‘E&(ﬁfgﬁtgm% RIS (ES+): 415 (M+H).

2- (4- hydroxy- phenyl J - benzoi m dazol -1-y1] - 4- net hyl - pe
nt anoi ¢ aci d cycl ohexyl am de In anal ogy to exanpl e
E?@“Eﬁgﬁ hydr oxybenzoi ¢ aci d, 3-nethyl propanal ,
cycl ohexyl i socyani de, and 2-azi do- phenyl am ne gave 2-
I\{ Eut(yklrzﬂy{ﬂz,@a@mpﬁwﬂy Phenyl)-benzoimidazol-1-yl]-2-(4-methoxy-phenyl)-
§5ﬁ1n1dazol -y1] - 4- met hyl - pentanoi ¢ acid
exyl am de, M5 (ES+) 406 (N%FD 20 Exanple 92 2-
[ 2- (3-chl oro-ph % azo
1 Rpa(l%fﬁpsmp a2gﬁe%1 RRgC Pﬂ&’a%ﬁewlwaldehm
bedinglymidd add 2&zdhhﬂrenblemma gaVaNl—ldg_tyl -2-[2-(2,4-dimethoxy- -phenyl)-
- r O > p 3 i
e S R e L VS s )
benzoinldazol 1 yl'] -N-isopropyl - 4- phenyl - but yram de,
Eggnpled?) . 432 (MrH). 25 Exanpl e 93
N-benzyl-2-[2-(3-methoxy-phenyl)-benzoimidazol-1-yl]-4-phenyl-butyramide lhydrogen
chloride

In analogy to examples 3.1-3. 2, 3-methoxy benzoic acid, 3-phenylpropanal,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-benzyl-2-[2-(3-
methoxy-phenyl)-benzoimidazol-1-yi]-4-phenyl-butyramide hydrogen chloride as a
brown solid, MS (ES+): 476 (M+H). '

Example 88

2-(4-chloro-phenyl)-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-isopropyl-

acetamide
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N- but y1- 2- (4-chl oro- phenyl)-2-[2-(2, 4- dlnethoxy pheny
1) - benzoi m dazol -1-yl Jacetam de WO
2008/ 000643PCT/ EP2007/ 055994 - 65 - In anal ogy t

WOL085190&328. 3, 2, 4- di net hoxybenzoi ¢ aci d, PCTfEP2007/055994

4- chlorobenzaldehyde but yl i scyani de, and

Iﬁl‘ 5o g’?t-o% I-;i %{%%%%@&?%_3 ‘@ﬁl\é’%]jlpﬂbfﬂﬁqlf acid, 4-chlorobenzaldehyde,
istipreyhisocyanifie ayll - dslozitienyidauiod gate $4(4-chlace phetiyel- [ MR, 3-

%gg%ég%égﬁgﬁw%enngé%gﬁzgdkﬁ— £%PP% ?Tnﬁkig%éﬁg+)464@ﬂ+H)

- phenyl - butyram de I n anal ogy to exanple 28. 3,

enzoi ¢ acid, 3-phenyl propional dehyde,
I sopropyl i socyani de,” and 2-azi do- phenyl am ne gave
R42y(-2- ey aadipfeeivxe e d)-betmialdakelyll-¥1]-2- (4-dimethylamino-phenyl)-
- N ropyl - 4- phenyl - but yram de, M5 (ES+): 423
a{%ﬁﬁ?@eoaam| e 95 10 2-
[ 2- (4-acetyl - phenyl) - benzoi m dazol - 1-yl ] - N—|sopropyl
Ip apalogipiorsaris 8 dy #-fsbme iprdwenigic agd fogipethylasraaangaldehyde,
bzl%rlﬁecyémaé: ey RRepEobiens rghgme b@wb@zmdﬁhmﬁsxy -phenyl)-

ro a v

SR A -)%ﬁl i1 S o s BOSREB N TesaY By e
-N-|sopropyl 2- (4- nmet hoxy- phenyf | acet am de, M5 (ESt):
ExampleiPH) . 15 Exanple 96 4-11-
[i sopropyl car banoyl- (4- met hoxy- phenyl) met hyl ]

2 b8z ikaFD bed 2zt d BN L] Wﬁ@lpdoﬁ?ﬁtﬂﬂﬂenﬁslhﬁfrahmra

anal ogy- to exanple 28.3, terepht ic acid
nethylest benzal
T Rl A S

isppfapylijacsopdo pyd éaﬂﬁammﬂmmemve 2-[2 (4 hydroxy- phenYl)-
1 I
b?%’i—‘?‘?%%?ﬁ%” N I P A (B e e

ﬁ?ﬂpgﬁggpropylcarbanDyI-phenyl-nethyl)-lkkbenzoinidazo

| -2-yll -benzoic add nethyl ester 25 In analogy to
2elRelripiydr @ -thenyBbephimadazel- hylldi-mothyhpetiyiads aad cyclchexylamide
benzal dehyde, isopropylisocyanide, and

8% aﬁ@lb Qﬁﬁﬁmle aph nf—h %IIZ(£1C acid, 3-methylpropanal,

HSRGERES e %@?1%8 Wl Sl PRSI,

beranmpideza8l -yl\Y\@—ﬁ;@ﬂi&V -PO0GABPLTE BRROOTNGHESIMS {EBG: 406 ( M+H)..
Example 92
2-[2-(3-chloro-phenyl)-benzoimidazol-1-yl]-N-isopropyl-4-phenyl-butyramide

In analogy to example 28.3, 3-chlorobenzoic acid, 3-phenylpropionaldehyde,
isopropylisocyanide, and 2-azido-phenylamine gave 2-[2-(3-chloro-phenyl)-

- benzoimidazol-1-yl]-N-isopropyl-4-phenyl-butyramide, MS (ES+): 432 (M+H).

Example 93

N-butyl-2-(4-chloro-phenyl)-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol- 1-vl]-

acetamide
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i sopr py I'S yam

ioprqpalispgrrmidey anh2Agidy- wﬂ@ﬁﬂme %f (g qpanpaieanibi c

I n anal ogy to exanple 28. 3,
1- et hyl - 1H pyrrol e- 2-carboxylic acid, 3-phenyl
propanal , isopropylisocyanide, and

WO20A400¢d3 phenyl am ne gave PCT/EP2007/055994

N-isopropyl-2-[2-(1-nmethyl- Iﬁﬁyrrol 2-y1) - benzoi m daz

I%M b @e;rggeng lf's;zz?f tcl%net{wxy enzoic acmf E ch{orolgle%]z'al&el\ﬁ;l_% ’

b@ﬁﬂm@m&@ hﬁﬂly-fla)ndbqj”lﬁﬁylmrﬂaezgakfe ]}J-tyuhﬂ mexddonocpkamykj -2-12-(2,4-
dgé&gogp ¥hen nkon %‘a%i)logxg a%ei%ﬁlzi‘ C ??‘ 617§’ (19[¥

nzoi’ch acl ana opropy so
azi do- phenylan1ne gave 2-
Exgmple 94y ano- phenyl ) - benzoi ni dazol - 1- y1] - hexanoi ¢ aci d
I sopropyl am de, M5 (ES+): 375 (M+H). Exanple 100 10
222-(B2yait ot phetit) ez i dyro)-1 heRX dboproipd a phenyl-futyramide

-pentanoi c acid isopropylam de In analogy to exanple

II% §na§0 0@&9‘5 £¥s. ??‘%Sb&%b{i acﬂ% %Hﬁrlé’i xioglonaldehyde,

m ne gave 2-

be&AoimidaeRn! Ay ha kb NG p6ESHbutyeRide MBI ES e+ 1
15 2-benzo ?{ 3] g?%iolp55§i ﬁﬁgut;l ZEM _QX&mm 4

y1l-1H pyrrol - 2-y1)-benzoi m dazol - 1 y1] -
Egggngﬁgde I n anal ogy to exanple 28. 3, ,

1- et hyl - 1H pyrrol e- 2- car boxyl i c acid, ,
Zﬂér{é@[cqtyewnaﬁd:re@zgnn@ea&pbMYHeNywmmﬂy(ﬂr@gby:ahp@p@yDacetamlde

and 2-azi do- phenylan1ne gave 2-benzo[ 1, 3]
16k 6d-tocydmMbus ¥/ 4—2&@116&17,01&@.&1&;/4 miktoRYlsen@dldehyyd,)

isg %}?—nzplﬁggﬁ% gn(i%}’llé dp sp}gﬂéamﬁggéz %@(4{ acet})l pheny:l') 20
bﬁfmlﬁld’m*hﬂﬂ olsyproirendA) rrtﬁelr@mphedﬂmwamu@qmw(sf ):g42

+q?thyl phenyl)- acetam de In analogy to exanple
2, 4-di met hox-y benzoi c acid,

cycl xanecar bal dehyde, 2- 25
EF%BB@ %o 1, 3-di net hyl - benzene, and
2-azi do- phenylan1ne gave 2-cycl ohexyl-242-(2, 4-

1efil stsohmpy lopttemypg - emediony ¢diznyl)-tejit]l - N (ben oitiidreo i i -benzoic

ghq@%ﬁ} acetam de, MS (ES+): 498 (MrH). Exanple 103
“ yclohexyl 2- [2-

di met ho enyl ) - benzoi m dazol - ],- ac
SO SO B EIEBir FosB0 GO T Lama g ergidehyde,
15@196:113?11&)(:}?:8}.1&, a2d A—aziidﬂﬁmhmylymbﬁergam £{labehropylcarbamoyl-(4-

gﬁéﬁﬂz %fi‘elfﬂgin}j ggg?nmﬁgﬁgﬁﬁgr}’}'-ﬁ&%X 30k Athy?Bder, MS (ES+):
423NMdfﬁyclohery1 242 (2, 4- '

di rnet hoxy- pheny1) - benzoi ni dazol - 1- 711- acet ani de as a
Es&hplelogss solid, M5 (ES+): 476 (MH).

4-[1-(isopropylcarbamoyl-phenyl-methyl)-1H-benzoimidazol-2-yl]-benzoic acid methyl

ester

In analogy to example 28.3, terephthalic acid monomethylester, benzaldehyde,
isopropylisocyanide, and 2-azido-phenylamine gave 4-[1-(isopropylcarbamoyl-phenyl-
methyl)-1H-benzoimidazol-2-yl]-benzoicacid methyl ester, MS (ES+): 428 (M+H).

Example 98

N—iso?ropyld— [2-(1-methyl-1H-pyrrol-2-yl)}-benzoimidazol-1-yl]-4-phenyl-butyramide
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5 Exanpl e 104
2-cycl ohex- 3-enyl - N-cycl ohexyl-2-[ 2- (2, 4-di met'’hoxy- ph
enyl) - benzoi m dazol -1-yl] - acetam de In anal o to

Woéﬁf&r‘PﬁPﬁéé 2.1-2.2, 2,4-di nethoxy benzoic aci &CTEP2007/055994

cycl ohex- 3- enecarbaldehyde éﬁclohexyllsocyanlde and

Igl: a%@é%yétﬁé%%ﬁl%%? ﬂ%rr ﬂﬁfl_i] ig%/ | en g:(?flj_c% ) elk'.g de 3-phenyl propanal,
is(o@rc&}}yﬁisdrmﬂ‘ide(yﬂcﬂ)he@yﬂb)phebydammergaﬁabbisepmyﬂl}}ébélﬁﬁﬂd’b1H~
Py 50 0L S5RaRRlt G11-Mond bty ddide (W s nEXATRE B).

E%Z (4- cyano phenyl) - benzoi m dazol - 1-y1] - 2, N-di cydohex
rngkPani de hydrogen chloride 15 In anal ogy to
exanpl es 3.1-3.2, 4-cyano benzoic acid,

2dydBahmmaphﬁ@ﬂH&mddhydﬁml¢y¢Lbhmmmtasdmw@nnﬁknuémd

“N:-tert-butoxycarbonyl phenyl ene di am ne gave

18 %%al&ér Q?ﬂ'g]gg EQ % 1§ cpa‘flﬂ %@hi@léjﬂ@ l eﬂ-taﬂél} %sc?pr%ﬂs&%r&ﬁﬁ@ @nd 2-

er en chl ori 13 brown s
a%i g en wm(egﬁ.‘pq) Tﬁﬁré) ey enzmmldazol 1- yl -hexanoic aad

@p la@kiex WIS &mdwmm@l 2-
2, 4- di met hoxy- pheny1) - benzoi nmi dazol - 1- yThacet ami d

E%mhg Rgl ogy to exanples 2.1-2.2, 2,4-dinethoxy
Si ¢ acid cydohexanecarbaldehyde

cyclopentyllsoc ani de, ;and N-tert-butoxycarbon
2R Ashveresyarhery rbepzarmidazel k- yipsptppoic acid isopropylamide

N-cycl opentyl-2-[2-(2, 4-di net hoxy- phenyl) - benzoi m daz
I0ohndle ]tbfm&plaaﬁ dpt-bgdraxy bdrzelshiileh sahd dso ppy{ikBydriide, and 2-

G T 22%?—13’@7 o sl B e
iopropyRsdda e Sﬁﬁ A4 )to exanpl es 2.1-2.2,

2, 4-di met hoxy benzoi c aci d,. cydohexanecarbaldehyde,

Esyspheawy! i socyani de, and
(2- Anlno 4, 5- d|fluoro phenyl ) -carbam c acid

2P dElS iwfﬁal- G-t Ryl 2 hengoigidusel -1yl

'aqﬁmomben20|n1dazol l-yl]acetam de as a white solid,

M5 (ES+): 512 (MrH). WO
Iﬁg@ﬁéﬁ%%ﬁﬁ% hE&P, QgQ?H role @&arboﬁﬂmicﬁbé{% [1,3]dioxole-5-
xy.- phen

AR S ;g DL REE

bBtleSZZZI 1B¢thyiel Hptyhrolk - yb)e]mzl@q)lcmd@oh,l -yl]-acetamide, MS (ES+): 431
QOexanecarbaldehyde cyclohexyllsocyanlde and

(2 am no- 4- net hyl - phenyl )-carbam c acid tert-butyl

este ave 5 2, N-di cycl ohexyl- 2-

EF%‘nﬁ’{?,g-dinethoxy-phenyl)-6-nethy|-benzoim'dazol-l-yl

| -acetam de as white solid, M5 (ES+): 490 (M+H)

2kexelobéeyl-2€9-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yi}-N-(2,6-dimethyl-phenyl)-

acetamide

In analogy to example 28.3, 2,4-dimethoxy benzoic acid, cyclohexanecarbaldehyde, 2-
isocyano-1,3-dimethyl-benzene, and 2-azido-phenylamine gave 2-cyclohexyl-2-[2-(2,4-
dimethoxy-phenyl)-benzoimidazol-1-vl]-N-{2,6-dimethyl-phenyl)-acetamide, MS {ES+):
498 (M+H).

Example 103

2,N-dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide
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2-
[ 2- (4-dil oro-phenyl)-benzoi m dazol -1-y1] -2, N—dicycloh
exyl -acetam de I n anal ogy to exanples 2.1-2,

WO208M0%rd benzoi ¢ acid, cycl ohexanecar bal deh?@@mﬂ@"/@ﬁs‘%

cycl ohexyl i socyani de, and N-t&rt - but oxycar bonyl

2%3?%&2 gm%g) 6?\ gng%dﬂﬂﬁthﬁﬁl t?ﬁna%& @ﬁld cifclohexanecarbaldehyde,
cytdHexRisheydnizle cdrahbxyido-ahetybmiide damice give £AN-doydchexlB-[2-(2,4-
d%éh))}ty él?e%yf) '\@él_%mn@fa%gp i ?71] L 0iamiders Iél'cglocr‘l)é&l sQﬂ? e (E%'Jr 1476

(Ma=Fu| f anoyl - phenyl ) - benzoi mi dazol - 1- y1] - acet ani de
hydrogen 15 chloride In anal ogy to exanples 3.1-3. 2,
Fhﬁaqoyl benzoi ¢ aci d, cydohexanecar bal dehyde,
cycl ohexyl i socyani de, and N-tert-butoxycarbonyl

R /S ;
2—%&@?%}15 g |%IOI e@%&gﬂ%@{g 2 LS%? dlmﬁhm‘% ghelpr)l) -benzoimidazol-1-yl}-
acyanidsi m dazol - 1-y11- acet ani de hydrogen chloride as a

brown solid, M5 (ES+): 495 (MrH). 20 Exanple 111 2-

Iﬁﬁﬁdl B)éia‘ngples{ﬁi AR 24=dimethoxy benzoic acid, cyclohex-3-enecarbaldehyde,

e oy B N AR RS B e demnsss gy labesss

eeXaNpldolagyl3?- [ 2( 24 diimethayphdebzlmngoigudatol- 1 -yl] - acetamlde asa

cSMQQJE%l?J‘%@r(E@L)d@M@%H -

I socyano- 2, 4, 4-tri nmet hyl pentane and

2- azkdo phenyl am ne gave 2-cycl ohexyl-242-(2,4- 25
y-phenyl)-benzoinidazol-1-y11-N—(1,1,3,3-tetr

anethyl-butyl)-acetanide as a yellowoil, M5 (ESt+):

256 4{(citd phdayhrlpingoiniidazolND v1]-2,N-dicyclohexyl-acetamide hydrogen

HARPAL000643PCT/ EP2007/ 055994 - 69 - In analogy to

exanples 3.1-3.2, terephthalic acid nnnonethylester

~_cycl opent anecar bal dehyde, cycl opent ani.d a
INEpae Y. i GXBUBIEST-hory [ FHERANEHE agth e%fflﬂé ’igé%fb&%ehﬂa

c&dol&;tﬁis@@&ﬁtd}el ar{dcly depdntoxdycabdrgiplydnyheat Hishjihe gave 2-[2-(4-cyano-

P fﬁ&o en %ﬁp | ggﬂgz¥&&%ﬁ?®%§g%%?%?h%gg?E%%§Fﬁgﬁﬁéasabmmm
s¢ligh MS (E§+Ex4émﬁwii)13 |
2, N-di cydohexyl- 2- (2- qui nol i n-6-yl - benzoi m dazol -1-y1

Ekmagguaglde hydr ogen chloride In anal ogy to exanpl es
2 qU|noI|ne 6- car boxylic acid,

3.1- 3
(—:I\égrf: %};&?/0 % 3%—%%’4 di &%Q??KL@PE%&BM‘BMQ%% ]-acetamide

ar henyl ene
2, Ndlcyclohex 1-2- (2 U|noI|n 6-yl - ben20|n1dazol é§1
Iy ara%@av&meza@nﬁea Al R ;rdlgsfff@aw PORiFdC iy el @ﬁ%{%ﬁ%ﬁl yde,

s@hrhibe, BN N- @ﬁbut@éﬁﬁr’h{dﬂ?ﬁiﬁenﬂ@(@ﬂﬂiﬂ&e]@% Qt}rcl(}hexy'l_
i%&%&{“&ﬂf?'ﬁ% QB% Xm}eﬁlbo%g‘zp eﬂ}’lﬁj %gngzloudele 1 ylj\léceta%%ae QG off-

white solid, MS (ES+): 462 (M+H).
Example 107

2,N-dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-

acetamide

In analogy to examples 2.1-2.2, 2,4-dimethoxy benzoic acid, cyclohexanecarbaldehyde,
cyclohexylisocyanide, and (2-Amino-4,5-difluoro-phenyl)-carbamic acid tert-butyl ester
gave 2,N-dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl}-5,6-difluoro-benzoimidazol-1-yl] -
acetamide as a white solid, MS (ES+): 512 (M+H).
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I n anal ogy to exanpl es 2.1-2.2 2- acet am dobenzoi c
aci d, cyclohexanecar bal dehyde, cyclohexyllsocyan|de
and N-tert-butoxycarbonyl phenyl ene di am ne gave,

WOZ008/0886d&s 15 acconpani ed by deacetyl ati on o?CEW@ﬂMW&m%M

4- acet yl am no- phenyl noi ety,- 8-
E& §4 am nophenyl) - benzoi m dazol - 1-y1] - 2, N-di cycl ohex
Wn tdP8nide as a white solid, M5 (ES+): 431 (M+H).
npl e 115 2-
p@dﬁy&oHmﬂbﬂﬂ@X&Aﬂﬁemﬂﬁ%ymbm@d}&mﬁdnd&wﬂmyﬁq¢5abheﬂykammkk
- pent anoi ¢ acid 20 cycl ohexyl am de hydrogen chloride

It %éalégyTt%feﬁ 19doyl 2 qt&me%&y y&ﬁsmt:ﬁ( éﬂcﬂo}lefa}égarmdehyde,

t
%?WV#?BF}EH@% W%Ei%&maé Jcﬁgtg@ Hléenyg %@%%Pcllg ﬁ_erﬁsbutyl ester gave
200Hdlicyclphapi 242 e rdibethoxpphen )65y bgnzo3mRRAzetnpil] sacetamide
a}w-tggﬂvak gggﬁﬂdelle (30 nmL). The reaction

re mas 16 hours at room
tenperature then filtered through celite(r) then
ExmnpledR®a pad of silica (5 g) which was washed with
acetonitrile (20 ml). The sol vent was evaporated and
2t [ag4chlite-phemdUbénzpihidakdld - {1y 2 N -dirPcl slpdxyiatetamide
chromat ography (Si 02, ethyl acetate:heptane 5 %to

t
1591@1 offlo %H%;Sl?s f%gdzeﬁtz#g&@}/ﬁm B! 8@% eGherhaldehyde,
yow@ﬁml‘ééer%bytm@r @th i np gse e gasE & [2-(4-chloro-

pﬁ@ﬂ}ﬂj} bérBREANRYLANAIN-diR YA NY CEE G la Gehite BBIH, MS (ES+): 450
pgﬁﬁrt but oxycar bonyl phenyl ene di am ne gave 2-
( henyl - pent anoi ¢ aci d cycl ohexyl am de hydr ogen
chloride as a brown solid, M5 (ES+): 512 (MtH). WO
Ez@08le000643PCT/ EP2007/ 055994 - 70 - Exanple 116 4-
[ 1- (1- cycl opent ykar banoyl- 3- phenyl - propyl) - 1H benzoi m
zlbdamuoﬁe Lb-[heng@litinsdighe Lba&&mﬁﬁfdafomnylpa@lt@ﬁme hfdrogen
gﬁ 1 2.2, nethoxycar onyl benzoi c acid

Bagnyl propanal 5 cycl opentyli socyani de, and
N-tert- butoxycarbonyl phenyl ene di am ne gave 4-
L a_m(Ing to examples 3.1-3. 2, 4-sulfamoyl benzoic acid, cyclohexanecarbaldehyde,

Qp%e&ma@rmméﬁ Sudbigawbont sh%ﬁ%benéataﬁﬁﬁ@gm dazo

dwng) -2 ?2@%@1‘6 aCI )phegébﬁﬁ}zgﬁl% gzol-1 y‘?] gpelt;n?ldg gy(irogen chlonde

afa bl-ﬁrmsyﬁﬂ ave )((E/SH-)2495[ @A+ID).
(4- di net hyl sul f anoyl - phenyl ) - benzoi i dazol - 1- y1] - acet

' hydrogen chloride In anal ogy to exanpl es
E%&%?%}%P 4- di met hyl sul f anoyl benzoi ¢ aci d,

2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-y1]-N-(1,1,3,3-tetramethyli-
butyl)-acetamide

In analogy to example 28.3, 2,4-dimethoxy benzoic acid, cyclohexanecarbaldehyde, 2-
isocyano-2,4,4-trimethyl-pentane, and 2-azido-phenylamine gave 2-cyclohexyl-2-[2-(2,4-

‘dimethoxy-phenyl)-benzoimidazol-1-y1]-N-(1,1,3,3-tetramethyl-butyl)-acetamide as a

yellow oil, MS (ES+): 506 (M+H).
Example 112

4-{[1-cyclopentyl-(cyclopentylcarbamoyl-methyl) |- 1H-benzoimidazol-2-yl}-benzoic acid

methyl ester hydrogen chloride.
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cycl ohexanecar bal dehyde, cycl ohexyl i socyani de, and

~N-tert-butoxycarbonyl phenyl ene diam ne gave

2, N-di cycl ohexy1-2- [ 2-

WO(Zﬂﬂséﬂﬁﬁféﬁ hyl sul f anoyl - phenyl ) - benzoi mi dazol - FGJEP2007/055994

acet am de hydrogen chloride -@-a brow solid, M

ES+ 523 (MtH) . 15 EX e 118
Iéaﬂﬂé@@?&ﬁﬁéﬁ@§%§ﬁ%ﬁpfgﬁgﬁﬁgﬁ' MRS Fenzoi ni daz
cg)&le}ienyﬂﬂeeaﬁbﬂﬂm‘yﬁd@ﬁyphrm}gisucyahilde,raindé\l -tamt-bat@kpgybangl phenylene

3
BRIl féﬁlﬁ"%ﬁﬂ%ﬂi%ﬂ?%@@%ﬁ Enfiey ich
brpzaie %acbmewy@%ﬁfmwgﬂpﬂéﬁwwé itgr#p I\é%l(ﬁesﬁ-,%ﬁ (M H).
di cycl ohexyl -2- [2- (3-sul fanmoyl -phenyl) -b
mamplenmidazol - 1-yl] -acetam de hydrogen chloride as a
brown oil, M5 (ES+): 495 (N%FD Exanpl e 119

ST o A AT i
In anal ogy to exanples 3.
Ig apalpgt teteramples 51y ggwgbp%6§éft@xyhc acid, cyclohexanecarbaldehyde,

c&wm@@ IoanecR| Hal N&Elyiﬂﬁtoxﬁ}'&’a’ibm phéﬂyﬁe@e )&ﬂﬂhﬁl@gava DAN-

carbonyl. phen
R R S T N PR SEHS C R
hzdmgmddzlohdelaspmhltmhd,dﬁﬁ deshy47dyeriikhl ori de as a
yellow oil, M5 (ES+): 484 (MtH). Exanple 120 30

-E%my-gqqxclohexyl 2-12-[4-(1Him dazol - 2-y1) - phenyl ] -b

en20|n1dazol 1-yl | -acetam de hydrogen chloride WO

S Rharee e pevrerint ol BsvgofleBERabRche, o

cydohexanecar bal dehyde, cycl ohexyl i socyani de, and
Inlandpgy ostonylea?- by B- apmmd@m%n i, ﬁfed@m@ecarbaldehyde,

l%&ﬁfﬁ%@}%ﬁﬁ% dndN {tgr‘t blufoxddib b §R&BAene dibhlinL BB 11 process
- benzoi ﬂéi acetan1de qgo n chlo
aacwwgg hideace tkogﬁfhe waEtlqmine P %@% ﬁ% “aino-
pﬁetﬂﬁ}ibﬁ)@hﬁiﬂ&:{(ﬂ 1-2}-2N2dicyclohexyl-acetamide as a white solid, MS (ES+): 431
(&ﬁl& i dazol - 1-yl - phenyl) - benzoi m dazol - 1-y1ll -acetam d
drogen chloride In anal ogy to exanples 3.1-3. 2,
4-im dazol - 1-yl - benzoi c acid,
Exg@plidRanecar bal dehyde, cycl ohexyl i socyani de, and
N-tert-but oxycar bonyl phenyl ene di am ne gave 2, N 10
2d[2c(32¢419¢ﬂlmeyﬂoﬁ phenyl)-benzoimidazol-1-yl]-5-phenyl-pentanoic acid
l-y henyl) - benzoi m dazol - 1-yl ]
égé g%V%OGmChk%ﬁﬁoride as a brown solid, M
%ES+) 482 (M+H) . Exanple 122
1258 di cydohexyl-2-[2-(4-[1, 2, 4]triazol -4-yl -phenyl)-b
TRREPioBIdawh ontan bErraarhaei vie) Ny dngyeB3 althsls 6.dequiv.) was added to a
solution of 4 methylmorpholine N-oxide (580 mg, 5.00 mmol, 1.5 equiv.) and 4-phenyl-1-
butanol {500 mg, 3.33 mmol, 1.0 equiv.) in acetonitrile (30 mL). The reaction mixture was
stirred for 16 hours at room temperature then filtered through celite® then through a pad
of silica {5 g} which was washed with acetonitrile (20 ml). The solvent was evaporated and
the crude product purified by flash column chromatography (SiO», ethyl acetatetheptane 5

% to 50 %) to afford crude 4-phenyl-1-butanal as a colourless oil, 62 mg (13 % vield).

115.2

In analogy to examples 3.1-3.2, 2,4-dimethoxybenzoic acid, 4-phenylbutanal,
cyclohexylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-{2-(2,4-
dimethoxy-phenyl)-benzoimidazol-1-yl}-5-phenyl-pentanoic acid cyclohexylamide
hydrogen chloride as a brown solid, MS (ES+): 512 (M+H).
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15 In analogy to exanples 3.1-3.2,4- [1, 2, 4]
triazol -4-yl-benzoic acid, cydohexanecarbal dehyde,
cycl ohexyl i socyani de, and N-tert-but oxycarbonyl

wOopbtsAyiahe di am ne gave PCT/EP2007/055994

2, N-di cycl ohexyl-2-[2-(4-[1,-Z04]tri azol - 4-yl - pheny1l) -
benzoi m dazol - 1-y11- acetam de hydrogen chloride as a
Ezgpple|ld8s oil, MS (ES+): 483 (M+H). Exanple 123 20
2, N-di cydohexyl-2-12-[4-(1H pyrazol - 4-y1l) - phenyl | - ben
4Z0i(mcgldspdntiiydrbame gt Bphéndb propet)olf &b esdviaidade-2-yl] -benzoic acid
anal, 0 to exanples 3.1-3.2,
rt}Qilgg%yrazol 4-y1)-benzoi c acid,
cydohexanecar bal dehyde, cyclohexyllsocyanlde and
Inanadogy-th gronyesd bary mepwersreaehanzoi #dd, garhenyl propanal,
éﬂ)‘eﬂ‘fy@ly&l}f&ﬂﬁé()éﬂidg} te{’tzbutbﬁ}fcéﬁ)'dn ﬁﬂbneddlbﬁﬁﬂergbﬁd'w [-(1- .

cFel
SRR SResls Sateetancn bl oman Cllenl g

e@eNs divayigohBdk WS BF2-483-{ M1, 3] t h| adi azol - 4- yI phenyl

. )-benzoi m dazol - 1-y1] - acet am de hydrogen chloride In

raaabrgysto exanples 3.1-3.2, 4-
?%ﬂg,B]thiadiazol 4-yl - benzoic acid 30

2@/—51&3 E%jég | de§}¥\dlﬁ Cl O gnozc(:)}/n?% ? 1 }%Pacetamlde

hi&ﬁ%&ﬂﬂﬂﬁﬂaPCT/EP2007/055994 - 72 - di am ne gave
2, N-di cycl ohexyl-2-[ 2-(4- :
Ih %mai?roggr th Qk&gjﬂ@szﬁa“r Y |d'u9£‘tﬁﬂ¥ul}”ar9e§ﬂ?e9h£ft dadol -
etan1 rogen hIorlge qiNa %)orles i
ggqe;:ar 5 1{(‘]')%9{% W@n & gn tert-butoxycar onyl phenylene
d&nlihel :ﬁ&QlWﬁ]ﬁ?ﬁM&h&}d 222 4- chmethylsulfamoyl phenyl) -benzoimidazol-1-yl]-
ai(,e_ éﬂgggl%h?fé%_g% 3lllorl&y ODr&\!\_rh scﬁ% % 0| m dazo

hydr ogen’c or| logy to
exanmpl es 3.1-3. 2,

Exargpigild&o- 2, 3- di hydr o- 1H i soi ndol e- 5- car boxyl i ¢ aci d,
cycl ohexanecar bal dehyde, cycl ohexyli socyani de, and

2N ﬂ%&lﬂhbﬁyﬂl}{ﬁ&ﬁb@lﬁ&hO}H@Eijﬂﬁbalﬁﬁlﬁiﬂami lg@}-ecetamide hydrogen

él dlcycloheryl 2-[2-(4-11,2,4[triazol -4-yl -phenyl) -

RRISi m dazol - 1-y11- acetani de hydrogen chloride as a

yellow oil, M5 (ES+): 485 (M+H). 10 Exanple 126

Ipanaletydy ckashilgy 31 3.4 Qﬁe@arﬂ@xlwzemgdywﬁgﬁ@wma%&%#

cfdl Sazflisodyanide; Aot ask Batdry @@gm pﬁéﬂymhb dendife @ﬁa b ogy
0.e

azo zoi c
%ﬁ%&ﬁkﬁ?é?ﬁa f%‘%%d’z‘eﬂ?g%iﬂbzﬁ& LI A A hffrogen chloride
abhb&nh}®mmm&ﬁﬂaﬂb@ﬁ&khﬁﬁenylene di am ne gave 2, N- 15
di cycl ohexyl-2-[2-(3-tetrazol -1-yl - phenyl)-benzoirnid
2Z8bre7¥! ] -acetam de hydrogen chloride as a
colgrless oil, MB (ES+): 484 (M+H). Exanple 127

2,N-dicyclohexyl-2-{2-[3-(1H-tetrazol-5-yl)-phenyl]-benzoimidazol-1-yl}-acetamide

hydrogen chloride

In analogy to examples 3.1-3.2, 3-(1H-tetrazol-5-yl)-benzoic acid,
cyclohexanecarbaldehyde, cyclohexylisocyanide, and N-tert- Butoxycarbonyl phenylene
diamine gave 2,N-dicyclohexyl-2-{2-[3-(1H-tetrazol-5-y1)-phenyl]-benzoimidazol-1-yl}-
acetamide hydrogen chloride as a yellow oil, MS (ES+): 484 (M+H).

Example 120

2,N- -dicyclohexyl-2-{2-[4-(1H-imidazol-2-yl}-phenyl]-benzoimidazol- 1-yl}-acetamide
hydrogen chloride
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4-
[1-(cycl oheryl- 3- nethoxycarbonylphenylcarbannyl nmet hy
') - 1H benzoi m dazol - 2-y11- benzoic acid nethyl ester

wWORYBH00eeh chl oride 20 In anal ogy to exanpl es PST/EPZ007/055994

terepht hal i ¢ aci d nononet hyl-édt-er,
cyclohexanec rbal deh

(5 AR O G Bopy e ph g Sl ab-bepsee acid
c?ﬁ&lﬁkhwﬁmmel@fdapdwlohmhm}dyﬁﬁée dhdiNnienebigaxyeatbonyl phenylene

SrBRERIEATEAIT Bhe v sttt P L S
agﬁta@dﬁlhl}*dmlgemddmdwlawrmehw M&E&L Ky KgEh- chI or| de

as a white solid, M5 (ES-f-): 526 (MtH). 25 Exanple
Ekd@plenians 4- (1- {cyclohexyl-

{(4 nethorycarbonyl cycl ohexyl net hyl ) - carbannyl]-neth

a‘%%"@"b SReTeilFaR 1y1134fa@§gy 't(.)en%g%ggd BBl 23588 de hydrogen

chloridpht hal i ¢ aC|d monomet hyl est er,
cycl ohexanecar bal dehyde, - trans

1 ai'tlai@ﬁmes 2 QUTRHIBYS. Y3.1.0%% hqﬂﬁd@@mep@{) b@wiclaeld@@ltmhésagb&kbaldehyde,
er an r r e ene dai ne
Cﬁ‘i?}bexi’ 1}839@1%9( ?j}ldglggi&t‘t %H %/arg yj pMerv(% AR gave -

dﬁ@ﬂSh@@ﬂBé[BR@'ﬂnWﬁE)ﬁ-yBﬂ&@Qk} benfz’cﬁnudazol [-yli-acetamide hydrogen

- Xydongirhy)) - car bamoy11- net hyl | -
C%Eé%@ﬁ%%?ﬁ% azo? Q?Q %egggfc acid nethyl ester
hydroqgn chloride as a colorless oil, M5 (ES+): 546

anple 129 4-{2-cyc|ohexy1-2-
[2 (4- met hoxycar bonyl - phenyl ) - benzoi m dazol - 1-y1] - ace
2 Ndiaytiobyeyl-3-[pi(pdi 2 di mezdl-epriiexyl) ibenagniiagelhly 1] esttanide
h?)ixq)rg %gﬂ 18& joride In analogy to exanples 3.1-3.2,
tha

Ic acid mononet hyl ester,
rﬁ%ﬁ?%é%%%’%‘é 50t ek Ayl 2dbiraro b RebepEs.
c?&&t@kﬁ@e@ﬁxbﬂﬂﬁhyd@h@ﬁbhéﬂﬁsdﬂyﬂﬁﬂ@ and &l ert-butoxycarbonyl phenylene
- t
d4 aélél? XVf%r@)gcgglé)P [- rﬁrﬁ%gl@ l?@%ﬁ%%@%ﬁe ¥ ]ﬁﬂ%% &nﬁ%ﬂﬁﬁhﬁ]l -yl}-
aa@aldld@thmsltogelstiléﬁﬂi@asmﬁ@m@mlb MSo{xESdb 483 <mm te
solid, M5 (ES+): 547 (MtH). Exanple 130

Eﬂaﬁg@qlzexyl 2- [2- _
di met hoxy- pheny1) - ben20|n1dazol 1-y1]-2- phenyl-

tiiacgcgge’a'\(%_ ggl%g%%gpl)ﬁg%’ ;OQI }8}? ? 33%}46%1[,]2 a - ~y acetamlde

hwﬁnm@hdwythS |socyan|de and N-tert- butoxycarbonyl
phenyl ene di am ne gave N-cycl oheryl-2-12-(2, 4-

IHLARbAO: dé)éxﬂﬁﬁ@%il 3@@4@%;&%@4 yll-ué;&ozn@henyl acet am
ro ori
C(%ﬁ-w ﬁ-@l éYJfSiYC%%EXYZISOCé'THS? aéﬂgeﬁ%sutg gal)bonﬁ p?lenylene

d@aﬁiﬁmx gave\2r X alidydiohexyl-9A(p-r(0Pybyaacharmophdnyt renbyinfdazol-1-yl}-
#ﬂ%ﬂ fhﬁ:ﬁﬂﬁ% ﬁhe & ayéoi RENGL MS @S 6L 4@?(1&¥h)85t er
roge or e I anal ogy to exanples 3
terephthalic aC|d nononet hyl est er,
anecar bal dehyde,
1- (3-isocyano-propyl)-pyrrolidin-2-one, and N-tert-
ANHddoyclpbarybangH 4 (b2 By thenidazdl - dl-lYi—pheIgdt)o‘benonnldazol 1-yl]-acetamide
g (%%§%HB ggeryl 13- (2-oxo-pyrrolidin-I- y1)
carbanoyl1l- nethyl} 1H benzoi m dazol - 2-y1) - benzo
Iil Ca.na?lg!gydtorgirgglles ?? ?t3ezr 4h 2,3 ?glladlazol—4-yl—benz01c acid,

cyclohexanecarbaldehyde, cyclohexyli.soc}fanide; and N-tert-butoxycarbonyl phenylene
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25 chloride as a colorless oil, M5 (ES+): 517 (M+H).
Exanpl e 132 4- '
{1- 1cydohexyl - ( 3- net hoxycar bonyl - pr opyl car banoy1) - net

WORS[263H- benzoi ni dazol -2- yl | -benzoic aci d RETHRPRO07/055994

ester hydrogen chl ori de In afdl-ogy to exan‘pl'es

3.1-3. 2, re

d@%&%ﬁ?@’ﬁ&ﬁ@é&%&? F?&@C(‘lj g@i@@%&b‘g Lt hepgpimnidazol-1-
yieickymidediverqgearmtloNde enbutl akascait, DOHHHS HTONYMaRE). _

di am ne gave 4-11-1cycl ohexyl - (4-met hoxycar bonyl - WO
E;Qrgg( .Q90643PCT/ EP2007/ 055994 - 74 -

propyl car banoyl) - met hyl ] 1H benzoi m dazol - 2-y11- benzo

i.c .acid nmethyl est oge oride as col.or, ess
o AL 3 ot e POt 25 gL
a{:&@&ﬂﬁlh@ﬁ&iogéﬂdﬂehﬁaxycar bonyl - but yl car banoy1l) - met hy1]
-1H benzoi m dazol -2-y11- 5 benzoic acid nethyl ester

IP&‘P‘;&%@%E fﬂCﬁEé o 3'2“ 1 @Qﬁ&ﬁ)g?’ 3%9%;}?1’1‘@'?@ 88indolt-53cafboxylic acid,

aci d
ricarmsaheldasisl aém@r@ Y 9@4@ teBrtuercarbaryl ghenylene
dfﬁﬁhﬁé/gav@thﬁﬁlcyélBHex% tzqni(bﬁu Qm@afcbqnwpmhﬁmbgﬁaﬁnl idazol-1-y1]-
i anmi,n cyc e 0 ony '
aﬁeﬁar%dgg}f%gngy%b%et )aly]e Ly[}i\/IS %E?Sﬁ'e&g ﬁ\}ﬁi?ﬁ
- 1H benzoi m dazol - 2-y1}-benzoic acid nethyl ester
Emgipledeéd 10 chloride as a colorless oil, LC @15nm
Rt 2.13: 100% MS (ES+): 506 (M+H). Exanple 134 4-11-
Zhﬁ)ﬂﬂ:i'{fl@ﬂéﬁyl ﬁﬁim&%ﬁp ﬁ—ﬁfp?ﬂéﬂyi)ﬂ%ﬁﬁb’ihﬁé&zba 18Y|laceti®tiy/hydrogen
benzoi m dazol - benzoi c acid nethyl ester
HFbgen chloride In analogy to exanples 3.1-3.2,
terephthalic acid nononet hf" ester,
e gl egyen axvenplesoial -Gehjderaze iSfbbwn@ahldxambahcxaamadbaldehyde,

TR hssalaﬁfde, ml}éﬁ SUERULLBNAEApRAMEhe BRREY £RE2 N-

'd[cafﬁ 3 2@ ?%%etf?é%byyeléwan%anﬁ%lml%zelamﬁr?ﬁﬁtfyn#é}vﬂ{ﬁrgeﬂ

chioriddhentaiad cia 208 (E5-+y:1484ipitd). ¢ aci d net hyl ester
hydr ogen chloride as a colorless oil, Ms (ES+): 520

E% I@k arrpl e 135 20
cloheryl-2-[2-(2, 4 di net hoxy phenye- benzoi m dazol

- N- et hyl - acet hydr gen chi
4:3[91-:51: exy-B0sH @ezv legrbgmg ﬁ%asbyﬁﬁ @%ﬁl&ldaml 2-yl]-
bai}iofbacﬁymhmlyEe@wel@;afrb@ndﬁWHh met hyI i socyani de, and
N-tert- but oxycar bonyl phenyl ene di am ne gave
HRTER &%y-’z EH S ey
cydehesanegarb elmﬂm %ral Hyrgrrgeienzirherilisecyaride apé Nagsit e
bERky@ bWl fHeRylenc 4RGiAMER) 4- [EXerailexd 36

methoxycarbonylphenylcarbamoyl-methyl)-1H-benzoimidazol-2-yl|-benzoic acid methvl
ester hydrogen chloride as a white solid, MS (ES+): 526 (M+H).

Example 128

trans 4-(1-{cyclohexyl-[(4-methoxycarbonyl-cyclohexylmethyl)-carbamoyl]-methyl}-1H-
benzoimidazol-2-yl}-benzoic acid methyl ester hydrogen chloride

In analogy to examples 3.1-3.2, terephthalic acid monomethylester,
cyclohexanecarbaldehyde, trans 4-isocyanomethyl-cyclohexanecarboxylic acid methyl ester,

- and N-tert-butoxycarbonyl phenylene diamine gave trans 4-(1-{cyclohexyl-[(4-
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2-
[ 2- (4- Acetyl am no- phenyl) - benzoi m dazol -1-y1] -2, N-dic
ydohexyl -acetam de 136.1 In anal ogy to exanples

WO29084806383 4-t ert - but oxycar bonyl ami no- benzoi cPéHr"ﬂB’ZO‘B@mf’%

cycl ohexanecar bal dehyde cycl 7@hexy| [ socyanl de,

N-tert-but enyl en ave,, |,
pitbeweyd e @f% ﬁgé&%@ﬂfﬂf %@; %@ﬁm@ﬁ%ﬁ%ﬁ)-
Heh@idadi®fidethyl éé@r&@%ég}ﬁ(&ﬁ%ﬁé}ﬂ LFPEO0:Z¢ B BOOAES+) 6 M+H).

but oxycar bonyl am nophenyl noiety, 2-

H % &ge gi no- phenyl ) - benzoi m dazol - 1- yl |
I'cycl ohexyl - acet am de hydrogen. -chloride as a
white solid, (ES+): 431 (M+H). . 136. 2 Acetic
4aRrgygloherl; @1[?54@ethqmirh9ﬁﬁlrphew%béawvufaz%a%‘f% dgetylamino}-

pigeriliifol -irbofyifacid-diidyl €éer Bydrogen chloride
am no- phenyl ) - benzoi m dazol - 1-y11- 2, N-di cydoheryl - ace

hahos, BXUAGEDs £ LG IS A SR bl IS, 1 71

ce@iqwm)ecmrba&ﬁmeo%mmrmpq@mﬁ_} carﬁﬁ@flueéaéteﬂwhewsand N-tert-

bkdx ea%ﬁo ﬁ?ﬁ’[@n& amﬁﬁ@gmq @Q&cl@ﬁexﬁ;pﬂl[@—(jl-lih%rﬂhoxycarbonyl-
W

et I e y

et s asgut -l PRiending - GrRorlifad etgytester
heduigen Jhlande sta whigdsohd, M6 0Bf-+)efidMati.e for a further
24 hours. The 10 reaction m xture was added to 1 N

Eﬁ%p(e%sm) and the resultant precipitate was filtered
washed wi th dichl oronmet hane. The solid was

n _hot,. e cetate d,.fjltered, .
N R 2 Ch GG g Ry DchePrPiel P by acetamide
h3d4ibged chlostly | am no- phenyl) - benzoi rni dazol - 1-yl |
-2, N-di cycl ohexyl -acetam de as a creamsolid, 26 ny

:i 1oV ggsﬁ 130 %ﬁ(&@i@hox} DefARIE bg&?ﬂdehﬁ/de cyclohexyl

3-acetyl am no-phen ?nzm m dazol - 1-y
a5 e assiae svedk f@§Y1 hcu
ciﬁrﬂlet}@x;zphéiryl)aiehz&tﬂlmtwyb Jonyhai-actheidz bidrogai dhloride as white
ﬁﬁf'@?ﬁ@aﬁe{?ﬁ ehyde, cycl ohexyl isocyanide,
c(,arb nyl phenyl ene 20 di-am ne gave, in a
é}){rocess acconpani ed by de-tert-butoxycarbonyl ation of

wapB-18ér t but oxycar bonyl ami nophenyl noi ety, 2-
[ 2- (3- am no- phenyl) - benzoi m dazol - 1-y1] - 2, Ndi cycl ohex

ay{1- faeadtani dB- (lzycda"oo@&fblﬂmmml)dpam@glcabmbﬂemﬂmpl 1HMS
b, %E%E id. aﬁg’llz %N%F%zmc acid methyl LQeAR %rogg}{ cﬁﬁnﬁxanpl €

23(13 am no- phenyl) - benzoi r ni dazol - 1-y1] - 2, N25
Iﬂra@ eohexynplacai d, dacrhybalisged reonaamdthidesiiy e

&A&&%&%ﬁw@man 01 P%@Va}%%arbﬁﬂlﬁh&&idﬁ@—é%rreladd W-tert-

bciggq[ arﬁgﬂ%rg{p}g%% %%é_niet@?éagvle ééﬁsqc?okfe%lo[ 0X0- ﬂyrf()h%% 1-y1)-

propylcarbamoyl] - me‘rhyl} 1H-benzoumidazol-2-yl)-benzoic acid methyl ester hydrogen
chloride as a colorless oil, MS {ES+): 517 (M+H).

Example 132

4-{1-[cyclohexyl-(3-methoxycarbonyl-propylcarbamoyl)-methyl]- 1H-benzoimidazol-2-
vl}-benzoic acid methyl ester hydrogen chloride '

In analogy to examples 3.1-3.2, terephthalic acid monomethylester,
cyclohexanecarbaldehyde, 4-isocyano-butanoic acid methyl ester, and N-tert-
butoxycarbonyl phenylene diamine gave 4-{1-| cyclohexyl-(4-methoxycarbonyl-
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4-11-

[ cydohexyl - (3-f ornyl ai ni no- phenykar banoyl) - net hyl ]

1H benzohni dazol - 2-yl | benzoi ¢ acid nethyl ester
wOoRgwaedh chl ori de 30138.1 In anal ogy to exaRpl&d2007/655994

3.1-3. 2, terephthallc aci d nmoHonet hyl ester, :

p%;?ylgo l@emxan Cartg%lédeh E%Fﬂ]éﬁ%qhg ylhhanzon: acid methyl ester hydrogen

chiotige bis Detfl arkegeail, DA S +pheoay Verts). di am ne gave 4-11-

[ (3- an1no phenyl car banoy1l) - cydohexyl - met hy1] - 1Hbenzo

Egﬁﬁg 32-yl}-benzoic acid methyl ester hydrogen

rlae M5 (ES+): 483 (MtH). WO

2008/ 000643PCT/ EP2007/ 055994 - 76- 138. l@ ture

T oA T DO TSP Dy sty mehylid T Gengoripigrol-2 -

beRioid scidifiethyl dsBerMgdroge®Bhlorat, 2.2 equiv.) was heated

to 60C for 15 minutes. The reaction was cooled to

I]tl aq})aé%e[nEQJrﬁggs; f %: g?bte?%)% a&'ltcc:l)a}gﬁ Cr)lﬁcfnozllrlle{ﬂ;y ester,
hpyprecar lldelnzi@ Fmsa@@@p pznsam?m@@ﬁz@ﬁtbvl &&tPrel apgb NHigTt-
bﬁﬁixﬁ&arﬁ&@l nyl an diathi®d gavd 40 1§@|jrﬂldhe ll (B-methoxycarbonyl-

l.oro ( t he. reactio
PG B e F%lﬁﬂw@%@ P&l SRSt yposen
chleaidt homcaldridsuoib D@2 hash &d 23 HOIRe, NVISIGES () 25061 (M et
the organic layer dried over magnesi um sul phate. The

E&%ﬁ%&h@@ nixture was concentrated in vacuo to afford

(e ﬁtﬁ8%%%09179:%@2%%%%%12er%i%}ﬁﬁaen%&udaml 2

yBdiearoic 23d mptifyd 2steh lysidedbgbp chboraleyel | ow sol i d,
(ESt+): 511 (MtH). Exanple 139
M@%&B%ﬂ e525 {3-nap égméalz@raqé nyén ispg-dazol - 1-y1

i onam.de | n anal to exa

- %Wﬁéﬂc@‘ﬁé@i Y@ér%ﬁﬁwape KTic 5‘?@5 S?&émg Ptert-
bﬁuﬁcbf@@ﬁﬁiyybh@@l’éyiaﬂiad&ne ard 4 N1 t[eydoHartl (R yaahiatytbonyl-
, pgnr}eflgx Il?ene }HE 1 Ve%zg‘l-urﬁxg ?Bgﬁ‘} %é"hzil)c ac1d meth 1 esterJgdrogen

€nzoi m nam
chbndemwéorba@s MMWS&E@}J (My3®). (M+H) . Exarrpl e 140
2, N-Di cycl ohexy1-2-(2- phenyl - benzoi m dazol - 1-y1) - acet
Eg&hpQQ3§O Benzoic acid (12.2 ng, 0.1 mmol, 1 equivVv.)
mas added to a solution of cyclohexanecarbaldehyde

61863%9 & 49 ((%g cgm) ﬁ%’ox{‘) pge% z}fhni%xgoll qhﬁgﬁwethyl—acetamide

MMMQ#MCMun@wycarbonyl phenylene dlan1ne (20.8 ngy, 0.1
nmmol, 1 equiv.) in methanol (1 nL) and the m xture

h\ﬂ@m ttb eeAnpits 7.08M, b, graaﬁl@@iow Berfz@ig atfl, Jtsya%s;aanm@baldehyde
£en S e ora ed an e i.nternedi
S <BREP L | PRal DRt ApTgg R 2 clohexyl-2-[2-

(2,erdpecthbxy-phdryt) Hﬁ@lzdﬁmudazobﬂyé -IWRActh@sacemapdr latlesgennblioride as a

' ia preparative HPLC (gradient
u&ﬂ@mﬁ&PﬂHﬁ%?g?%ﬁ@&cet nitrile with 0.1 %

trifluoroacetic acid). M5 (ESt): 416 (M+H). Exanple
Exapplp 136
[ 1- (Cycl ohexyl - cycl ohexyl car banoyl - net hyl ) - 1H benzoi m
2i[d @ o ceBlandih o pdeadirbeerodBidizoler- yH A N-diycahbyhydetamide
phenyl ene di am ne (208.3ng, |Imml, 1 equiv.) was
lggged to a solutlon of cydohexanecarbaldehyde (168. 3
5 %® cyclohexyl ocyan|Qf
Ig wéoa’ tﬁﬁxaniplﬁ%%‘i -3. 214é XY GO P henZans 3
ehé’ﬂbalﬂ&lﬁ}ﬂre GMCﬁylﬂiﬂ),cydﬂ'ﬂﬁ)lN tekt- Bﬂﬂdbc}vtabbdnljﬂ phenylene '

ARHne PR e el e Sanr b b e AR Peb b p Bhudp g tho g-ter
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16 hours. After evaporation of the solvent the crude

internediate was dissolved in TFA (10ml) and stirred
roon1tenperature for 16 hours. After evaporation

WOtlf’@/ﬂéQﬁ&ae was di ssolved in acetic acid and FCTAEPEY7/4FS994

80C for 161 After evaporati ofSthe crude was dissol ved

|n et cet ate d ext d fro T

b e A EF PRI ﬁi&ég SPRERYD oAl Foyl-2 -

datvgjahexl-hayenidnagdrdgesal orile as A um kalito M (ESmiL 3 atd+H).

treated with 2N NaCH (5ml) at room tenperature for

136h. The resulting carboxylic acid was isolated via

preperative HPLC. 46ng (0. 1nmo) ui v.
Agrticastbydads (7o {7 mmolsbﬂﬁqw? T’ﬁﬁfﬂg ded fo éaﬁe pjony ofgp-[2-(4-
aﬁl‘ﬁhd[bh&i@[ ebaadieddaat 1 tylie2, Nl-cféit}tﬂcﬁleﬁﬁlal’cét&ﬁuc&thyﬂﬂigﬁm chloride

FX’E’% %ﬁ lﬂ&gp‘%ogag@&ml%& 009;%%)1;':1 S S&"]ane 1? g éylf%mwﬂblofb equiv.)

i dm}ﬂot@nﬁbar&t (@maL) Gihe T SiatioTves mrmdlwé toqnaéemmtalteédr 16 hours
tlt(éanﬂéaqu E&d&@( 1("‘>|§§ )1 71%910( Mﬁ'@gm@@ﬂ@c&m%g dride (17 mg

di n- 2 benzoi m [
Oy Iremed 11- eae@t)md%rrr%at&ﬁam&@wﬂat%; gﬂi‘-ﬁl lé'ﬂ\i%g 4%0111"8 e
r&cﬁm ﬁ@:tﬂw waliad@eRtodar BT ind ) aed dhe rb&ultant precipitate was filtered

g§ e%x a@e& %Ibal d %ﬁ Thg quﬁhﬁﬁ%hsséﬁ&ﬁ%%%lt ?tggl"’%g&atj 3(% mL) and

oxycar on
ﬁ(tMeﬂl) the Ej(tm’ipr@ mserzramwmlofw@h@ﬁylﬂ »{2-[pacetylammo-phenyl)-

bérzohM4kel o -tzhyjdm%ﬂbﬂéﬁryﬁé&'tarx%dé’&s)aB@:ﬁﬁ@dﬂ[ﬂ dazel (sde4)Ms
acet mﬁi 20 In"anal ogy to exanple 14

t hyl - 1H pyr azol e- 5- car boxyl i c acid,
cyclohexanecarbaldehyde, cydohexyl isocyani de and
Ekhamplet13But oxycar bonyl phenyl ene di amine M5 (ES+): 449
(MrH) . Exanpl e 144

22[2{%%&3}%%&1%&}% - brzb R Rl Lylj- §Q‘X@1%?clolﬂe Yl ARRIO]

zol -1-yll-acetam de 25 In anal ogy to exanple 140,
g Met hyl i soxazol e-4-carboxylic acid,
&ohexanecarbaldehyde cycl ohexyl |socyanide and
IiNehabo gy- tb wkaxylesd 1I061Py B-tpirdunydxemebativiamine-be®i¢ &E5d) : 421

%%@( %ﬁ%@%ﬁl 4%8%*2%5%%@61‘]3[% t_zkg“g*[g%’g%bgnﬂ phenylene

dPpOUBY BOB6AIFCTIEPEOOTPOESbyde- tey’gguto arQRYly Ej‘g}'l ¢ighe 3-tert-
bﬁﬁﬁ?@rﬁoxﬁ@mm@ﬁd&@ﬂﬁbﬁtﬂiQM(BQMQ@h&WIHbenzomidazol 1-y1]-2,N-

S e AL G2 e e s S .

405 (M+H). Exanple 146
137.2

In analogy to example 136.2, 2-[2-(3-amine-phenyl)-benzoimidazol-1-y1]-2,N-
dicyclohexyl-acetamide hydrogen chloride gave 2-[2-(3-acetylamino-phenyl)-
benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide as a colorless oil, MS (ES+): 473 (M~+H).

Exami)le 138

4-{1-[cyclohexyl-(3-formylamino-phenylcarbamoyl)-methyl]-1H-benzoimidazol-2-yl}-
benzoic acid methyl ester hydrogen chloride

138.1

In analogy to examples 3.1-3.2, terephthalic acid monomethylester,
cyclohexanecarbaldehyde, N-(3-isocyano-phenyl)-formamide, and N-tert-butoxycarbonyl
phenylene diamine gave 4-{1-[(3-amino-phenylcarbamoyl)-cyclohexyl-methyl]-1H- 7
benzoimidazol-2-yl}-benzoic acid methyl ester hydrogen chloride, MS (ES+): 483 (M+1).
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52- (1"'H [2,51Bi benzoi m dazolyl- 1-y1)-2, N
di cycl ohexyl - acetai nide I n anal ogy to exanple 140,
5- Benzi m dazol ecar boxylic acid,

wocehasladsexanecar bal dehyde, c-ycl ohexyl i socyaRCH&EPAHT055994

N-tert-butoxycarbonyl phenyl-ene di ami ne M5 (ESt): 456
éNH . Exanmple 147 10
I28.&L Di cydohexy1- 2- ( 2-furan-2-yl - benzoi m dazol - 1-y1) - a
ACIﬁtxi&iFﬁ deadeflc amgld;ﬂgy (g2 rﬁQQdTHB'rﬁII;leQ 2 e%uﬁ@raﬂﬁﬁ%ﬁﬁj: akid (73 mg
clo necar,ba G ex sagcyani de and
R rRPOE BaC OB R %yffoefﬂla R On R (R Looled 0
rd®6 tdrvfrdturdaoampiobtba®f 2-{1-[(3-amino-phenylcarbamoyl)-cyclohexyl-
1 V.
D{CF%?&]?OFHDDE%(F%H&&BPE 9*(} %%%L %:1@ %ﬂa%l?)}l aldazs Lng 0 Y’Lll'nrgoll\i' 0 equiv.)

acetam anal ogy to ex
srBHBHYEdP A Rer 2 é«;ﬂ&%&éﬁ%@f&%ﬂ%ﬂa@ ﬁ%@d 7 room
&y sdrabexpt 16 ﬁ&ﬁy amha@aanﬁll mlxture was washed with 1 N HCl (2 mlL) and the

ggpg]‘éyeﬁ/gn %n?na%g%uf am, ¢ 1I‘e &&)%d{]e utre Was é’oncentrated in
viGodh laffmuem kydhhewb qafoenym)nm@mbmmwlhmymﬁ AN
beﬁiﬂ ﬁ@gﬁt@@ 134 @gﬂo@eﬁa&ﬁmzﬁr 1 Qe RY Y6t yﬁez@qps?e%mohd MS

enzoi ¢ acid, cyclohexanecarbal dehyde,
(&Y {-socyani de and

(2- Anlno 4-chl or o- phenyl) -carbanic acid tert-butyl
Eeshple. 13865 (ES+): 485 (N%FD. Exanpl e 150 2-

[ 2- (4- Chl or o- phenyl ) - 6- met hoxy- benzoi m dazol -1-y1] - 2,

N\Eﬂioﬁ%ﬁga%ﬂa REGIaM-AehZoihid Rl 9Yp Ifogm%mml e

orob nzoi ¢ aci d, cydohexanecar bal dehyde,
cyclohexyl

AR I A de@ﬁ?@@eﬂéalr FaheEliserie warkebiey |
cRIGrRAtY] hhtﬁyﬁrE&‘et)and ﬂ»Bﬂert( Mb&ycaﬁoam&nﬂlﬁdc diMfiine gave N-cyclopentyl-
2@%8&9@%% g Zézgﬁ§?{§4grog1 ﬁlcl)%oasl% évrlllétg Is?}lldd N V\§| (Ei+) 438

2 N—dlcyclohexylacetanlde In anal ogy to exanpl e
140, 4-Chl orobenzoi c acid, cycl ohexanecar bal dehyde,

Eeyaplehax- yl i socyani de and
(2- Am no- 4- chl or o- 5-f | uor o- phenyl ) - car bank acid

}1‘?— ﬂlqjghl)'ilg{yl—%g& &h enMEb hzbiniddzol 3 % SME e

Benzoic acid (12.2 mg, 0.1 mmol, 1 equiv.) was added to a solution of
cyclohexanecarbaldehyde {16.8 mg, 0.15 mmol, 1.5 equiv.), cyclohexyl isocyanide (10.9 mg,
0.1 mmol, 1 equiv.) and N-tert-butoxycarbonyl phenylene diamine (20.8 mg, 0.1 mmol, 1
equiv.) in methanol (1 mL) and the mixture was stirred at room temperature for 16 hours.
The solvent was evaporated and the crude intermediate dissolved in TFA (1ml) and stirred
at room temperature for 16 hours. The TFA was evaporated and the product isolated via
preparative HPLC (gradient elution: water / acetonitrile with 0.1 % trifluoroacetic acid).
MS (ES+): 416 (M+H).

Example 141
2-[1-(Cyclohexyl-cyclohexylcarbamoyl-methyl)- 1H-benzoimidazol-2-yl]-benzamide

N-tert-butoxycarbonyl phenylene diamine (208.3mg, lmmol, I equiv.) was added to a
solution of cyclohexanecarbaldehyde (168.3 mg, 1.5 mmol, 1.5 equiv.), cyclohexyl
isocyanide (109.2 mg, 1 mmol, 1 equiv.) and phthalic acid monomethyl ester {180.2 mg,

Immol, 1 equiv.} in methanol {20 mL). The mixture was stirred at room temperature for



Exanpl e 152
(S)-2, N-Di cydohexyl-2-[2-(2, 4-di met hoxy- phenyl ) -benzo
_ i m dazol - 1-yThacetam de I n anal ogy to exanpl e 140,
WO20uB0p96H2t hoxybenzoi ¢ aci d, cycl ohexanecar balP§dHPAN7/055994
cydohexyl isocyani de and N t-6#t-- but oxycar bonyl
phenyl ene di am ne. (ESt):, 476,10 (MrH). Exanpple ..
1ié:}sm(s ftor evporafign eﬁ&&s VEH bR R B BYe 274575150 ygq in TEA
(1EniNagdd ewé@he&mh -anptranireir | 6 hanal Afgiy etapoeaiimhecrude was
dzsscavﬂfﬁ in ac t&ra%%ear}lgigs:’ac 88 éin t%?"ﬁ_%% se%f;t‘ % Q.Jéoqleﬁ?! gﬁlde was
dph@mﬁ] 19[13@‘1}7&;] a@mtﬁ and dpracESfpm 4p NaHUiKH) he_]_@mgxgﬂ@:p@ed after the
%ra%on[ojf thd SYEAP R, é(rl was%&l@é@%}f\h@tﬁm '('H)Hll‘) and treated W1th 2N
)-1Hb en20| m azf ’r@ ﬁ’l% 4% nza l d
1\51%1[ gﬁ? ﬁbrog%mpgraiarf Ol @s%@gjc @1 @ pras isolated via
pﬁﬁkﬁﬂhﬁEﬂmﬂh@XﬁQﬂﬁaﬁﬁaﬁchyﬂe)Wﬂ&dh&ﬁ@XMh[Mﬂﬁéyahldﬁpg
(b\rrlé]%%(% tu%x)yﬁﬁgg y Eﬁgﬁeﬁfgﬁwﬂ%ﬁuﬁg{? at rpem temperature for
19 m@%yb@wwxatzd Qi Rlyronyyene @dd@ﬂgﬁmeaquﬁas gtirred at

r66&th M AR th R RPAEIR WhelpPoBXAWR €018 via3rdp HHLC. 9 @S+): 460
(ﬁg hexanecar bal dehyde, cycl ohex-yl |socyan|de and

rt-butoxycarbonyl phenyl ene diam ne M5 (ESt): 406
(M+H). 25 Exanple 156 2, N-Di cydoheryl- 2-
Ex@2mple-1a2t hyl - f ur an- 2- ye- benzoi m dazol - 1-yl ]
-acetam de WD 2008/ 000643PCT/ EP2007/ 055994 - 80 -

2 Q:Qirﬁm% Yyridin-2-yl)-benzoimidazol-1-yl}-2,N-dicyclohexyl-acetamide
E[éﬁ- D| cycl ohexyl- YZ [ 2-(3- et hyh’? soxazCY 5- ﬁ) benzoi m

d I | | e 140,
T S R I e LS
Cw@f@hmnbaldrﬂwaiedehwwi oyclaoide ayd N- @Udyaﬂx){d@’banﬂ phenylene
BLt ) henyl 5 diamne. M5 (ES+):
d%%ﬁllﬁ%_%ﬂggg%@g%gsp enyl ene i ani ne ( ESH+)

2, NDi cycl ohexy1-2-(2-mtolyl-benzoi m dazol - 1-yl) - ace
Rl o
- 2,N-Dicyclohexyl-2-[2-(2-ethyl-5-methyl-2H-pyrazol-3-yl)-benzoimidazol-1-yl] -
acetamide

In analogy to example 140, 1-Ethyl-3-methyl-1H-pyrazole-5-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diarine. MS (ES+): 449 (M+H),

Example 144
2,N-Dicyclohexyl-2-[2-(5-methyl-isoxazol-4-yl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 5-Methylisoxazole-4-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+):421 (M+H)..

Example 145

2,N-Dicyclohexyl-2-[2-(1H- pyrrol—Z—yl)-benzoimidazbl— 1-vl]-acetamide
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I n anal ogy to exanple 140, m Tol uic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and
N-tert-but oxycar bonyl phenyl ene dianm ne M5 (ES+): 430

WO(RSHP06410 Exanpl e 159 2, N-Di cydohexyl-2- [ 2PCI/EP2007/055994

(3-fluoro-phenyl) -benzoim dd8cl - 1-yl] -acetam de In
anal ogy to exanpl e 140, 3-Fl uorgbenzoi ¢ acid,
IE%%H@X@%@%WB&%e?ﬁ%?le‘c?y@r%%ﬁwa > SEAPRRRRsabehyde,
chblblerd ik axdyaar vasy bupheaybant piinglvhe diamvce. MESH)SH): 405
(géﬁﬁ(h%kb. Exanpl e 160 15

, %chclohexyl-Z-[Z-(Z-fIuoro-phenyl)-benzoinidazo
-1l-yltacetam de In anal ogy to exanpl e 140, '
Exampleddbbenzoi ¢ aci d, cycl ohexanecar bal dehyde,
cycl ohexyl isocyanide and N-tert-butoxycarbonyl
2phany b, sNBibeh M itRzolYEl BN : diddtbheMt b etarbiidrpl € 161
2, N-Di cydohexyl-2-[ 2- (3, 5-di nmet hyl -i soxazol -4-y1l)-ben

zoim.dazaol - 1- < ' -
A g T
cpsleltaidsaiands dul ety detoxyarbenbridnyleas dipgnne Matdd+): 456
(Me-rgy t - but oxycar bonyl phenyl ene diamine. M5 (ES+):
435 (MtH). Exanpl e 162 2, N-Di cydohexyl- 2-

2- (3-net hyl -t hi ophen-2-y1) - benzoi m dazol - 1-y1] - aceta
E%Plaéﬁezlg?l n anal ogy to exanple 140,

3- Met hyl - 2-t hi ophenecar boxyl i c acid, _
29y-dhiohrintend da2tlakae hytibenzoymiceaxyyl)-petaidai de and
N-tert-butoxycarbonyl phenylene diam ne M5 (ESt): 436
Th Midid ey 10\ Mg 346 0B ARREIA &R AARoA B delBlle cyEls BeRyl Bocyanide

BN feR PR T o B nd e YISSF O 4060 e 11

anal ogy to exanpl e 140, 4-Vinyl benzoic acid,
Esywpbhd&anecar bal dehyde, cydohexyl isocyani de and
N-tert-but oxycar bonyl phenyl ene diam ne M5 (ES+): 442

2 f¥thmod2-EXamBi e ﬂé‘gd)—benzoimidazol—l—yll -2,N-dicyclghexyl-acetamide
2, N-Di cydohexyl-g-[ - (2, 3-di net hyl - pheny1l) - benzoi m da

zol - 1-yl1] -ace ' n_anal.oqy..to examle .1
e e
imypinohenyl 2i/soipenbuemaplicnit ertaiancs yabbbishgter. MS (ES+): 530

(Phepyl ene diam ne. M5 (ESt): 444 (MtH)

Example 149

2-[6-Chloro-2-(4-chloro-pheny!)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-Amino-4-chloro-phenyl)-carbamic acid tert-butyl ester. MS (ES+): 485
(M+H). '

Example 150
2-[2-(4-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-Amino-4-methoxy-phenyl)-carbamic acid tért-butyl ester. MS (£S+):
481 (M+H). |

Example 151
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10 Exanpl e 165
2, N-Di cydohexyl-2-[ 2- (3, 4-di net hyl - phenyl) - benzoi m da
zol -1-371] -acetani de I n anal ogy to exanple 140,

WO0u0D64et hyl benzoi ¢ aci d, cydohexanecar bal dé’ﬁy'"@‘(?2007/033994

cycl ohexyl isocyanide and N-t78r-t - but oxycar bonyl
2?%%5]}%01{%'_’] %(%If]‘ m newl\/g 5(5;1)0(]2??125}111'(}(1% 1—3?2] JN:Xcﬁg;P 0?1exyl—

aédthytldephenyl) - benzoi m dazol - 1-yl] -acetami de In
anal ogy to exanpl e 140, 4-Ethyl benzoic acid,

h&ﬁ?ﬁ%ﬁﬁ%@?ox @%gemﬁﬁ) 1%9{)19 Q&&géydbﬁa@ﬂ&gm?deﬁ , cyclohexyl

car ene
ispgypojderary (2 Brainptiechien- @@ugrqwlﬁﬂéf Dorarhemjaackd tepipbutyl ester. MS
(ﬁ§i45mﬁ@mggmyl phenyl) - benzoi m dawl- 1-y1] - acet am de
I n anal ogy to exanple 140, 2, 4-D nethyl benzoic acid,

Ifqgganecarbaldehyde cycl ohexyl i socyani de and
%%@1 utoxycarbonyl phenyl ene di am ne. M5 (ES+):

444 (MEH) . mpl e 168 25 2, N-Di cyclohex - 2- HZ- (2-
(&%Wwéﬁwl %éﬁ%ﬂﬁxaatb@n phenyj)-b %@fmaﬁ%ﬂéf J-agggamide
2008/ 000643PCT/ EP2007/ 055994 - 82 - Exanple 169
172 aM?ﬁM@k@ﬂ@xym , 254- buhéﬂlbbcmhma adidtdpylbhqxhedyihidokwie,

rl%oc?%%ql%{%%\g 3?{? g'u O%glzarll ny? ng){flene dla%(n%lrg)h\fs (%Qr) 476

(hydﬁhexanecarbaldehyde cydohexyl i socyani de and

N-tert-butoxycarbonyl phenylene diam ne M5 (ESt+): 448

E§mg Hyz Exanple 170 2, N-Di cycl ohexyl- 2-
3-fluoro-4-nethyl -phenyl) - benzoi m dazol - 1-y1l] - ace

(%)aéf%gtf— ghﬁ)r o sﬁvﬁ%lé%%i%g%}l—g —}:fllfl—g N-dicyclohexyl-acetamide

cydohexanecar bal dehyde, cycl ohexyl isocyani de and
INanaogy-th examyle 2% chihlosphangoie adddiveahereneqibaldelyde; cyclohexyl

il ol e BARRL okl LoiRnbicR SSHRNBIES2: 62OV 4.
(2,6- difluoro-phenyl)-benzoi m dazol - 1-yl]

I S

2-[1-( Cyclohexﬂ— cyclohexylcarbamoyl-methyl)-1H-benzoimidazol-2-yl]-N-methyl-

benzamide

In analogy to example 141, ph’rhaiic acid monomethyl ester, cyclohexanecarbaldehyde,
cyclohexyl isocyanide, N-tert-butoxycarbonyl phenylene diamine and methylamine. MS
(ES+): 473 (M+H).

Example 155
2,N-Dicyclohexyl-2-(2-furan-3-yl-benzoimidazol-1-yl)-acetamide

In analogy to example 140, 3-Furoic acid, cyclohexanecarbaldehyde, cyclohexyl isocyanide
and N-tert-butoxycarbonyl phenylene diamine. MS {ES+): 406 (M+H).

Example 156
2 N-Dicyclohexyl-2-[2-(3-methyl-furan-2-yl)-benzoimidazol-1-yl] -acetamide

In analogy to example 140, 3-Methyl-2-furoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 420 (M+H).



I n anal ogy to exanple 140, 2,6-Difluorobenzoic acid,
cydohexanecar bal dehyde, cycl ohex-yl isocyani de and

- N-tert-butoxycarbonyl- phenyl ene diam ne M5 (ES+): 452

WORMBHp64EXanpl e 172 PCT/EP2007/055994

2, N-Di cycl ohexyl-2-[ 2- (3, 5- di%l-uor o- pheny1) - benzoi m d
azoI 1] -acetam de In anal ogy to exanple 140,
E§m595h5¥uorobenzoic aci d, cycl ohexanecar bal dehycl e,
cycl ohexyl isocyanide and N-tert-butoxycarbonyl

2 Engtcirbexylizajt- (3em By E&aa)zol 50 l(eh(hdil)n.ldi&ﬂ}ahcpl]eicdﬁ@@
2,ND cydohexyl 2-

h g?eﬁgglsno@k er@O @Mﬁ 15*2)9{%@6 mc%%%l’hc]aciﬁl ]-acetamd

nal og 0 exa |‘'uor obenz
cadphprasgerd xaee@fangawaaﬂ%@l e@g}mﬁéﬁx‘)wﬂc geyﬂﬁﬁa@dem
5 dangnANS(ESHMxcarhonyl phenyl ene di ami ne M5 (ES+):
452 (MrH). Exanple 174 2, N-Di cycl ohexyl-2- [2-
E%%h4k gluoro phenyl ) - benzoi m dazol - 1- yThacet am de 25
B ogy to exanple 140, 3,4-Difluorobenzoic acid,
cl ohexanecar bal dehyde, cyclohex¥ i socyani de and
%?WIM%y@dPH@W enioimiflaatlel Wi ARSFIRIdS (ES+H): 452
(MtH). Exanple 175 WO 2008/ 000643PCT/ EP2007/ 055994 -
I8 3nalogy to example 140, m-Toluic acid, cyclohexanecarbaldehyde, cyclohexyl isocyanide

T T
2

3-Ditl uorobenzoi c acid, cycl ohexanecarbal dehyde,
10 E@V@P@H@ﬁyl i socyani de and N-tert- but oxycar bonyl
phenyl ene diam ne. M5 (ES+): 452 (MtH). Exanple 176 5

2N-BiBiduhekairepey (b-Rdra-phiidyl)-beialoimidaigl- bghaciamidaz ol -
-yl ]-acetam de In analogy to exanpl e 140,

Illl alqa?{))ﬁr 15 %zﬁfl@g)ﬁ(é £ FRGkSh n%l%{g ohg &288&&59&5@%@%%@ cyclohexyl

cydni de an ut oxycar honyl
I%Qh)éﬁlyde@lﬁlé %Tahbﬁ@kmﬂ(@%yheﬂa}sse drommye X@% P34 D,
2, N-Di cycl ohexy1- 2-
E&&nbkﬁﬁbndol-6-yl)-benzoinida?ol-l-yl]-acetanide 10
I n analogy to exanple 140, Indole 6- car boxylic acid,

Bt D T

. Exanple 178
11(1 anal?())gy to exggple 140, 2-Fluorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl

isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS {ES+): 434 (M+H).
Example 161
2,N-Dicyclohexyl-2-[2-(3,5-dimethyl-isoxazol-4-yl)-benzoimidazol- 1-yl}-acetamide

20 ~ In analogy to example 140, 3,5-Dimethylisoxazole-4-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert- butoxycarbonyl phenylene
diamine. MS (ES+): 435 {M-+H).

Example 162
2,N-Dicyclohexyl-2-[2-(3-methyl-thiophen-2-yl)-benzoimidazol-1-yl]-acetamide

25 Inanalogy to example 140, 3-Methyl-2-thiophenecarboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert- butoxycarbonyl phenylene
diamine. MS (ES+): 436 (M+H).



10

15

20

25

2-

[ 2- (5- Chl oro-t hi ophen-2-y1)-benzoi m dazol -1-y1]-2, N-d

i cydohexyl -acetam de I n anal ogy to exanpl e 140,
WOB0@HeHdt hi opherte-2-carboxylic acid, 15 PCT/EP2007/055994

cycl ohexanecar bal dehyde, cyddtiexyl i socyani de and

N-tert-butoxycarbonyl phenyl ene di am ne. MS (ES+):

ExsmpleNfg) . Exanpl e 179 2-

[ 2- (4- Acetyl - phenyl) - benzoi rni dazol -1-y1] -2, N-di cycl o

2heDitycatetyd i [de(4hindndleogly-btazodnatapdld - Hi#H@cetamide

4- Acetyl benzoi ¢ acid, cycl ohexanecarbal dehyde,

Ift ﬁﬂl&t}"%)&a '1@(9 Cy @'ﬂ{y%ﬁ: ?(ﬂg adfl] tﬁE‘:}_ﬁéﬁHﬁ&éM@ﬁﬁfé J,avclohexyl.

lqmwﬁe;ggtlirr%h@wqarm&%heﬁma% mine, MS @31@ de{diEh-

exyl -acetam de I n anal ogy to exanple 140,
FRafprtighbenzoi c aci d, cydohexanecar bal dehyde,
cyclohexyl |socyan|de and N-tert-but oxycarbony

2@@% S5 I'%a@y(? Mﬁt @&enﬂ?ﬁeﬂz&hﬂiw&ﬁ )@(Q&Qnﬁdgsj'

(4-1i sopropyl - phenyl ben m dazol, - ace

Iperderyde o063 PO/ g%@@d‘i aﬂ%&}’c Ok}Eﬁaf&ﬁ%ﬂ 8@1911@6
C&X&[@&lesotﬁﬁndedmima&m{b)ﬁdx@mbmqﬁ gledritlene diamine. MS (ES+): 444
(ﬁﬁgéphexanecarbaldehyde, cycl ohexyl isocyani de and

rt-but oxycar bonyl phenyl ene di am ne. M5 (ES+):
458 (MtH). Exanple 182 2- [2-
Egampledfd- 2- f | uor o- phenyl ) - benzoi mi dazol -1-y1] -2, N-di ¢
ydohexyl -acetam de 5 In anal ogy to exanpl e 140,

2N Bianivhésyl2uer @GRediatiieyl gbielyl)-benzoimidazol-1-yl]-acetamide
cyclohexanecarbaldehyde cycl ohexyl i socyani de and

18 %gbt&a?@g ﬂw{@é&g&% %geﬁmz &Eengﬁcﬁrgﬁﬁlhyde,
C{’@K@ﬂdﬁ@h@d mwerph@mca@w&h 8 diaming MS (ES+): 444

t am de 10 In anal ogy to exanple 140,
2-Di nethylan1noben20|c aci d,. cycl ohexanecar bal dehyde,

%gl q§§ i socyani de and N-tert-butoxycarbonyl
Eﬁ G e diam ne. M5 (ES+): 459 (MtH)

2,N-Dicyclohexyl-2-[2- (4-ethyl—phenyl)—beﬁzohnidazol»1—yl]—acetamide

In analogy to example 140, 4-Ethylbenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 444 (M+1).

Example 167
2,N-Dicydohexyl-2-[2-(2,4-dimethyl-phenyl)-benzoimidazol- 1-yl]-acetamide

In analogy to example 140, 2,4-Dimethylbenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 444
(M+H). )

Example 168
2,N-Dicyclohexyl-2-[2-(2-ethyl-phenyl)-benzoimidazol- 1-yl]-acetamide

In analogy to example 140, 2-Ethylbenzoic acid, c'ycllohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 444 (M+H).
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Exanpl e 184
2, N-Di cycl ohexyl-2-[ 2-(3-di met hyl am no- phenye- benzoi m
i dazol - 1-y1] -acetani de 15 I n anal ogy to exanpl e 140,

WOZ00§08ed4hy| ani nobenzoi ¢ aci d, cyclohexanecarﬁ'&ﬁ'@@ﬂ‘}ﬂ@@i55994

cycl ohexyl i socyani de and~N—ﬁ@rt but oxycar bonyl
henyl ene di am ne. M5 (ES+): 459 (M+H). Exanple 185
ampl§ 18 cl ohexy1- 2-
[ 2- (4- met hoxy- 3- net hyl - phenyl ) - benzoi m dazol - 1-yl ]
2;Mdutaitaeyl20( 2 (- tunab Sgmethyl- penypH enidiyidazol-1-yl]-acetamide
4- Met hoxy- 3- net hyl benzoi ¢ aci d,

IfY Y4058, BLaAD leakgl emvfil%m @Mﬁétﬁﬁ%éﬂﬂoxd SR yﬁmh@mmbaldehyde, |
ter but oxycar ony pheny aj_gne d

Fchya eRst N-tggdutoxycarbonyl phennlene diamme II:Y?S ?ES+) 448
(R@MHﬂhlcydohexyl 2-[ 2-(4- nmet hoxy- 2- et hyl - phenyl ) - ber
|20|n1dazol 1-yl]-acetanmi de 25 I n analogy to exanple

‘g A~iet hoxy- 2- net hyl benzoi ¢ aci d,
gkexanecarbaldehyde cycl ohexyl isocyanide and

N—tert but oxycar bonyl pheny i,am ne S+): 460
2Nagrciobeaipl & @auorgg: o) BhosIe Epggeg}c’gseégt&mlde
85 - 2,N-Dicycl ohexyl-2- [2-

I %ﬂ&gyflﬁkyarﬂplﬁ&tmy.’o -Fhivesrt Ipeth@bzioioi adalz gfclobeydnjecarbaldehyde,

Cg&%%e%ﬂ' Lgocy%rﬂdta{lﬂi R gdgp!al?yz 18Qylene diamine. MS (ES+): 448

(h&%ﬂbhexanecarbaldehyde cycl ohexyl isocyani de and
N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ES+):

F46@pleMr) . 5 Exanpl e 188
2, N—D cydohexyl 2-[2-(2-et hoxy-phenyl) - benzoi m daw -1

LA
AR B R G S ATR BBty fecetamide
cyclohexyl |socyan|de and N-tert-hbutox carbon
IpReHyseaexaPagilAL. 2.MBilegebenzepmadmmige. 6@@5%\\{%@118@@ cyclohexyl
isb@yadride and N-tert-butoxycarbonyl phenyléne diamine. MS (ES+): 452 (M+I1).
[ 2- (6 Chl oro- pyridi n-3-yl)-benzoi m dazol - 1-y1] - 2, N-di
E% er}%yl acetam de In anal ogy to exanpl e 140,
oroni cotinic acid, cyclohexanecarbal dehyde,

cl ohexyl isocyani de and N-tert- but.oxycar bonyl

wc&%r%&%ées upposphenyhshengapnigazobyiincstaride -
[2 (2-Chl oro-pyridin-4-yl)-benzoi m dazol -1-y11-2, N-di
16 yedlofens\ekaapleti an }iﬁ-[ﬁﬁu(bmbmicagiﬂ tyelobeampteabdddyde, cyclohexyl

1ﬁk§%% r0|%§socyanrlg an FRP§%E$Q§é§ﬁ§50ar%%Q?Q%Q%m@%ﬂ

hen | ene diamne. M5 (ES+): 452 (MtH). Exanple 191

Example 173

2,N-Dicyclohexyl-2-[2-(2,5-difluoro-phenyl)-benzoimidazol-1-yl}-acetamide

In analogy to example 140, 2,5-Difluorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 452 (M+H).

Example 174
2,N-Dicyclohexyl-2-[2-(3,4-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 3,4-Difluorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 452 {M+H).

Example 175
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2- [2- (4-Chloro-phenyl)-6-fluoro-benzoi m dazol -1-yl]
-2, N-di cycl ohexyl -acetam de 20 I n anal ogy to exanpl e
140, 4-Chl orobenzoi c acid, cydohexanecar bal dehyde,

WOeyBlokaxyl i socyani de and PCT/EP2007/055994
(2-am no-4-f1l uoro- phenyl) caéﬁanic acid tert-butyl

ester. M5 (ES+): 468 (Mt

28N @g%@@ﬁ@xv:ﬂzé diflupry- wh%’} &eazq%%w&?&l BHeasstenidsen,

oi m dazol - 1-yThacet am de 25 I n anal ogy to exanpl e

14 éﬁ)aloéftaektﬁﬁlﬂe 44071, hoifylealaizoicaciddeyclohexanecarbaldehyde, cyclohexyl

S [
R R L BT AT R R e S SRS Ha M .
( . Exanpl e 193 WO 2008/ 000643PCT/ EP2007/ 055994 -
Eggmpled76
[ 2- (4- Chl or o- 3- net hyl - phenyl ) - benzoi m dazol - 1-yl ]
2N Dhikycibheyad 2ofre Y- mdab etyhriiedl @oibfidanh i gliyackiamidanpl e
140, 4-Chl oro- 3- nethylbenzoic aci d,

r&&?ﬁ@@?@@g%@gg&gw R GYELONERYY, aﬁ]agﬁe&%g Jggag e cyclohexyl
15ppef)de a@d@(mb@mmr ozryl phenylene diamine. MS (ES+) (M+H).
[ 2- (3- Chl oro- 2- met hyl - phenyl) - benzoi m dazol - 1-y11-2, N

Exg%ﬁkquhexyl-acetanide-In anal ogy to exanple 140,
| or o- 2- net hyl benzoi c aC|d

2§¥?J%?E%%§§Xy q?%p G¥9§ﬁ ene olﬁﬁgQ%%Eh%%éand

464 (MrH). 10 |
Iy guadagycn |ewlslw ﬁ@Lerﬁh@ﬁWYB‘é?FZ‘@NCﬁ?ia%ffi%‘llecirbﬁlﬁih@ei\ﬁYdOheXﬂ
isdbganedeahe kerfbeloadatink NotasleBgfiatrtn XEBBE@): 149 (M+H).

4- Chl oro- 3-fl uorobenzoi ¢ acid,

E % opq;gnecarbaldehyde cyclohexyl i socyani de and
5 utoxycarbonyl'phenylene di am ne. M5 (ES+):

8 (MH). Exampl e 196
2[ 2((3 @W@rtbmphﬁwosrlbbwﬁwdrzwﬂ%ﬁm digydpherylaqptamide
-2, N-di cycl ohexyl -acetam de I n anal ogy to exanpl e
1d éiﬁhloéft@akﬁﬁlﬂe 446 | y@hl@iﬁ@:ﬁﬂ:@h@nﬁ@icﬁirboxyﬁc acid,

RHEREERGIA e B RN A o
dp@8ng. WES“@O%EX% 197
2, N Di cycl ohexyl=2-[ 2- (5-net hyl -1 Hi ndol- 2- y1) - benzoi

Eﬁbﬁgﬁqbgl yll-acetam de I n anal ogy to exanple 140,
t hyl i ndol e- 2- car boxylic aC|d

S RRERIERLIS Ao L R alRgaY AN g and

469 (M+H) . 25 Exal Ie 198 L _
Ip anl g3y ekashidls y 40, 21-poetylpergois acid; ﬂrcmhew%h@ldsh%@ﬁ%@hexyi
iSOHRTR and W kdrt-BEREARMSIRY] phenylene diamine. MS (ES+): 458 (M+H).
Example 180
2-[2-(2-Acetyl-phenyl)-benzoimidazol 1-yI]-2,N-dicyclobexyl-acetamide

In analogy to example 140, 2-Acetylbenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 458 (M+H).

Example 181

2,N-Dicyclohexyl-2-[2-(4-isopropyl-phenyl)-benzoimidazol-1-yl] -acetamide
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In anal ogy to exanple 140, 2,3,4-Trifl uorobenzoic
aci d, cycl ohexanecar bal dehyde, cycl ohexyl isocyanide
and N-tert-but oxycarbonyl phenyl ene di am ne."

WOeEBMP64T70 (M-H). WO 2008/ 000643PCT/ EP2007P@§@Q@W7/955994

87 - Exanple 199 2, Ni)cycloﬂéxyl 2- [2-

5-trifl oro- enzoi m a -1-y1] - tam d
I%alp%oaﬁaﬁ@g? ‘Eé“%x‘}afﬁﬁg@ﬂ B7OK, 3 SR BAREbRE Ylohexyl
Is'ﬁiej’aﬁldeelylﬂ|MWB%QWaH:ﬁirﬂEﬂ5h&dﬂﬁn@@ﬁﬁﬁlﬂﬁem (ESshdganifael).
and N-tert-butox-ycarbonyl phenyl ene diam ne. M

E%Eﬁ+% g470 5 (MrH). Exanpl e 200
B éenzo[b]thlophen 2-yl - benzoi m dazol -1-y1) -2, N-di

cl ohexyl -acetanm de | n anal o e 40 :
s RapRere RbsrRbkgtoengral; ) 5 AE deySohesy L acetamide
cycl ohexanecar bal dehyde, cyclohexyl i socyani de and
IMNaii o gdy-tb H:kﬂ]xyle atyonglarphzfiybebenahicarid eycldsxgrieSarpaldehyde,

a0 DU S g

Mgdbt ani de I n anal ogy to exanpl e 140,
5 FI uor oi ndol e- 2- car boxyl i ¢ aci d,
reyeprhexanecar bal dehyde, cyclohexyl i socyani de and
N-tert-butoxycarbonyl phenyl ene diam ne M5 (ESt): 473

2%“? e dlé’l%rﬂ%nelﬁ%’%’ﬁmgE%Irmfmdff‘ﬂzl v
| -acetam de I n anal ogy to_exanp q
é@%@g}ﬁp g3anRle 24(56@"5’@@ y minqbg nzmc ac1d cyciohexanecarbaldehyde,

SHeafaxRNE LR Hrl ﬂ&M—@ﬁtoxﬁjé’ﬁb&h’eﬂjényleﬁ@dMﬁﬁhﬁ AIRUBS+): 459
CEE’ rt- butoxycarbonyl phenyl ene di am ne. M5 (ES+):

20 (M+H). Exanple 203 2, N-Di cydohexyl-2- [ 2-
(4-1sopropoxy-phenyl)-benzoi m dazol -1-yl] -acetam de
ExpmpledBbgy to exanpl e 140, 4-1sopropoxybenzoic acid,
cycl ohexanecar bal dehyde, cydohexyl i socyani de and

2IN-REctdbidkA%YRABARKhyREEIRY phegyIiibationaidiEo IR heetdiide

In analogy to example 140, 3-Dimethylaminobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 459
(M+H).

Example 185
2,N-Dicyclohexyl-2-[2-(4-methoxy-3-methyl-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Methoxy-3-methylbenzoic acid, cyclohexanecarbaldechyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 460
(MA+II).

Example 186
2,N-Dicyclohexyl-2-[2-(4-methoxy-2-methyl-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Methoxy-2-methylbenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 460
{(M+H). :

Example 187



25 (M+H). Exanple 204 2, N-Dicycl ohexyl-2- [2-
(3, 4- di net hoxy- phenyl) - benzoi m dazol - 1-y1] - acet am de
- WD 2008/ 000643PCT/ EP2007/ 055994 - 88 - In analogy to
woexasmpleas 140, 3, 4- Di met hoxybenzoic acid, = = PCI/EP2007/055994
cycl ohexanecar bal dehyde, cyd@éhexyl isocyani de and
N-tert-but oxycar bonyl phenyl ene di am ne. N5 (ES+

20 Digyciobpxyl BX3rig et -ggy’—g—methyl—phenyl)-benzoimidazél— 1-y ]—:acetamide
2, N-Di cycl ohexyl1-2-[2-(2, 5-di net hoxy- phenyl) - benzoi m
18l 8200 gyko Ydmie e4@ - Ve thoxy anakbgibeh:micachdypydoliodthecarbaldehyde,
2.5-Dir.net hoxyh I c.agci I .
BT RS g D e UL DTS BERRE S 8% ae0
{(Mhéhyl ene dianmine. M5 (ES+): 476 (MrH). Exanple 206
10 :
3 E;Mhlp@ilgg ycl ohexyl-2-[2-(2-difl uoronet hoxy-phenyl)-ben
zoi m dazol -1-yl] -acetam de In anal ogy to exanpl e
. 27 (DI flugr hox- zoic acid . . :
2 i 2P AR B DRt s mids, g
N-tert-butoxycarbonyl phenyl ene diam ne M5 (ES+): 482
Lg phalhgy texsamile lgeﬁ—ﬁgloxybenzoic acid, cyclohexanecarbaldehyde, cyclohexyl

idcPnileGyahehexydordadsdidt slidhlins @aRihoxis @Renyd) (ery.
oi m dazol -1-yl1ll-acetam de I n anal ogy to exanple 140,
E%%q&f I gor onet hory) benzoic acid,
- E&gropisid anecar bal dehyde, cydohexyl isocyani de and
- N-tert-butoxycarbonyl phenyl ene diamne. M5 (ES+):
10 2489 6(@iledp: pyEimGHa)-bogonnidazalil Yl .- disEsighexyl-ageamide
(3-di fl uoronmet hoxy- phenyl ) -benzoi m dazol - 1-y1] - acet am
Th gﬁahiir 9 RAREY 140 exambeicdifte acid, cyclohexanecarbaldehyde, cyclohexyl

.3-(Diflu met hoxy) benzojc acid, ,. . i

OGP aRANGLT DR TERY T Chparisme g nes S G g 10
N-tert-butoxycarbonyl phenyl ene diam ne M5 (ES+): 482

Egamaple 19€xanpl e 209 25 2, N- Di cydohexyl-2- [ 2-
(4-trifluoronethyl-phenyl)-benzoi m dazol - 1-yl ]

2- [§$Qifﬁﬁ3ﬁepﬂﬁﬂiﬁ@§}lpﬁéﬁlzbﬁnﬂéﬁmeﬁ] -140dicyclohexyl-acetamide
4-Trifluoronet hyl’benzoi c acid,

cycl,ohexanecar e,. cvcl.ohex i $QC [

s RSO SRR I SRR s S s, I 2R ANAB AN ac,
cﬂ@dhe@:pdlﬁd&e@cyanidg and N-tert—butoxycarbonyi phenylene diamine. MS (ES+): 452
(M+H). '

Example 191

2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl- acetamide

20 Tn analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
- isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS (ES+): 468
{M+H).

Example 192
2,N-Dicyclohexyl-2-[2-(3-fluoro-4-methoxy-phenyl)-benzoimidazol-1-yl|-acetamide

25  In analogy to example 140, 3-Fluoro-4-methoxybenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 420
(M+H).

‘Example 193
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Exanpl e 210 WD 2008/ 000643PCT/ EP2007/ 055994 - 89 -
2, NDicycl ohexyl-2- [2- (3,4- dichloro-phenyl)-b
enzoi m dazol -1-yl] -acetanide In anal ogy to exa

| e
WO2005/006643 . Dj chl or obenzoi ¢ aci d, PCT/EPR007055994

cycl ohexanecar bal dehyde, cyddfexyl isocyanide and

Zﬁgéim%)%t? )g('}/ (égygr%glr%ylbg%ezg%m? I- I—YEHI]Z %dicy@o]se%%gcétalnide
(4- Brono- phenyl) - benzoi m dazol - 1-y1]

In 2nbgyi tgymmﬁeiw %&toawweethﬂbawalwomd £xslazangtasbaldehyde,
4 cfm@e%%m& rAGh thy &YISd ﬁeﬁ@aiaﬁiu@eewﬁ,s 464
ce%ﬁexy socyanlae and N—téﬁ? but oxycar bonyl v

(%%éﬂwlene di amine M5 (ESt): 495 (M+H). Exanple 212 10 -

2, N- D cydohexyl-2- [2-

EgmpletiBédxy- napht hal en- 2-y1) - benzoi m dazol - 1 -ylﬁ

-acetanide In anal ogy to exanple 140,

2428 ea;ﬁyél ZaRapt %gylﬁsé&onﬁmsimeﬂp@ @@éﬁ?&&%ﬁy&@mﬁe

cyclo I SOCy e and N-tert-butoxycarbo

lf{gn glg_et%l%%agl% g‘ ﬁéggeey%%{glo(r(? % Izweﬂlyl%ang)% aH}d cyEi(o%nEanecarg'a%dehyde,

cJRoHeRyitigdchdrtide ol hot-puphecyiignybpinaglent darohe. MS/(ES+acd64

ide In anal ogy to exanple 140,
(gh?#%ifluoronethoxy)benzoic acid,

cyclohexanecarbaldehyde cycl ohexyl isocyanide and
Ergmaletl2hut oxycar bonyl phenyl ene di anine M5 (ES+): 500
(MrH) . Exanple 214 20 2, N-Di cycl ohexyl-2- [2- (7-
2€[121’(Q>(§lﬂd&0€31ﬂﬁtﬁmr—pl’nan2})%ﬁzdﬂﬁﬂdﬁlbﬁﬁfﬂm -dieyylohexyl-acetamide
-acetamde In analogy to exanpl e 140,

I[Y m%}h%?% he E: lﬂ!i %h%% %%rbtﬁen%lc Qg’:ld clohexanecarbaldehyde,

xan cyc exy |so yanl p
q HJW@W@S cAieRe damng E@# +): 468
(ﬁQ@D(N%FD. Exanpl e 215

Example 196
2-[2-(3-Chloro-4-flucro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 3-Chloro-4-fluorobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N—tert—butoxycarbonyl phenylene diamine. MS (ES+): 468
{M~+H). :

Example 197
2,N-Dicyclohexyl-2-[2-(5-methyl- 1H-indol-2-yl)-benzoimidazol- 1-yl}-acetamide

In analogy to example 140, 5-Methylindole-2-carboxylic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarboriyl phenylene diamine. MS (ES+): 469
(M+H).

Example 198
2,N-Dicyclohexyl-2-12-(2,3,4-trifluoro-phenyl)-benzoimidazol-1-yl] -acetamide

In analogy to example 140, 2,3,4-Trifluorobenzoic acid, cyclohexanecarbaldéhyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS$ (ES+): 470
(M+H).
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25 2, N-Di cydohexy1-2- [ 2-
(3-fluoro-4-trifluoronethyl-phenyl)-benzoi m dazol -1-y
11- acetanide In anal ogy to exanple 140,

- WOZDUB0484%- 4- (tri f | uor omet hyl ) benzoic acid, PCT/EP2007/055994

cycl ohexanecar bal dehyde, cycl®heryl |socyan|de and

5%% E;toxycarbonyl phenyl ene di am ne. M5 (ESt):
[e WO 20081000643PCT/ EP2007/ 055994 - 90 -
Exanpl e 216 2, N-Di cydohexyl-2-12- (6-

26N-Stitwel el - By €245- m@a;gjphb@ﬂkbmﬁoaa@sml 11yl{-ggetamide

acetam de 90ng of 2- [2- (6-Chloro-pyridin-3-yl) _
In BENESI t@eﬂeﬁﬁg 130,Y%,},5: %fmodéw@tﬁawlcy@@mxmcdﬂ;aldehyde,

P ey AT TR b pilets dsbgpe VS Esh: a0

(M+4dfhyl ami ne are added. The mi xture was heated to
120C for 15 mn using mcrowave heating). The product
MasSniesghat ed via preperative HPLC. M5 (ES+): 489
ﬁ) Exanpl e 217 2- [2-

(
s R e A S A R T e

2- Chl or o- 5- met hyl benzoi ¢ aci d,

Iy yidigiareuaplbaticbydthiof@neyohtivexid acid sreskenscarhadehyde,
A@?{ ﬁ? %%%ﬁﬁ{z&igng{t _DRREHYAENS fhaicne aMmibER (E46472

- Chl or 0- 2- net hyl - phenyl ) - benzoi m dazol - 1-y1] -2, N
-di cycl ohexyl - acet am de In anal ogy to exanple 140,
Faachle@00- 2- met hyl beri zoi ¢ aci d,
cycl ohexanecar bal dehyde, 15 cycl ohexyl isocyani de and

zgﬁﬁ%,tﬂﬁwwﬁsb@mb RGO O19): ﬁen%a%namw W EREkmide

l'e 219 2- [2- '(2-

t hyl - phe yI) zoi.m da
Iy ?@%ﬁ@ﬁww 5&6‘9»61 mm#ﬂ érféﬁz?g%l %3(?1% KRigfiegangggybaldehyde,
cPel €l socPartigd dnyd Wenz diucozgcirbonyl phenylene diamine. MS (ES+): 473
C§¥F hexanecar bal dehyde, 20 cycl oheryl isocyani de and
rt-butoxycarbonyl phenyl ene diamne. M5 (ESt):
464 fNMFD Exanpl e 220 2, N-Di cycl ohexyl-2-(2- quin
Esgmpled- y| - benzoi mi dazol - 1-yl)-acetanide In
anal ogy to exanple 140, Qui noxaline-6-carboxylic
za(czLKhuw&ﬁazohe-xrabmhhﬁﬂaztﬂhyﬂez,maimmkydetamide
i socyani de and N-tert-butoxycarbonyl phenylene

il ﬁ'ﬂbé}retb e&@nﬁlg@l@ B&BBHEMbI) - c%@&ﬂk Reid %}clohexanecarbaldehyde,

cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 473
(M+H). |

Example 203
2,N-Dicyclohexyl-2-[2-(4-isopropoxy-phenyl)-benzoimidazol-1-ylj-acetamide

In analogy to example 140, 4-Isopropoxybenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 475
(M+H). :

Example 204

2,N-Dicyclohexyl-2-[2-(3,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide
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2-
[ 2- (5- Chl oro-2-fl uoro-phenyl) - benzoi m dazol -1-y1]-2, N

%%ydohexyl acetam de WO
WO2B0s00UBE 43PCT/ EP2007/ 055994 - 91 - In anal Sy /RrgH07/055994

exanple 140, 5- Chloro 2-f 1 uor§benzoi c aci d,
anecarb clohex [ i ni.de _an
IRI_%P @ogr% lqﬁjnﬁ benzcn ac1d ﬁgq)gﬁ%leicé%ﬁjdehyde,

ef(ox Vé&ar ylene
C&@@lleécmm)cyax&dfam 8- tmbusamcaxb@yépum’r@ny diaging. MS (ES+): 476
(Mirpret hoxy- 3, 5- di met hyl - phenyl) - benzoi mi dazol -1-yl | -a
cetam de In anal ogy to exanple 140,

g ghggthyl p- ani si ¢ aci'd, cydohexanecar bal dehyde,

I socyani de and N—tert-butoxycarbonyl
pheny Iene di am ne. M5 (ES+): 475 (M+H). Exanple 223
Zﬂﬁ)-liﬁgmldhemzlyae 12626k gilne@hoxypheqPl)-Benzoimidazol-1-yl]-acetamide
di met hoxy- pheny1) - benzoi m dazol - 1-yl] -acetam de In

zaaaa@%wotesaalﬁ X2, 2, 340 merhoRyeh it Qa&y&aez&aﬁecaﬁiamehyde,

CK&@E?Y xanec gx% %floh eﬁg anldggﬁ@%+)476

(¥MAGTY. M+-H) . Exanple 224 15 2-

[ 2- (3- Chl or 0- 4- met hoxy- phenyl ) - benzoi m dazol --1-y1] - 2,

EQQ%EF&@gohexyl-acetanide In anal ogy to exanple 140,
or o- 4- met hoxybenzoi ¢ aci d,

e L S S e

481 (MrH). Exanple 225 20 2, N-Di cycl ohexyl-2- [ 2-
L4 2pdog)i to lkonple piie rW[Diﬂbermmdth@d'éimlzeii agid) evelok¢zangcddaldehyde,

'%&ﬁ%@x@%ﬁcar%ﬁf&?@% S o AR R SR 402

Ho t - but oxycar bonyl phenyl ene di am ne. M5 (ESt):
485 (MtH) . Exanpl e 226 25 2- [2-
Ekamplel207 0- 2, 4- di f | uor o- phenyl ) - benzoi m dazol - 1-y1] - 2,
N-di cycl ohexyl -acetam de I n anal ogy to exanpl e 140,

-Gl 1
22y eonetnt i AR RO beroimidanel ol pepamice
48 nYDIﬁ%Qfo%tﬁ&% Bendoic hod Nc%dgkllzgcaglecaﬁ)%?dehyde,

cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 482
(M+H), |

Example 208
2,N-Dicyclohexyl-2-[2-(3-difluoromethoxy-phenyl }-benzoimidazol - 'l—yl] -acetamide

In analogy to example 140, 3-(Difluoromethoxy)benzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 482
(M+H).

Example 209
2,N-Dicyclohexyl-2-[2-(4-trifluoromethyl-phenyl)-benzoimidazol- 1-yl]-acetamide

In analogy to example 140, 4-Trifluoromethylbenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 484
{M-+H).

Example 210
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W) 20081000643PCT/ EP2007/ 055994 -92- 2- [2-
(2-Chloro -4,5- difluoro-phenyl)-benzoi m dazol - 1-yl]
di cycl ohexyl - -acetami de In anal ogy to exa

2, N le __
Wofﬁ‘zf’ooof“ﬁwl oro-4, 5-di fl uor obenzm c acid, PCT/EP2007/055994

cyclohexanecarbaldehyde cycl hexyl |socyan|de and

25 }Nﬁﬂ%?"tﬁéy%%@f’?&‘z%s%@ ki %%1-“@ pgihac
(4-di ethylam no | )-benzoi m daz, ol- 1-yl |
o gpadegyrip @sample éﬁ(g 1@130@}@91#@1@::1_@4grclohexanecarbaldehyde,

cfclER VI AR MORRINT Qb€ batdxElearbyFi p@RAC RN, dehymle): 485
(gigb exyl isocyanide and N-tert-butoxycarbonyl
y

| ene diam ne. M5 (ESt+): 487 (N%FD 10 Exanpl e
229 2-
Bxample 2Bbnzoyl - phenyl) - benzoi ni dazol - 1- yl]1-2, N-di cydoh
exyl -acetam de In anal ogy to exanpl e 140, ,

242 B2z eMohaRED) bepsdithideyc]-pheommesaohallahyside

cydohexyl ‘i socyanide and N-tert-butoxycarbonyl

ghen@qg %xadnllp mlﬁ](f 4—HBOHQCLEDSU%01C gczig, cgn':YH- l@xanecal%lgpdeﬁyc%?coydohexyl
ifoRyafitlc@pd Mo tqph butptycaiemyopheinplanodiamine] MSXESH 148y (M hEN-

yl -acetam'de In anal ogy to exanple 140,
Eﬂa nepenzoi ¢ aci d, cycl ohexanecar bal dehyde,
ohexyl |socyan|de and N-tert-butoxycarbonyl

2@ ‘ﬁ]% ]@;l}a)g ga[? 2‘[11’\4F2§YE§;Bhﬂliﬁ Z(YII\SIII-I')_EQHZOEnXig% —y%]sacetamme

(4- phenoxy- phenyl ) - benzoi m dazol - 1] acet am de 20
I anadeel to gyanmple é4ripMethiory-2-aapbin @6@5 seelolixenesaibgldehyde,

¢ th?ﬁ&é&ﬂlldﬁm A8i0xANE X WhenRAC YRDIISIE WI{;ESJF 497
%@%_ rt-but ox-ycarbonyl phenylenewglgn1ne &
( ( MeH) . Exanpl e 232
2, N-Di cydohexyl- 2-[ 2- ( 2- phenoxy- pheny1l) - benzoi m dazo
ExdmplePiacet am de I n anal ogy to exanpl e 140,

2- Phenoxybenzoi ¢ aci d, cydohexanecar bal dehyde,

i TeR}Hi etamide
23%?&’@?%’5&?3%‘%39’“%‘%“?%&@ TV R g gamid

£y R i 4 f%?%@%@%@g%eﬁ)é b0+ osgg Forldehyde,

cydohexyl 1socyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 500
(M+H).

Example 214
2,N-Dicyclohexyl-2-[2- (7-eﬂmxy—benzofuran—Z—yI)—benzoimidazol— 1-yl]-acetamide

In analogy to example 140, 7-Ethoxybenzofuran-2-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 500 (M+H).

Example 215

2,N-Dicyclohexyl-2-[2-(3-fluoro-4-trifluoromethyl-phenyl)-benzoimidazol-1-yl]-

acetamide

In analogy to example 140, 3-Fluoro-4-(trifluoromethyl)benzoic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 502 (M+H).
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- 93 - In anal ogy to exanpl e 140, 3-Phenoxybenzoic
aci d, cycl ohexanecarbal dehyde, cycl ohexyl isocyani de
and N-tert-but ox-ycarbonyl phenyl ene diam ne. M

WOEBH#P664509 (M-H) . Exanpl e 234 PCT/EP2007/033994

2, N-Di cycl ohexy1-2-12- -90 -

2 (1,1,2, 2-tetrafl uoro-ethoxy)-phenyl] 5 acetam de
EFﬁ“Bﬁ&I@gy to exanpl e 140,

2-(1,1,2,2-Tetraf |l uor oet hox-y) benzoi ¢ aci d,

2Miqhmhaf§éaa[rzb(ﬂ(ﬁahymmm@yﬂidih&ym—bhmﬂak(del-ﬁ[ndcetanﬁde
N-tert-but oxycar bonyl phenyl ene diarnine. M5 (ESt):

ex ¥,
? g f@ %/ITED ?é@%ﬁlﬂ?gt )Ob% (Nisﬁié‘z)l)r Cm AN dlgycﬂo%e)qh 3ietamide
(cpBwkoi SN b%%rémi-imug{&eweéﬁ%&@ Iyed 1 PR gymlp-d 08 ehigpmol, 5 equiv.)
oﬂ-éi@thyﬁlr(lﬂe dre %d&edTQ'hE ﬁflﬁ:ﬂiﬂf %thﬁ&&&' JOENZQi6r 18Ghil, using microwave

b ey T ap SG0E B SR Seafrune i o RESHRD) atin

532 (MrH). 15 Exanple 236 2, N-Di cycl ohexyl-2-12- [4-
Egample212-t et r af | uor o- ethoxy) phenyl ]
- benzoi m dazol - 1-yl | acet am de In anal ogy to exanpl e

234Q2-Cdrb. L nettd1-bakiaf- baRb BRI ) WP DALk yd6thélyl-acetamide
cyclohexanecarbaldehyde cydohexyl |socyan|de and

rt butot he
el R . 23S Al L et Boprbgigetyde,
dlﬁlhexy u&qczmdnmdﬁwtermbpmmarbmyygbmm@nq dnaml@paMﬂ (Ep+y o4
iﬂggetan1de I n anal ogy to exanpl e 140,
rifl uoromethyl -bi phenyl -4-carboxylic acid,
clog?%anecarbaldehyde, cycl ohex-yl isocyani de and
utoxycarbonyl phenyl ene 25 di am ne M5 (ESt):
561 (M+H). Exanple 238 2, N-Dicycl oheryl-2- [2-
2([3:(5-4°hlatochinsthyl-phehdhbanzging ﬂyt%énébﬂ,m digyddhexylyacpraggde
etam de WD 2008/ 000643PCT/ EP2007/ 055994 - 94 - In
TRA3 QYo bangHa MR, 65-EAro-4-rh&hAibEABH £10 @,&@M&M@ﬁgﬂﬂ&yde,

a |d cl ohex arb | deh clo ex I.SO i.d
1EOFYARR By Ar DS HgﬂXY%ﬁd%Wfé%e&Y e fpine i EST: 464

(MESH) : - 561 (N%FD Exanpl e 239 5

2, N-Di cyclohexyl 2-12-(2, 4-di chl oro-5- sulfanDyI pheny

E&&np@51@|n1dazol 1-yll-acetam de
2-[2-(2-Chloro-6-methyl-phenyl)-benzoimidazol-1-yl] -2,N—dicydohexyl—acetamide

In analogy to example 140, 2-Chloro-6-methylbenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 464
(M+H).

Example 220
2,N-Dicyclohexyl-2-(2-quinoxalin-6-yl-benzoimidazol- 1-yl)-acetamide

Tn analogy to example 140, Quinoxaline-6-carboxylic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 468
(M+H).

Example 221

2-[2-(5-Chloro-2-fluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide
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In anal ogy to exanple 140,
2, 4-Di chl or o- 5-sul fanoyl benzoi ¢ aci d,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

WORREsAe64But oxycar bonyl phenyl ene di ami ne. NSPLE&PPO07/055994

563 (MtH). Exanple 240 10 (S)?1-2-. [6-Chl oro- 2-
(4-chl oro- phenyl) -5-f| uor.o- benzoi m dazol -, 1-yl] -2

Iy ﬁ%%}e%tﬁém%}eﬁ#‘iné“&glqrﬂ-za%fgéiﬁ?lﬁ a@ﬁaﬁ%ﬂPé@%&%farbalﬁhyd&
chcl Eldxol iehenzdd andsitert-bayolaitbash pharylzab dahyake MS (ES+): 468

L-ohexyl isocyani de and
(%%§£h1n0-4-chloro-5-fluoro-phenyl)-carbanic acid
tert-butyl ester. M5 (ES+): 503 (MtH). 15 Exanple 241
ExamploiZ2ycl ohexy1- 2- (2- pyri di n- 2-yl - benzoi ni dazol - 1-y1
)-acetam de In analogy to exanple 140, Picolinic
2a¢H ey daekdive kafiepathbay-d shdidethyt phbghebgzoinsidasph tiylleacetamide
and N-tert-but oxycarbonyl phenyl ene di am ne. M5

Ifl gx_%ﬁz)gy t%]eZargMg Fll)lﬁ, %—me&yg—ﬁgan%gc a%id,\l'qgl(ﬁl)égz!ﬂ%@ﬁﬁmaé}%ﬂe,

cr@okasyhigecypife andiNgen-briaserarbemil ahelens dipgming MSHHESHe 475
(My1@pal ogy to exanple 140, 6-Methylnicotinic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

te t-E;toxycarbonyl phenyl ene di am ne. M5 (ES+):
EL\FL%TP{QI\%% . Exanpl e 243
2, N-Di cycl ohexyl-2-[2-(3-methyl -pyridin-2-yl)-benzoj m
ZLlﬂdrziosrddwyﬂ!}2~b?c@s%dcW%’-nhﬂnahéaeawdf@xéwﬁﬁéﬂ@mﬂe
3-Met hyl ni cotinic acid, cydohexanecarbal dehyde,
16 ¥RAlegexkathSloa M@, sdiaRtholybedibic Atitl pxyclybanhenytaldehyde,

cgcﬁﬁﬁ]%j' @%@%ﬁ@%ﬁlﬁ -I_-\@rt—(b%%-g:)y(::arég&yl Enh/gn';géne Mé %432&—1-): 476

(M2-H6- met hyl - pyri di n- 2-y1) - benzoi m dazol - 1-y1] - acet am
ide WD 2008/ 000643PCT/ EP2007/ 055994 - 95 - In
Bhaabedpst 0 exanpl e 140, 6- Met hyl picolinic acid,

cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and :

Zm%éﬂ%%%ﬁe%ﬁ%%gp l_ny -%%chli%ri] azgli—ﬁ?f}&%—'@q&l&?&ﬂ—a&%&mme
[2-(2- Ami no- pyri di n-3-y1l)-benzoi m dazol -1-y1]-2, N-dic

Iy aoﬁgg)yﬂq@@gp @@63'5:111(}10&111@66@9@’1!@@2@5‘( aFiphl cgclobrgranecarbaldehyde,
&d&ﬁ@:ﬂ%&%ﬂ@hﬁ RobA buengehssanpaanhak dehyee MS (ES+): 481

C'éﬁo exyl" isocyani de and " N-tert-butoxycarbonyl
(}% Yl ene diamne MS (ES+): 432 (MrH). Exanple 246

Example 225
2,N-Dicyclohexyl-2-[2-(2,5-dichloro-phenyl)-benzoimidazol-I-yl]-acetamide

In analogy to example 140, 2,5-Dichlorobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 485
(M+H).

Example 226
2-[2- (3—Chloro—2,4—diﬂuoro—phenyl)—benzoimi'dazol— 1-yl}-2,N-dicyciohexyl-acetamide

In analogy to example 140, 3-Chloro-2,4-difluorobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 486
{M-+H). ' _

Example 227
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2- [2- (6-Cyano-pyridin-3-yl)-benzoi m dazol -1-yl]
-2, N dicycl ohexyl -acet am de In anal ogy to
exanpl e 140, 6-Cyanonicotinic acid,

Woye @ anecar bal dehyde, cycl ohexyl 10 i soc\PSATERa005(455994

N—tert butoxycarbonyl phenyl-&2e di ami ne M5 (ES+): 442

2([;2 @E@H@?&/ n‘giﬂgﬁ[éﬁ% elﬂl;]bcyc' o&%{ﬁalzé] 2@2 {]‘l}c}rclohexyl -acetamide

-acetamde In analogy to exanpl e 140,
12 atviibgyotoyerampit it 40,c2-ahiato- mdiﬂﬂhmbamchhkﬁﬁiyeﬁimec&rbaldehyde,

ISR R B T BB vk

[2-(2-Chl oro-6- nethyl pyri di n-3-y1l)-benzoi m dazol -1-y
Hxhmpk, 248di cydohexyl - acet am de In anal ogy to exanple
140, 2-Chl oro-6-nethylnicotinic acid,

h b [ .
SRR AL AR A o AR i
466 (MtH). 20 Exanpl e 249 2-

(7 angoEmEBHBRls Lot MPICBg AR RS aRojE arich SRR B g

ddloReditish o udahamaii-tac duaitiyeebbiyl phalyRay diatniex APIES+): 487

(&égﬁ) Chloro 6- met hyl pyri di ne-4-carboxylic acid,
ohexanecar bal dehyde, cydohexyl isocyani de and

N-tert-but oxycarbonyl phenyl ene diam ne. M5 (ES+):

Exe@pleM2f) . 25 Exanpl e 250 -

2 N- Di cycl ohexyl-2-(2-quinolin-3-yl-benzoi m dazon-y1)

Cﬁ@tm@ﬁ ph¥hy1 2 868/,60806 43 RGH] Eﬁiﬁﬁ?élﬁﬁé@ﬂécetanﬁﬁe - In
ana ogy to exanple 140, Quinoline-3-carboxylic acid,

Iﬁ{%{laégg}’eaéﬁg %ggl in)jgfﬁ)g nzoﬁlbeX:fogcg agc%i( X}édohse G an%}%@ %9 Zfén?lohexyl
isolpra)de aﬁﬂe}frpﬁrebg’@xy@rbon}fl phenylene diamine. MS (ES+): 520 (M+H)

2, N-Di cycl ohexy1-2-(2-qui nolin-4-yl-benzoi m dazol -1-y

EompRretani de In anal ogy to exanple 140,
Qui nol i ne-4-carboxylic acid, cydohexanecarbal dehyde,

F S ONT Y b SR b o R 2 MRS AERALGP R amice

In analogy to example 140, 4-Cyanobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS {(ES+): 441 (M+H).

Example 231

2 N—chyciohexyl -2-[2-(4-phenoxy-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Phenoxybenzoic acid, cydohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES-+): 509 (M+TH).

Example 232
2,N-Dicyclohexyl-2- [2-(2-phenoxy-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 2-Phenoxybenzoic acid; cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 509 (M+H),

Example 233

2,N-Dicyclohexy!l-2-[2-(3-phenoxy-phenyl)-benzoimidazol-1-yl|-acetamide
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Exanpl e 252 10 2- [2- ‘
(3-Chloro-4-trifluoromethyl -phenyl)-benzoi m dazol - 1-y
Il -2, N dicydohexyl acetarnide In anal ogy to exanple

WO2AB00B4EN] or o- 4-tri fl uor onet hyl - benzoi ¢ aci @CT/EP2007/655994

cycl ohexanecar bal dehyde, cyel®%hexyl isocyanide and
Igigaelémﬁﬂ)et buigrgyg%;(gg% lg I@g@phene)rlllzgig gci | anlloﬂexanecarb(aﬁlehgfde, cyclohexyl
5( andde a2l (-1 &ehbotogyabtamyllphegleh diamintta ks (ES+): 5D9 AMEL).

y pentan0|c acid cycl ohexyl am de I n analogy to

g 140, 4-Chl orobenzoi ¢ acid, isoval eral dehyde,

cfﬂg exyI i socyani de and N-tert- butoxycarbonyl

phenyl ene di am ne. M5 (ES+): 424 (MtH). anp] e
236:Digyclahexydi?- Gr @3- Hedrdr e)tza@m){ozethoxy) phenyl] benzomudaml 1-yl}-.
altéamideor o- phenyl ) - benzoi m dazol - 1-yl ]
-N-cycl ohexyl acetam de I n anal ogy to exanpl e 140,

| b
I% %Ce'ﬁ o 8 efecyn'zigl ?4@% gléi QZ?@H%@QQ{%@@%@?Q%’%F%%M
cpcrh@fy(mmerbaldalmr ecycloBexyESegyanigy gnd Nty -blgmr ﬁwlé)henylene
RB5ine WEs 2008/ ODQRAIRLT/ EP2007/ 055994 - 97 - In

analogy to exanpl e 140, 4-Chl orobenzoic acid,

uor onet hyl ) benzal dehyde, cycl ohexyl
EF?%B& %de and N-tert-butoxycarbonyl phenyl ene

di anmine. M5 (ES+): 512 (MrH). Exanple 256 5 2-

2P Iicpctiienyl - BRGR 1) 2. bistediunt aethory) 1phenyl]-benzoimidazol-1-y1) -
acdbup¥fel ohexyl-2- (3, 4-di chl oro-phenyl)- acetamide In

anal ogy to exanpl e 140, 4-Chlorobenzoic acid,

R LA Lt
cﬁdcﬂleé:hﬂdt&rba]ﬁx]a}n:}al e Rb#xylBo@anide and N-tert-butoxycarbonyl phenylene

L aihd ! ben20|n1dazol 1-y1] - N-cycl ohexyl
éé%%% (%%xy ph n acetanide In analogy to

exanﬁle 140, 4- Chloroben20|c aci d,

ﬁ@ﬁybenzaldehyde cycl ohexyl i socyani de and
N-tert-but oxycar bonyl phenyl ene diam ne. M5 (ES+):
2N-DiENdHexyl B 2nfdh @, 1258 tetrafluoro-ethoxy)-phenyl]-benzoimidazol-1-yl}-

acetamide

In analogy to example 140, 4-(1,1,2,2-Tetrafluoroethoxy)benzoic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 532 (M+H).

Example 237

2,N-Dicyclohexyl-2-[2-(4"-trifluoromethyl-biphenyl-4-yl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4'-Trifluoromethyl-biphenyl-4-carboxylic acid,

" cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene

diamine. MS (ES+): 561 (M+H).

Example 238

* 2,N-Dicyclohexyl-2-[2-(3",4"-dichloro-biphenyl-4-y1)-benzoimidazol- 1-yl]-acetamide
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15 2- [2- (4-Chloro-phenyl)-benzoi m dazol -1-yl|
-N-cycl ohexyl-2-p-tolyl-acetam de In analogy to
exanpl e 140, 4-Chl orobenzoic acid, p-tolual dehyde,

wOoe)slgkdxyl i socyani de and N-tert-but oxycar b&6IEP2007/055994

phenyl ene di am ne. M5 (ES+):- %458 (M+H). Exanple 259

2- [2-(4-Chl oro-phen bhenzoj m dazo

In Naaé%w(te KEaTyale 245 34# fé%}l%hlﬂr@ﬁbﬂgv%w%@étda mpbexqpecarbaldehyde,

cﬁcﬂ@ﬁ @sdcParbdadnidl 18134 GutckyEdrbatyd blehiztehe daaiitk. MS (ES+): 561

(ﬁlgbuorobenzaldehyde cydohexyl 1socyani de and
rt-butox-ycarbonyl phenyl ene diamne. M5 (ES+t):

462 (MtH). Exanpl e 260 2-

'EF@mPhléﬂloro phenyl ) - benzoi mi dazol - 1-yl ]

-N-cycl ohexy1- 2- (4-di fl uoronet hoxy25
ZMWCI(&@%&IW(Q@I JidhRAR b QgMarhylphafifl)-bedAbmidazol-1-yl]-acetamide
- Chl'or obenzoi ¢ aci d,

mﬂﬁéﬁ' BRLANBL haxY) E%ﬂl@g@%%ﬂ? i )ﬁ%n?cﬂ?%%ﬁ}l one

tért oxycar
cpiil elreixareecivBaldeige; cysipbexyhisphy: ml;{letegt@towrbonyl phenylene

/055994 - 98 - 2-
PR oy e 562 |

-N—c%é§8hexyl 2-(2,5-difluoro- phenyl)acetanide In
to exanpl e 140, 4-Chl orobenzoic acid,
2, 5-di fl uor obenzal dehyde, cycl ohexyl |socyan|de and

(N-2-&-Chlywo-Gx(dyardonbenhehylphhpire henapimidane: - 20Egigyclohexyl-

2A85n{gMrH) . Exanpl e 262 2-
(2-(4-Cnhl oro-phenyl) - benzoinidazol 1-y11- N-cydohexyl -

In aygai flﬁglce)[éa?& 6”2@ %ﬁ%&x&lﬂ%ﬁ@& Add, ¢ Eagemnecal%a?c{]egyf Xyclohexyl

1Defaniterand 52 metinoxyddowab-tlehyodphengh) ehdhenyhcid soclapl ader. MS

. ut oxycar bonyl phenyl ene di am ne. M5
%%%' @5%%51’.0 (MrH) . Exanpl e 263 '

(S)-2-12-(5-Chloro-2-fluoro-phenyl)-benzoi m dazol -1-y
ExpnpleRddi cycl ohexyl - acetanide in anal ogy to exanpl e
140, 5-Chl oro-2-fl uorobenzoic acid,

2Qvéﬁqhh&aqé@aﬁh@hﬂﬁmyQéiwnyﬁﬁmmwaWLYDswﬂwahkde and
N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ES+):

gl%lgzgg}r b Mtzﬂpl lﬁ %@nﬁkﬁuﬁ@&ﬂ g%%&le%@cgrgﬂlfim@’c%dghexﬂ isocyanide
rﬁﬂdﬁﬁﬂﬁﬁyﬁp %ﬁﬁ F%a@ﬁﬁﬂmﬂhg]g?ﬁ%ﬁH%QéBgﬁ20|c

aC|d cycl ohexanecar bal dehyde,
Example 242

2,N-Dicyclohexyl-2-[2-{6-methyl-pyridin-3-yl)-benzoimidazol- 1-yl|-acetamide

In analogy to example 140, 6-Methylnicotinic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyaﬁide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 431 (M+H).

Example 243
2,N-Dicyclohexyl-2-[2-(3-methyl-pyridin-2-yl)-benzoimidazol- 1-yl]| -acetamide

In analogy to example 140, 3-Methyinicotinic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 431 (M+H).

Example 244 -

Z,N—Dicyclohexyl—Z— [2-(6-methyl-pyridin-2-yl)-benzoimidazol-1-yl]-acetamide
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cycl ohexyl isocyani de and N-tert-butoxycarbonyl
phenyl ene diam ne. M5 (ES+): 476 20 (M+H). Exanpl e
265 (S)-2- _ ' .
WORRIS(08e6EH| or 0- 4- met hoxy- pheny1l) - benzoi m dazoPCTEPRQO7H55994
N- di cydohexyl - acet anmi de | n arfal-ogy to exanpl e 140,
3- Chl or o- 4- net hoxybenzoi c aci.d, .
T eqlemea aFrarelf b ehFypcolinicirid, syrighpranesuhydsipge cvclohexyl
isaoghnietagt IN-bat-butypepdabiannyl phpnelayd dasichi RS (B84 ): NBI (M+H).
(ES+) 480 25 (M+H). Exanpl-e 266 (S)-2-Cycl ohexyl- 2-
4= di met hoxy- phenyl) - benzoi m dazol - 1-yl'| - N-(2, 6-
E%%lr}é%hy?phenyl) acetani de WO
20081000643PCT/ EP2007/ 055994 -
230 elAaine 51 HEACRI B L2 Ny Toheny! Heetamide
cycl ohexanecar bal dehyde, 2, 6-
Tal hnadd dyytb pleamyll il 6@ cyrAniidenienthidbdd cpd dhekanegohaldenyle, cyclohexyl

R R T H R e

-2 c%clohexyl N- (4, 4-difluoro- cyclohexyl) acetan1de
attegy to exanpl e 140, 4-Chl or obenzoic aC|d
cyclohexanecarbaldehyde

212 X610 iah oy fidin- SQD)’cﬁdﬁ@elﬁydéth—)yﬂFIENahcjfclohexyl—acetamlde
N-tert-butoxycarbonyl phenyl ene diam ne M5 (ES+): 486

115 g—;%gy t%g AI:PS%EF%(? O@p ab‘elhoflaic)o‘uglecnaglodI %cg)gg)g‘necarbaldeh%'de, cyclohexyl
mey@ymdemn(i -Tergbriogpasrapyl eheexdpng digmateaM &S ﬁ’u 4%%@14 5&3
to exanple 140, 4- Chloroben20|c acid,

Fey@plelzeaxanecar bal dehyde,
1,1-Di fl uoro4-isocyano-cycl ohexane and

zjg.pﬁ,}éxo%wﬁg;brﬂ@%bxg_ggﬂaih%lﬁ).%mgm&ﬁ-§1§E.§ée)mde

U ey R e A o AN POl € ipocyclobey

isdcANi QiR QD tdrnbetoagdathorgy phcohienadianaadd BISAESy 47 (M+H).

cycl ohexyl isocyanide and N-tert-butoxycarbonyl

E%hlﬁ'_g%l Hhe diiami ne M5 (ES+): 432 (MtH). 20 Exanple 270
cydohexyl-2-(6-fl uoro-2-pyridin-2-yl-benzoi m da

z ol -1-y1)-acetam de
2-[2-(2- Clﬁm)o 6- methyl—pyndm 3-yl)-benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 2-Chloro-6-methylnicotinic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine, MS (ES+): 466
{M+H).

Example 249
2-[2-(2-Chloro-6-methyl-pyridin-4-yl)-benzoimidazol- 1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 2-Chloro-6-methylpyridine-4-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 466 (M+H).

Example 250

2,N-Dicyclohexyl-2-(2-quinelin-3-yl-benzoimidazol- 1-y1)-acetamide
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I n anal ogy to exanple 140, Picolinic acid,
cydohexanecar bal dehyde, cycl ohexyl isocyanide and
(2-am no-4-fl uoro-phenyl)-carbanm c acid tert-butyl

WORBISA0064/5 (ES+): 432 (MrH). Exanpl e 271 25 PCT/EP2007/055994

2 N- Di cydohexyl 2- [2- (2,4--96-

nétg E)%?ﬁ)éd% IB & §§910 uae—g;gg v 9(‘/'_[&1?51(1 Pohexan%cgrbaldehyde,
cﬁdéh&@hmmﬁmmybaﬂtNHmnamnﬂwaubdqh@hawtmadhahdeh¢ﬁ§$+)467

Phexyl I socyani de and
%g am no- 4-fl uoro-phenyl)-carbam c acid tert-butyl
ester. M5 (ES+): 494 (M+H). Exanple 272 WO

643PCT/ EP2007/ 055994 - 100 -

2, N-Di cydohexyl- 246-f | uor o- 2- (4- net hoxy- phenyl) - benzo
mmmwmiylyn]}qmﬁbm%bkmaia@gyl ylp-aeestanjplee 140,
4- Met hoxybenzoi ¢ aci d, cycl ohexanecar bal dehyde,

¥ n 14- lic acid, cycloh baldehyde,

I{iéﬁé‘ﬁgﬁ% eﬁa‘#‘?lgg?‘@ % %ﬁ&ﬁ? CATAm ke o‘f Tert-but ﬁe yee

cpd plagxyl WB’Y%IE an Iz{ggfrt{om%ycar ok a}pﬁﬂygng mmine. MS (ES+): 467
(R4 cydohexyl-2-[2-(2, 3-di fluoro-phenyl)-6-fluoro-b
enzoinidazol 1-yl]-acetam de In anal ogy to exanple

Di fl uor obenzoi c acid, ,
nIpcfhexanecarbaldehyde cyclohexyl i socyani de and
- am no- 4- quoro-phenyI)-carban1c aC|d tert-but

Qe[?rt(érChINB tedfiyorogrthyl-phepyl-honzeimpidpod Lakl2,N- dlcyc)fohexyl-

adethnfdecydohexyl- 2- [ 2- .
(2, 3-di net hoxy- phenyl ) -6-fl uoro-benzoi m dazol -1-yl11l-a

C%ltaa %‘ylr}gt% |0 ari% o?&h orog fa%o r%éﬁg 1-benzoic a

enZO|c acl exanecar%é?deh de,
cggldmxem@chrba bydenivdloband 1socyan1de and N-tert- butoxycarbonyl phenylene

diAniREINIS ﬂsﬁly@mpﬁpnyl )-carbamic acid tert-butyl
ester. N% é 494 (M+H). 15 Exanpl e 275

, N dohexyl 2- [2-

é%298gh§¥-5-nethyl-ZFprrazoI 3-y1)-6-fl uoro- benzoi ni d
azol -1-yl | acet am de I n anal ogy to exanpl e 140,

(D-E{ hry4-Chlarephyhyl-benppimiderd- 15Yliﬁflb@h)]]l-ll’€@tmll®ﬂd
M&&ggﬁﬁgagcarbaldehyde, cycl ohexyl isocyani de and
2-am no-4-fl uoro-phenyl)-carbam c 20 acid tert-butyl

eSt ﬁﬁf@ﬁ&ﬁ?{@% i4%4§ ?,& oroTzl)_anmc ac1[:[plsovaﬁaregdehyde, cyclohexyl 1socyan1de

a(la Notetli-betbhydartiongamoylede didinirg- MSUBE 6} kié‘l’l@dﬂ-l‘ﬂi)-d azol -

-yI] - acetam de In anal ogy to exanple 140,
[daspet hyl i soxazol e- 4-carboxylic acid, 25

cycPohexanecarbaIdehyde cycl ohexyl |socyan|de and

Zééf@wopqo@?e(n&guo Qfggﬁ?%en?ff) ki)%lr{}oclm?cfazgl { yf] N—cyctl(Yhexyl—

acetamide

In analogy to example 140, 4-Chlorobenzoic acid, 4-chlorobenzaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenvlene diamine. MS (ES+): 479 (M+1).

Example 255

2-{2-(4-Chloro-phenyl)-benzoimidazol-1-yl}-N-cyclohexyl-2-(4-trifluoromethyl-phenyl)-

acetannde
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Exanpl e 277
2, NDicycl oheryl-2-16-fl uoro-2-(1H pyrazol -4-yl)-benz
oi m dazol -1-yl | -acetam de WO

WOREI00E643PCT/ EP2007/ 055994 101 - I n anal d§J/EEG007/055994

exanpl e 140, 4-Pyrazol ecarbox¥lic acid,

cycl.ohexanec d e, . cycl ohexyl isocyanj an

S P G ORb. S Py DA £ g e fisfgidehyde,

@dbbexyl MByamdsind M2dri{teddycarbuaylpheny®n8 diimine. MS (ES+): 512

é%fh;hcydohexyl;Z-[Z-(l,S-dlnethyl-;kkpyrazol-3-y1)-6

-fl'uor o- benzoi m dazol -1-yl] - acetam de In anal ogy to

exanpl e 140, 1,5-Di nmethyl-1H pyrazol e-3-carboxylic
,Q%Vclohexanecarbaldehyde, cycl ohexyl i socyani de

and (2-am no-4-fl uoro-phenyl)-carbamc acid

2 Br ¢4~ Ohibyd - plestyBrbenbken(i &S:0)-1 - vHISH -dydishxyl- 1-03, Bdadibd re-1ihefayl ) -

';%tﬁy%éwf|0hexyl>2-[6-fluoro-2-(3-nethy|-isoxazol-5-y
j-be

nzoi m dazol - 1-yl]-acetam de In analogy to

exanpl e 140, 3-Methyl -i soxazol e-5-carboxylic acid,
IayBplegetesranale d4h-abiirs obayel gREx - diciapbmiveldehydg cyclohexyl

i{odyatidduiddN fréruBuRxpheioty) pealykasdinied. a3 @St):5a8 YM+H).
ester. M5 (ES+): 439 (N%FE. 15 Exanpl e 280

E%:h+fg%g%dohexyl-2-[6-fluoro-2-(1FprrroI-2-y1)-benzoi
AT dazo yl I -acetam de I n anal ogy to exanpl e 140,

rrol e-2-carboxylic acid c¥clohexanecarbaldehyde,
QCP&CQWQWP]P%BWF@@@WGM'Y |-N-cyclohexyl-2-(3-methoxy-phenyl)-
ac@d=mideno- 4- f | uor o- phenyl ) -carbam c acid tert-butyl
ester. M5 (ESt): 423 (M+H). 20 Exanple 281

g S S E R S e B S e ‘g??'-n%%%f%%h?%{}%&'&aXhexﬂ

zoi m dazol - ace

imeranidecantidd tergbmorhsarbanyl phanylrandiemibo My (ES+adi7d (M+H).
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and
HxdmpleM580- 4- f | uor o- phenyl ) -carbam ¢ acid tert-butyl.
ester. M5 (ES+): 454 (MtH). 25 Exanpl e 282

1-2- .. .
GRS eyt I ey P ol larsids
-acetam de I n anal ogy to exanple 140, 4-Chlorobenzoic
Taendogicipershplg dAe chf biirdemydis acideprss)palidyds arileleexglispcyanide

ahﬁﬁ@f&t—bﬁtb%%h?%ﬂﬁéhyl@ﬁ@wﬂn@&@mi @snasdBEEpr) 1 458
(MrH) . Exanpl e 2 WD 20081000643PCT/ EP2007/ 055994 -

E]fc(a)l%pie 259

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-N-cyclohexyl-2-(3-fluoro-phenyl)-

acetamide

In analogy to example 140, 4-Chlorobenzoic acid, 3-fluorobenzaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 462 (M-+H).

Example 260

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl}-N-cyclohexyl-2-(4-difluoromethoxy-
phenyl)-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, 4-(difluoromethoxy)benzaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 510
(M+H). '

Example 261
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N-Butyl-2- [2- (4- chloro-phenyl)-benzoi m dazol -1-yl]
-2- cycl ohexyl - acetam de In anal ogy to exanple 140,
4- Chl orobenzoi ¢ aci d, cydohexanecar bal dehyde, butyl

WO 280860083 de and N-tert-butoxycarbonyl phenyl &68/EP2007/055994

di amine M5 (ES+): 424 (M+H) .- Bxanple 284 5 2-

Chl or o- phenyl).- henzoi m dazol - 1-y I-N-c ohex
zD(@e@hlamahw Byhenroimidappl-1 -g’helﬂ e b S aelipTe é’¥‘eﬂ3’l)
uamplee 140, 4-Chl orobenzoic acid,
tetrahydr o- pyran- 4- car bal dehyde, cycl ohexyl

A Sl b B i ot
ijosyaidanng-1$-tqrabetmmeasbestybpianylege fhaa@% Myelkpoiite AYgitD)-
1-yl'] -2, Ndicycl ohexyl acetam de In analogy to

B 352140, 4- Chl or obenzoi ¢ acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

ARG e R R
nyi}-acetamide

[ 2- (4- Chl or o- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-y1]
In anﬁb%» t@)éﬁ:hﬁfil@X&d) @@ht@ﬁba@mlcmaanﬁﬂa@m 3-meghafRd@aldehyde,

' C%égﬁ‘*%‘@%%@%%%ﬁ CI d arggrlly?hﬁe):(n%f S {a?ne}illg WH':G‘SH 492

(MM no- 4, 5- dlfluoro phenyl) carbanic acid
tert- butyl ester. ‘M5 (ES+): 20 486 (M+H). Exanple 287

Fkz
mmF4 Chloro phenyl) - benzoi m cl azol - 1-y1] - 2- cyclohexy

%%2—&%@) %—goﬁu%X@%Fgﬁ&%g%@ﬁdeaé@ 591? 2%\15 dlcycloﬂexyf)géétamlde

cydohexanecar bal dehyde, 4-isoc anotetrahydro pyr an
Inpdaldpit erekarhplt 648 cafbbngt2-iranldnanie adidasyriebexangarbaldehyde,

Ei/ktl%4 C;hﬁﬁzgarﬁ&é" i Nﬁéﬁfmlt&cygégo%i pheniflene diamine. MS {ES+): 469

r o- pheny1) - benzoi m dazol - - 2-cycl ohexyl
do propyl -acetam de WO ,
20081000643PCT/EP2007/055994 - 103 - In analogy to
Fxxaupfe 264140, 4- Chl or obenzoi ¢ aci d,
cycl ohexanecar bal dehyde, cycl opropyl i socyani de and

1 L ace e
(%&w%,ﬁ-blcngﬁ&p?é‘g@gﬂ% d’[\f%% ?gﬁrggwmzzpﬁmmg%ﬂ HRda

I_g _éggf)&gﬁ%gggmp e)fél() p%/ 5 Igj th%x}% nzélg %91 ,0 cl'yc ogexanecal:’lbaﬁehyde,

cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 476
(M-+H).

Example 265
(S)-2-[2-(3-Chloro-4-methoxy-phenyl)-benzoimidazol- 1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 3-Chloro-4-methoxybenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 480
{M+H).

Example 266

($)-2-Cyclohexyl-2-[2- (2,4-dimethoxy-phenyl)-benzoimidazol-1-yl}-N-(2,6-dimethyl-
phenyl)-acetamide
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5 In anal ogy to exanple 140, 6-Morpholinnicotinic
aci d, cydohexanecar bal dehyde, cycl ohexyl isocyanide
and N-tert-but oxycarbonyl phenyl ene di am ne. M5

WO(ZEB*QO(}_@ISOZ (MtH) . Exanpl e 290 PCT/EP2007/053994

(S)-2-[2-(4-Cnhl oro-phenyl) - bét¥zoi r ni dazol - 1-y11- 2-cyd

ohexyl - N- (tetrahydro-pyran-4-yl)- 10 acetam de In
g ﬁaqﬂ@@ytotegsargmgr}é a2 iigmeﬂm@ﬁlye@rzgg éﬁé,(ﬂyelog@qaaecarbaldehyde, 2,6-

- eyethohxamiesandiat gehydert-HrdSoapamd phégildnaldyaniae PYS GEB+): 498

(ggg{ tert-butoxycarbonyl phenylene di am ne M5 (ES+):
MtH) . Exanple 291 (S)-2, N-Dicycl oheryl-2-
! (4- nmet hanesul f onyl - phenyl)
kém%ldamA-I-A-acetanlde 15 In analogy to exanple
140, 4-(Methyl sul fonyl)benzoic acid,

x&qqt@ﬂaﬂﬁﬁl@éﬂ?ﬁL&ﬁﬁ&ﬁﬁdaﬁéy@yqhﬁ&})tloﬂeﬁﬂq'y«’ﬂﬂmmﬂmd cyclohexyl)-
N—ter - but oxycar bonyl phenyl ene di am ne. M5 (ES+):

a&%} H . Exanple 292 (S)-2-
é4 Chl or o- phenyl ) - benzoi m dazol - 1-y1] - 2- cycl ohexyl
InNn 9 lopropyE 148 et-Ailatebagoic ncidmarlohsranes yée, 1,1-Difluoro-

A180byafs- Q&h&fe%ﬁ%alméﬁbdmﬁégiﬁ?p%@ﬁ eﬁé&@n@@hmemsg 486

opropyl i socyani de and t oxycar bonyl
(gﬁéﬁ&lene di am ne. M5 (ES+): 408 (MtH). Exanple 293
2- [6-Chloro-2- (4-
Exhdple@6phenyl ) - 5- f | uor o- benzoi m dazol - 1-yl ]
-N-cycl ohexyl-2- (tetrahydro-pyran-4-yl)-acetan de 25
(g P2 2024 0Gkorb PhEXANBEEodfifiazdl- ICNI -2 HBBRE- K- @G- Fifluoro-
trah dr o- pyr an- 4- car bal dehyde, cydohexyl |socyan|de
éﬁ#ﬁ@l -chl oro-5-f1l uoro- phenyl) - car bani c acid
tert butyl ester. M5 (ES+): 505 (MtH). Exanple 294
[N 2668 RRAGHS PAT,/ EP2007b 360 @did; cydlohexané@ybadehfdy, 1,1-Difluoro-
: = - XV .
4(1é0(??£\]11h(9 g&l&@%ﬁﬁé%ﬂ% %9 b utc g?‘zd Oé%r M&%yl%&dﬁ%ﬂ% Ms (%S‘(‘). 486

ro-pyran

Example 269

(5)-2-[2-(2-Amino-pyridin-3-yl)-benzoimidazol-1-yl[-2,N-dicyclohexyl-acetamide

In analogy to example 140, 2-Aminonicotinic acid, cyclohexanecarbaldehyde, cyclohexyl

isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 432 (M+H).

Example 270
2,N-Dicyclohexyl-2-(6-fluoro-2-pyridin-2-yl-benzoimidazol-1-yl}-acetamide

In analogy to example 140, Picolinic acid, cyclohexanecarbaldehyde, cyclohexyl isocyanide
and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS (ES+): 432 (M+I).

Example 271
2,N-Dicyclohexyl-2-[2- (2,4wdimethoxy—phe11yl)-6—ﬂuor0—b enzoimidazol-1-yl]-acetamide

In analogy to example 140, 2,4-Dimethoxybenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl) ~carbamic acid tert-butyl ester. MS
(ES+): 494 (M+H).

Example 272
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I n anal ogy to exanpl e 140, 4-Chl orobenzoic acid,
t et rahydr o- pyr an- 4- car bal dehyde, cycl oheryl
i socyani de and N-tert-butoxycarbonyl phenyl ene

WORORSH0PES M5 (ES+): 452 5 (MrH). Exanple 295 RCSEP2007/055994

[ 6- Chl or o- 2 (4-chl or o- pheny1)0&- f | uor o- benzoi nmi dazol -

] |
%ﬁﬁ%ﬁ% - -Mﬁ@rﬁz {ymathoramPeRy U ieanimiggsplil oyl -acetamide
exanpl e 140, 4-Chl orobenzoic acid,
In enalaggyldreﬂamyle ane 44 Mb@tyﬂahyut@,adl@cbﬁckmh@xbdldehyde, cyclohexyl

-4-f] henyl)-carb id tert-butyl ester. MS (ES+): 464
(BT Ao LR bR B g

stldlbutyl ester. MS (ES+): 505 (M+H). Exanple 296
(S)-2-[2-(4-Chl oro-phenyl)-5, 6-difl uoro-benzoi m dazol
Eximple1273, N- di cycl ohexyl - acet am de In analogy to
exanpl e 140, 4-Chl orobenzoic acid, ‘

TR ﬁﬁ?%b%%?@&@p R S R AR 98 #imice
tert butyl ester, ES+) 7 7 '
T apalogy to exagmely Tttt lgbweh e‘?%?f)clw‘é’ﬁ@é‘r“—%ﬁn&%ﬁ‘bﬁlggiyﬁ Fyclohexyl
isodydidb 8Yq b ohdxyl4- teebatiealg)-tabanalaodyert-duek asgd BIS (ES+): 470
(iﬁ )5 Chl.or ot hi ophene- 2-carboxylic acid, 20
cyclohexanecar bal dehyde, cydohexyl isocyani de and

N-tert-but oxycarbonyl phenyl ene diam ne. M5 (ES+):
Fxg@pledél) . Exanpl e 298 '

(S)-2, NDicycl ohexyl-2-[2-(2, 3-di fluoro-phenyl)-6-flu

200 thﬁlliﬁk)mﬁ@z@ }—amyét]w:é}ﬁlﬂieﬁm)ﬁeﬂuorbmemlnﬂﬁyolt DByl]-acetamide
exanpl e 140, 2,3-Difl uoroben20|c acid

n [, .25
If(i %Hﬁ n§)')(t% %&rﬁ]i)lg gﬁrﬂg e%% qﬁ{ﬂ Y g‘?&ny gc% Ccy%lﬁﬁ&%ﬁ%ﬁﬁlc%ﬁ?de,
@7gming4- uor l&-caphagmpracid tert- butyl ester. MS
E§¢ﬁhgp ﬁ?(4 chloro phenyl) 5- quoro benzoi m dazol -
1-y1] - N-cycl ohexyl-2- cycl opentyl-acetam de WO
OO%&%@9643PCT/EP2007/055994 - 105 - In analogy to
140, 4-Chl orobenzoic acid,
cycl opent anecar bal dehyde, cyclohex yl |socyan|de and

2(&%@1&@%@1@0@0&@&5 msthyl BHertyagol-da béfueraabergoimidazol-1-yl)-
at&khideut yl ester. M5 (ESt+): 489 (M+tH). Exanple 300 5
(S)-246- Chl or o- 2- (4-chl or o- phenyl) - 5-fl uor o- benzoi m d

1 B8 e L 20 LR artmR S a%“ﬁg%g'hon wghey
cpglchashmecyibalidslmcizanichibegh ho¢@nide and (2-amino-4- fluoro- phenyl)-carbamic

r 1)-carbamc acid
et e eSO R

Example 276

2,N-Dicyclohexyl-2-[2-(3,5-dimethyl-isoxazol-4-yl)-6-fluoro-benzoimidazol-1-yl] -

acetamide

In analogy to example 140, 3,5-Dimethylisoxazole-4-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic
acid tert-butyl ester. MS (ES+): 453 (M+H).

Example 277

2,N-Dicyclohexyl-2-[6-fluoro-2-(1H-pyrazol-4-yl)-benzoimidazol-1-yl]-acetamide
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Exanple 301 10
(S)-2-[6-Chl oro-2-(4-chl oro-phenyl)-5-fl uoro-benzoim
dazol -1-yl | - N-cycl ohei cyl-2- cycl opentyl -acetam de In

WOHeHYep#3t 0 exanpl e 140, 4- Chl or obenzoi ¢ aci #CT/EP2007/055994 .

cyclopentanecarbaldehyde cydObhexyI isocyanide and
(2-am no-4-chl or o- 5- qu -ca anc a
fp éFﬁ%UPWMEQF &0, %BW@ @sar Sucah e e
c@clohexyl isocyanide and (2-amino-4-fluoro- phenyl) carbam1c acid tert-butyl ester. MS

%éz{@ﬁ phenyl)-5-fl uoro- benzoi m dazol - 1-y1] -

cyc i:@I-acetam'de 4- Cl or obenzoic acid (156.6

1 equiv.) was added to a sol ution of

E?W@Pkﬁﬁﬁanecarbaldehyde (168.3 ng, 1.5 mol, 1.5
equi v.), cycl ohexyl isocyanide (109.2g. 1 nnDI, 1

204 Divyc)ohRRd- X R~ @(H-digneth 1 D pPrapdlesnt) p-hmi d-bemdidiiadol-1-yl]-

auh%l ester (210.2 ng, 1 20 mmol, 1 equiv.) in
#Ralfol (15 nL) and the mixture was stirred at room
tenperature for 16 hours. The sol vent was evaporated

Inpaalegyeo ckample M%db@@@zthyhéﬁem’rﬁotﬂﬁ -6arhgFyligedidat e
6h A NBEIEByde Al Rh e 58 BSEﬁhid@ An@{2-hieh 04 Gabid pheatyB carbamic

and evyaporat i t he resi due was taken
a&%twﬁ-&%@s%ﬁ@ﬂ%%ﬁ% ol (435.5 ng. 5mol, 5
equiv.) and Tetrakls(trlphenylphosphlne)palladlum
Exa@plel7, 0.2 mmol, 0.2 equiv.) were added and 25 the
m xture stirred at roomtenperature for 3 hours. The

230/ DigR oHARA- 2 \6aRSr8 120G - RABhyL RExLHLSIO) HeAsbiflidazol-1-y1]-acetamide
extr??fgggﬁron1etﬁyl gbetage and aq? NaHCO3. Aftey

eper ati on of r an eyaparati on of
1§ RRAEGH o Hrie 108, LU e SR IRRRTL PT 261 o
cTdehaxindcanbel dalaglestyiclohey] &bcy@bide faod (Zc@mm4§iuofﬁaphenyl) -carbamic

I tBer® ' he product isolated via
a%?é‘%lg?gtuveerHl\él?’g%fx{éq?gEgmm469 (MrH) . 30 Exanpl e 303

Ef‘f“ll?@féghexyl-cycloherylcarbarmyl-nethyl)-5,6-dif|uor
0- 1H benzoi m dazol - 2-y1] - benzoic acid nethyl ester
ANOTRGRBHeH0e4BHET &R20 0 P P56I0D4) -bet i midazal- Bpdiacgymids
exanpl e 140, Phthalic acid nononethyl ester,

'xﬁml@gw%gﬁﬁae had QE,M@Q cﬁmﬁ&esad cm&yaﬁtasalmde,

anm no- 4, phe
wé?he%fwarééﬁtwf Orgippd &0981 ﬁzﬁﬁﬁf%a%ﬁﬁ tgrtyyl gster. MS
(BSN: DicipdtEhexyl- 2- (5, 6-df fl uor o- 2- pyri di n- 2-yl - henzo
i m dazol -1-yl)-acetani de In analogy to exanple 140,
Eﬁhﬂg&% gic acid, cyclohexanecarbal dehyde, cycl ohexyl
I SO yanlde and (2-am no-4,5-difl uoro-phenyl)-carbamc

2R Bicyclopenyl 316 Mioro 3 (3-metby Ehibphen- 1yl bendoimidesol 1-41]-acetamide

[ 2- (5- Chl oro-t hi ophen-2-y1)-5, 6-di fl uoro-benzoi m dazo
Ihaﬂﬂmbhermﬁbwuaydnh@x@ﬁIﬁmaqémaﬂhﬂexﬂﬁaaﬁalogy to

e
aelﬂ terfribyiy] gste. Msf(iﬁﬁb} éD‘b@éﬁ - carbanic acid ‘
tert-butyl ester. M5 (ES+): 493 (MH).

Example 282
N-Benzyl-2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, benzyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 458 (M+H).

Example 283
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Exanpl e 306 15 2-

[ 6- Chl oro- 1- (cycl ohexyl - cydohexyl car banoyl - net hyl ) - 5-

fl uor o- 1H benzoi m dazol - 2- yll-benzoi c acid nethyl
WOg4e8000¢43 anal ogy to exanpl e 140, Phthalic adl(@/EP2007/055994

nmononet hyl ester, cycl ohexand@arbal dehyde, cycl ohexyl

i socyanj de and . .

N Bukthonig- - Svrembenr-bewoimishaniy yll 2 gaheel atamide
tert-butyl ester. M5 (ES+): 526 (M+tH). 20 Exanpl e 307
2 af o GhloGxanple fIHO,04-ChPorplydnizdicncids yiclobernedanbaiidehpde, butyl

1).-2.. ' |- ' . |
gl SRS AR H e BARN G (s AR
cycl ohexyl i socyani de and
Fecamglg 386- 4- chl or o- 5- f | uor o- phenyl ) - car bani ¢ aci d
tert-butyl ester. M5 (ES+): 469 (M+H). 25 Exanple 308
22p( @-Chibay- phény )l hearcindd4pl-1 -G AN yylbh beh 2 dtemiaBpdrolpytany4-yl)-
;g-z N- di cydohexyl - acet am de I n anal ogy to exanpl e
ii@?ﬁ i cotinic Acid, cydohexanecarbahl ehyde,
cycl ohexyl isocyani de and o '
Ip 208dpghie-<aemple 31Q- SChiarebaupisapyl trralidsenpy@angfabaldehyde,
@bkexpLibydyaidad &1d NNEt Habiycard691 g%ﬁ;ﬂe-ne dbBhine. MS (ES+): 452
( _Q%} 00643PCT/ EP2007/ 055994 - 107 - Exanple 309
- (6= Chl oro-5-fl uoro-2-pyridin-4-yl -benzoi m dazol - 1-y
1)-2, N-di cycl ohexyl - acet am de In anal ogy to exanpl e
Exa@ple286ni coti ni ¢ Acid, cycl ohexanecar bal dehyde,
cydohexyl isocyani de and
2 [3-@Ro N2 44-Chloed-Bhéryl | $ 8u8rdbayinidealham- g Nedicetiohexyl-
%£%$ﬁ$§nyﬁ ester? %gﬁ% (ES+): 469 (N%Fbaﬂkxaon§:31§Y

[6-ChLoro-2-(3-chIoro-thiophen-g-é;z-s-fluoro-benzoim
Th doalogy -cyapl2 140, oi-Epkirobraxyicacidt ariobexanecarimldehad o gyclohexyl
idoRy ARG 2 24 no-3- HNBLLAHGRPNRARH 22 GARROV - 1RA}1 dster. MS
cgf[ghexane ar bal dehyde, cycl ohexyl 1 socyani de and
(EotamPhdd45¢n! or 0- 5-F 1 uor o- phenyl ) - car bar ni ¢ aci d
tert-butyl ester. M5 (ES+): 509 (MtH). Exanple 311

E2ample 286 : '

[ 6- Chl or 0- 2- (5-chl or o- t hi ophen- 2-y1)-5-f| uoro- benzoi m
g} [‘%Qﬁ%hi&f&ﬂrﬂfnﬁl)%g@%qﬁm%—%éﬂo%ﬁhﬁﬁﬁt @) .@gq_h&yaeeéx?g Yoetamide

to exanple 14 | or ot hi ophene- 2-car boxylic aci

cycl.ohexanecar d e, cycl ohexyl . isocyani and

SR e O b SR clob BBk G, cyclobexn

idoeydnidautogdl (2 esting-4, SMEf (1&35+phen5l) Sca (i) acidErearriphtel SE2 MO (ES+):

4§§; ;}§6-Chloro-2-(4-chloro-phenyl)-5-f|uoro-benzoim
za§ﬁ- -yl1- 3-et hyl - pent anoi ¢ aci d cydohexyl am de In

anal ogy to exanpl e 140, 4-Chl orobenzoic acid,

2- et hyl butyral dehyde, cycl ohexyl isocyani de and

(2-am no- 4-chl or o-5-f | uor o- phenyl )-carbam c acid

Bxeinpletds7yl ester. M5 (ES+): 491 (MrH). 25 Exanple 313

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-(tetrahydro-pyran-4-yl)-

acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, 4-isocyano-
tetrahydro-pyran and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 452 (M+I1).

Example 288

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-cyclopropyl-acetamide
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2-
{6-Chl oro-5-f1uoro-2-(4-fl uoro-phenyl)-benzoi m dazol -
1-y1}-2, N-di cydohexyl acet am de WD

WO200880088643PCT/ EP2007/ 055994 - 108 - In anaIP§§§Eﬁ2@5’7/035994
exanpl e 140, 4-Fl uorobenzoi ¢ 18%i d,

G SRS CHTBRE G A, LR e S o 1§vvdeésoc%%a2$a§%hage, cyclopropyl
ﬁo@fﬁndﬁﬂnﬂlN@&t—bﬁtex&ﬁrﬁ&&ﬂ-ﬁ:herﬁBﬂle (dte. MEXEESpY:cl08 140450,

ﬂé%?%% Jg9! or o- pheny1) - benzonni dazol -1 -y1] - 2- cycl ohexyl
I'Sopropyl-2-net hyl propyl) -acetani de In anal ogy

exampl e 140, 4-Chl orobenzoi ¢, aci »
Oy A O URARE AP BETERE eyl ey polspl-acetamide
I socyani de and N-tert-butoxycarbonyl phenylene
Idaadtogyeto ehnflES4),: 6~Aﬁﬁ'pKLNiﬂifﬁcoﬁilﬁ: adesda gl dheBiidsc@baldehyde,

cgﬁo}%}hggo%n ﬁexy ycI gbqﬁg%{%?& ghé@{eﬁe Eﬁﬂﬁ?% %ygqu ) 7502

Hanpl e 140, 4- Chi or obenzoi ¢ aci d,
cyclohexenacarbaldehyde cycl opentyl isocyanide and
Fxdmpl¥i290- 4- chl or o- 5- f | uor o- phenyl ) -carbami c acid
tert-butyl ester. M5 15 (ES+): 489 (MtH). Exanple 316

( %)n 2 5)22 Fﬁl g?gfzo% PTI[’:IQ)]_].? Bgl% é‘iﬁg f y@! —gl_cyaf)ﬂéjg'l—N'-(tetrahydro—pyran—él-yl)—

a{ﬁ@@hﬁhydropyran -y1) - acetan1de In anal ogy to
exanpl e 140, 4-Chl orobenzoic acid,
ih ehdledime re@arﬂlylé ane,44-Chtdrabahebiy deid, @@Ioﬁ@bﬁﬁb@mlaﬂdehyde, 4-isocyano-

4, 5- henyl
RERRS IR b ke PR PR RSB B .
317 (S)-2- [2-
E@mn@&ﬁéio pLenyI) 5-fl uoro-benzoi m dazol -1-yl] -2, N
di cydohexyl - acet am de In anal ogy to exanple 302,

(%~ mLpfc?Qs 1-¢- (3G i Ghethateb Ry B pRadT) ngeifi d€ol-1-yl]-acetamide

cycl ohexyl |socyan|de and

Irﬁ/gn qm '1?) eé%fé!%le ?f\lﬁ }-i? I?ﬁ[%(ﬁg suﬁ%@%g\lﬂgncaa h&j C&ll(m@(an%égrggldehyde,
CYQDI(%YIGMWIU%W Ty u@m‘:@rb@mﬂ phenwiere disidag HIS ESy]]494

(v2agycl ohexyl - N-(tetrahydropyran-4-yl)-acetan de WO
20081000643PCT/ EP2007/ 055994

Example 292

(8)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-cyclopropyl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclopropyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 408 (M-+H).

Example 293

2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-4-carbaldehyde,
cyclohexyl isocvanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl
ester. MS (ES+): 505 (M+H).

Example 294



- 109 - In anal ogy to exanpl e 140, 4-Chl orobenzoic
aci d, cydohexanecar bal dehyde,
4-i socyanot et rahydr o- pyran and

-WO(ZQQWG%- 4, 5-di fl uor o- phenyl ) -carbami ¢ aci d PCT/EP2007/053994
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tert-butyl ester. M5 (ES+): -489- (M+H). Exanple 319 5

({%)62 ehibtglosophenrl-brrmitgely BT gside BT azoprrean-4v)-
atetyin]d
-gmgiglohexyl N(t et rahydro- pyran-4-y1l)-acetamnide In

Iﬁlggﬁhg%yto egarﬁé@rmﬁ) €4 Eﬁ) roﬁ Z{E’& QtEﬂb[@H d‘f’o gxléﬂul carbaldehyde,

exanecar bal dehy I socyanot tra ro-pyr.an
c&ﬂ@heeczhwmd%aw 6?16 bS‘ICfXIYERXP%UY Restylene diphg ety 452
(herdy, butyl ester. M5 (ES+): 505 (M+H). 10 Exanple 320
2, N-Di cydohexyl- 2-[ 2- ( 3- di net hyl am no- phenyl) -5, 6-di f
Xg]%rg-zggnzoim'dazol-l-yl]- acet am de In anal ogy to
exa 140, 3-Di net hyl am nobenzoi c aci d,
cyclohexanecarbaldehyde cIohexyI |socyan|de and
(2o hlsra. 25Acbiaracrhsn e Aoy obanisamidszelch Hl-N-cylohexyl.2-

(ie@trah &Htwralﬁﬁlyﬁ[aceﬁhﬁuﬂ@ (E_S"') 495 (M""") Exanpl e 321
N—D cycl ohexyl-2-[ 2-(3-di met hyl am no- phenyl) 6-fluo

T s

enzoi c
cpehicailasametds bal (dedq‘ymg -4-ggoroye8hereyphengldsydamdeacihtrt-butyl
e&%,@ﬁ;@g+§fﬁg Xphenyl) carbam c acid tert-butyl
es er. M5 (ES+): 477 (MrH).. Exanple 322 2-

% Sgloro phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-y1]

?@I hexyl - N- (1-i sopr opyl -
met hyl - propyl) -acetanmi de 25 I n anal ogy to exanple '
(948 [2-44-Chlowo-pbemd b b.6- diffiteko-kepedinhiderah o Hr M detelodiexyl-acetamide
1-i sopropyl 2- met hyl propyl isocyani de and
T4 2n 8 eﬂarﬁ‘plg i, UDECBt RSNk nid! Ghé%(aﬁé‘daﬂ)aldehgde, cyclohexyl

152%521111 € a.n}:lll(?, easx’r}ir% 4, 5N<§1ﬂ$10m %henyl? 1(bam|_g acis tertr%)ut)e/l ester. MS (ES+):

4BBEAREDr 0- 2- (4-chl or o- phenyl ) -5-f | uor o- benzoi ni dazol -

1-y1]-2-cydohe3cyl -N-(1- 30

FxS@RR08Y! - 2- met hyl - propyl) - acet ami de WO

2008/'000643PCT/ EP2007/ 055994 - 110 - In analogy to
nzoi.c .aci d, . .

5 BB ekl doahaenyeengeinidiobyyi Nelimplpesgyretanide

i socyani de and

I 2naogyrto <damgplk d4@- 5 Chlarothiophleeniciboaylisanidc aci d

c%&&ﬁegﬁelégrbﬁlﬁ%ﬁfde, %oﬁé@f )sbcy%gigle QM W—teﬂ@ﬂﬁaﬁlc%bgﬁﬁ phenylene

diamine. MS (ES+): 456 {(M+T1).
Example 298
(8)-2,N-Dicyclohexyl-2-[2-(2,3-difluoro-phenyl)-6-fluoro-benzoimidazol-1-yl}-acetamide

In analogy to example 140, 2,3-Difluorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS {(ES+): 470
(M+H).

Example 299

2-{6-Chloro-2- (4—chloro—phenyi)—S—ﬂuqro—behzoimidazol-l—yI]-N—cyclohexyl—jl—
cyclopentyl-acetamide
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5 2- _
[ 2- (3- Chl oro- phenyl) -5, 6-di fl uoro-benzoi m dazol - 1-y1]
-2, N-di cycl ohexyl -acetam de I n anal ogy to exanpl e

WOR40B/00864€0| or obenzoi ¢ aci d, cydohexanecar bal ®EAYEP8907/055994

cycl ohexyl isocyanide and -105-

(2-am no-4, 5-di fl uoro-phenyl)-carbam c add tert-butyl
Tasp@psy sxqrpale) 40,48 FhlquppgrizoiEagi iy OB%aqeear%@ldflzxde: ¢yclohexyl
i{oey&hdicodrn@d-(Rheiyd Y- Sl dro-Hilfibraostenil) embainid @aizett-butylyedr. MS
<-§bﬁqggéﬁ¥g$ohexyl- acetam de I n anal ogy to exanple

.E , ~2-Chl orobenzoi ¢ aci d, cydohexanecar bal dehyde,

cycl ohexyl i socyani de and

Fxamgla 398- 4, 5- di f | uor o- pheny1) - carbani ¢ acid

tert-butyl ester. M5 (ESt+): 487 (MtH). Exanple 326 15
(Sﬁi—-[@d}&rr@fﬁ-@t@ﬂ&otﬂhéﬂrpﬂﬂdcﬂvofﬂeﬁﬂﬁﬁi&h&myﬂ)] -hepanoichtid

da; I-%@ﬁll -2, N-di cycl ohexyl acetam de I n anal ogy to

¢ 8@%?’ 4%, 4. Fl uor obenzoi ¢ aci d,

cycl ohexanecar bal dehyde, cydohexyl isocyanide and

It 2nadagiecaameple d46- SChlarebanzpis anigh hexaralsaghblexaldberyanide and (2-
a%%a&-g Qﬁ}dgb—Seﬁﬁ&6~th§;fl§~E§rbﬁniA&7d teitfityl edOr. BXAIFBLS 482 (M+H).

I:(X:Af-q;;:lg'lrj]o-phenyl)-S,G-difluoro-b_enzoim'dazol- 1-yl]
XRERFTIhexy1- 2- (tetrahydro- pyran- 4-y1) - acet ani de
In anal ogy to exanpl e 140, 4-Chl orobenzoic acid,

(B2l Erkhiro-2piie dhora-an bk Scfbinyadennyroldsieby I-N-cyclohexyl- 2-

L& éﬁ-ﬁﬂla@@t gk
Zggnino-4?5-difluoro-phenyl)-carbanaic acid

tert-butyl ester ES+): 488 (MH). | g 32
Ty Jotn oo i ERbbTY 162865 Teiphentbsr kARGl Shohen
iexpandecand (2 andn Gt dilobenfooro-@deiny) -carbamic acid tert-butyl ester. MS

. yr an- 4- car bal dehyde, cydohex-yl
(FggéggﬁﬁggHgnd (2-am no-5-f1l uoro-phenyl)-carbam c
acid allyl ester. M5 (ES+): 470 (MtH). Exanple 329 5
E%ﬁnpkﬁog4-Chloro-phenyl)-6-f|uoro-benzoinidazol-l-yl]

- - N-cydohexyl - 2- (t et rahydro- pyran4-yl)-acetam de In

2a[@aBathlotooplesng - Budrdthendei@hilobbohizh Nedigeladhexyl-acetamide
t etrahydr o- pyr an- 4- car bal dehyde, cycl ohexyl

AL ERENRNLHE QD 65 AR At i éég[vg'v% QRYdd) 1o G3ERAH 6f
c%ilglgﬁgggc%@gﬁtglg}lqeg%seg fng[vls..") (mEm;I), 1.5 ‘ézlﬁ)w() ,l\éi-yc'_f)ohex]}?loisocyanide (109.2 g,
1(AmSh 1@ eiv) haa Y 1 arfind-bthiove-phazd)-tirtazio heid alfd Jester (210.2 mg, 1
AEEY ST s SRS RO BB AT e o
1§ dopesh )Iétp eolpsnt aas gva@grqggj ahelihel erude prddapesgippcted frgm ethyl acetate
ahd Qg}’t@fﬂ-‘{@@E A r bedre AR Of fhiel Jrbthi Ol @AY bvap6@kiBAGY fhe solvent, the

- . +) . . .
rc?s? ue \Era% rtzzken up)gjll A?:gtz)girtrﬂ. NE)rplt?ol&%%il 5.5 1?'1%.05 rr'\{lgf,_')j equiv.) and

. Tetrakis(triphenylphosphine)palladium (231.1mg, 0.2 mmol, 0.2 equiv.) were added and

the mixture stirred at room temperature for 3 hours. The solvent was evaporated and the
crude product extracted from ethyl acetate and aq. NaHCO;. After seperation of the
organic layer and evaporation of the solvent, the residue was taken up in acetic acid. The
mixture was stirred at 80°C for 16 hours. The solvent was evaporated and the product
isolated via preperative HPLC. MS (ES+): 469 {M+H).

Example 303

2-{1-(Cyclohexyl-cyclohexylcarbamoyl-methyl)-5,6-difluoro-1H-benzoimidazol-2-yl]-

benzoic acid methyl ester
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Exanpl e 331 2-
[ 6- Chl or o- 2- (4- chl or o- phenyl) - 5-fl uor o- ben20|n1dazo
1-yl] -N-cycl ohexyl- 2-
WO@RO00eHY dr o- pyr an- 2-y1) - acet ani de | n anal ogPCHaEP2007/055994
exanpl e 140, 4-Chl orobenzoi e l@ct d,
I§t1 g%égg%tgggargﬁé ?20 2Ph%l?arhk3:qa\|c1 errr]lo:r?(?metgy €s eﬁ lq(/)c ) lemecarbaldehyde,
c(nﬂo}aﬁylﬁﬂrcﬁmﬁcﬂﬁ m&z&:ﬁhu%&dﬂmeprhe@ardaﬂmmc add trt-butyl ester.
“’ﬁ%é QT%% :ﬁ M5 (ES+): 505 (M+H). Exanple 332
%f cy ohexyl 2-
6-f| uoro- 2- ( 3- net hyl -t hi ophen-2-y1) - benzohni dazol -
Egmppké@étan1de 25 In anal ogy to exanple 140,
3- Met hyl - 2-t hi ophenecar boxyl i ¢ aci d,
20y-dnbe ke ed - (- dfhyee2- wmmmxyénzbmamlqe) &dethmide
(2-am no-4-fl uoro-phenyl)-carbanmic acid tert-butyl

T N T e —
apst &hrpinénct 4.0, difuathipben baabreicascidiert-butyl ester: M (%S+) 453 (M+H).
cydohexanecar bal dehyde, cycl ohexyl i socyani de and
HxZmpl#i308- 4, 5- di f | uor o- phenyl ) - carbami ¢ acid
tert-butyl ester. M5 (ES+): 487 (MtH). Exanple 334 5

(9 2= l.ar n _
AR ol e oS nabsnoh dasdlagbe
atgtamitgl ogy to exanpl e 302, 4-Chl orobenzoic acid,
tetrahydro- pyran- 4- car bal dehyde, cydohexyl isocyanide

Iﬁiﬁﬁ'alé tar& 18144, memorabﬁmﬁh)en@arcb icaeidd al |yl

e SRR S0 %’I?%Q@E%‘faflﬁ%%ﬁ 5 I g i)

cafbenyd acki tefttiattylabyd MpiiSan: W3 M+thlcet ami de I n

anal ogy to exanpl e 140, 4-Chl orobenzoi ¢ aci d,
E&gh@@@mgro-pyran-4-carbaldehyde, cydohexyl isocyani de
and” ( 2- anino 4- quoro phenyl ) -carbam c acid

t r but e 15 470

LG Chsl (Rt eor b D et ecfypasol 2
ﬂﬂbd&a&ahﬂhmﬂkﬂeﬂz(R) t et rahydr opyran-2-yl - acet arni de
In anal ogy to exanpl e 140, 4-Chl orobenzoic acid,

h §h41 tgreQaIRME 3o, rrpaIRa HERY AEnetR e@ﬁéfj (m/elxanecarbaldehyde,

Gééocy chgﬁ}a}g%ll( §fa6$}1?18]\4}5d£1é§2§ ?lugrpopq{l Il)_é:cgl[bafanri}é acid tert-butyl
cester. MS (ES+): 526 (M+H).

Example 307
2-(6-Chloro-5-fluoro-2-pyridin-2-yl-benzoimidazol-1-yl)-2,N-dicyclohexyl-acetamide

In analogy to example 140, Pipecolic Acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and {2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ESH+): 469 (M+H).

Example 308
2-(6-Chloreo-5-fluore-2-pyridin-3-yl-benzoimidazol-1-y1)-2,N-dicyclohexyl-acetamide

In analogy to example 140, Nicotinic Acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 469 (M+H).
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Exanpl e 337 (S)-2-[2-(4-Chl oro-phenyl)-6-fluoro
benzoi m dazol - 1-y11- N-cycl ohexyl - 2- (S) -t etrahydropyra
n-2-yl -acetam de 25 In anal ogy to exanpl e 140,

wWOoR20@0eHdbenzoi ¢ aci d, PCT/EP2007/053994

tetrahydro- pyran- 2- carbaldehyﬂé— cycl ohexyl

- 1 socyani de and (2-am no-4-fl uoro-phenyl)-carbamc

%4399t - butyl ester. MBS (ES+): 470 (M+H). Exanple
338 WO 2008/ 000643PCT/ EP2007/ 055994 - 113 - In
2a(salldgyo-b-fluexaaplye dR0L-yl-BenZhinnidetrd i zyd) -2, Nadicyklohexyl-acetamide
tetrahydro- pyran- 2- car bal dehyde, cycl ohexyl
Th ﬁﬁﬂbf%’nﬂo@ﬁ rﬁ@g 1&@ f&‘mu?&hrﬁ R&Ho«%@l’oﬁpﬁﬁ%a}ba@(ﬁﬁ? lohexyl
15{;)((::I | awq_ =h ({1’2 5- ﬂuoro phenylg/lt:gbbalmc ac[g)tert buty ester MS
(E$+ 4460 @al-HN.0- phenyl ) - 6- met hoxy- benzoi m dazol -1-yl11-a
cetam de In anal ogy to exanpl e 140,
3, 4- Di chl or obenzoi ¢ acid, cycl ohexanecar bal dehyde,
cycl ohexyl isocyanide and
(2-am no- 4- met hox-y- phenyl)-carbarnic acid tert-butyl
Egamgle 3105 (ES+): 514 (M+l-1). Exanple 340 10 2-
[ 2- (4- Chl or 0- phenyl) - 6- met hoxy- benzoi m dazol - 1-yl ]
2-[3; Chloics ¥-¢3-ohiexy thiagtematryhia- luvrasbehagyidaaolek gyl ¥-dicyclohexyl-
gPI - Chl or obenzoi ¢ acid, cycl ohexanecarbal dehyde,
cyc exyl isocyanide and (2-am no-4-met hoxy-phenyl)
-carbam c aC|d tert butyl ester. M5 (ES+);. 480 (M+H).
dozgamplg 140, 3-Chlorothiophene- -2~ ~carboxylic acid,

c&@oﬂe&a@&h%ﬂe eQ@,JanBE}%d ié&&yaﬁrdﬂﬁh& XY miNZRhIFr&ladRlord phenyl)-

CTﬁéhugk 'FHH%I hex%ﬁiigﬁgq géggvifglggydto exanpl e

cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and
Egamalei3dd- 4- met hoxy- phenyl )- carbanmic acid tert-butyl
ester. M5 (ES+): 486 (M+H). 20 Exanple 342 2- [2-
% =CH1bRY- 2+ FchlBEd hiophen-2-y1)-5-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-
¥% - 6- met hoxy- ben20|n1dazol 1-y1]-2, N-dlcyclohexy
m de I n anal ogy to exanpl e 140,
3 Chl or o- 4- met hoxybenzoi ¢ aci d,
Iuynﬂ@&ﬁﬁaﬁgnﬁpbﬁpdéﬁ&ﬁ@oﬁmqﬁmh%iyhﬂxgﬂuyﬁﬁbde and

R la%ﬁ;hﬁxa& RA is))qaﬁfd%ﬂa ¢2-2&iisth-1 Shlor8iNoro-phenyl)-

Q- E‘g‘ﬂ %?f‘l\@e@t%q(tﬁc?ﬁtsr ﬁ‘ﬁ% M*ﬁ%ﬁgp lbgngglsmz;jaz ol -1

yl'] -2, N—dlcyclohexylacetanlde
Example 312

(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-y}}-3-ethyl-pentanoic
acid cyclohexylamide

In analogy to example 140, 4-Chlorebenzoic acid, 2-ethylbutyraldehyde, cyclohexyl
isocyanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 491 (M+H).

Example 313

2-[6-Chloro-5-fluoro-2-(4-fluoro-phenyl)-benzoimidazol- 1—yl] 2,N-dicyclohexyl-

acetamide
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WD 20081000643PCT/ EP2007/ 055994 - 114 - In analogy to
exanpl e 140, 4-Chl oro-3-fl uorobenzoic acid,
cydohexanecar bal dehyde, cycl ohexyl isocyanide and

WO(20884)9648 - 4- net hoxy- phenyl ) - carbani ¢ aci d t ePCTHRPRYI7/055994

ester. M5 (ES+) 498 (MtH) . -ER@&npl e 344 5

2- Cycl ohexyl - y1l-2- 4-di chl o

Ip 2pHesr/ioyzguped ﬁé Pirdhsmiri a%wﬁPhWTemrba@é%ﬂﬁ gslobexyl
idodry A @lg)(ziaﬁuﬁdanﬁﬂlﬁo;lﬂﬂuo@ pheby1g-ahbb olenribien-tacyl dster. MS

(F%%%%?F@%Qﬁzgarbaldehyde, cyclopentyl isocyanide and

t hoxy- phenyl)-carbam c acid tert-butyl
ester. M5 (ES+): 500 (M+H). 10 Exanpl e 345
Bxaroplel dhexy1- 2- cycl opent y1- 2-
[ 2- (3, 4-di chl of o- phenyl ) - 6- met hoxy- ben20|n1dazo

2-[21(1-Chlakeplafiyebenzbimiddral-0§Y - 1-oychobaryl - (14dpropyl-2-methyl-
cploroben20|c aci d, cycl opent anecar bal dehyde,

E%?%ﬁf% ¥ socyani de and
(2-am no- 4 met hoxy- phenyl)-carbam c acid tert-butyl
Te gnalpgy tyexarsple k4% 4-Chbgolqureir acigaplghexagagripidenyde, 1-isopropyl-
2L1%eﬂ1§}1ggﬂypfs@q@ﬁ%m NBteED ex)-a RN AGHh A%l iarkmé! Y15 (ES+): 466
- 2- ohexyl -'N-cycl opent yl acet am de In anal ogy to
(M¥ol e 140, 4- Chlorobenzoic acid,
cydohexanecar bal dehyde, cyclopentyl 20 i socyani de and
Examplwi3dd- 4- met hoxy- phenyl ) -carbami c acid tert-butyl
ester. M5 (ES+): 466 (MtH). Exanple 347 2- [2-
2([3- @hbﬂf 2 pERIBY- %)héwes ‘s henshith Ao Gk 2-byddde 1 N-

N- |cycloh xyl - acet am de I n anal ogy to exanple
CX @pm%¥ nzoi ¢ acid, cycl ohexanecar bal dehyde,
cyclohexyl 25 i socyani de and
14 2salogyrio edampt hotky4-ohenylbonzeia nbdrdyclobeicdadagraldebydey byclopentyl
. ¢ 4
528 80dc A (2 mibo- s ue Mol oo PAHRAR) Zarbdfhic éﬁﬁaﬁeggby}l oy geter MS
(E§@ﬁﬁ&ﬂmiﬁ@, 3, 4- Di chl or obenzoi ¢ aci d,
cycl opent anecar bal dehyde, cycl opentyl isocyani de and
Hx2malein6- 4- met hoxy- phenyl ) -carbam c acid tert-butyl
ester. M5 (ES+): 486 (M+H). Exanple 349 :
2-{2-{4-Chloro-phenyl)-5,6-difluoro-benzoimidazol- 1-yl]-N-cyclohexyl-2- (tetrahydro-

pyran-4-yl}-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-4-carbaldehyde,
cyclohexyl isocyanide and (2-amino-4,5- dlﬂuoro phenyl) -carbamic acid tert-butyl ester.
MS (ES+): 488 (M+H).

Example 317
(8)-2-[2-(4-Chloro-phenyl) —S—ﬂuoro—benzoimjdazol- 1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 302, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl

" isocyanide and (2-amino-5-fluoro-phenyl)-carbamic acid allyl ester. MS (ES+): 468

(M+H).
Example 318

2-[2-(4-Chloro-phenyl)-5,6-difluore-benzoimidazol-1-yl]-2-cyclohexyl-N-(tetrahydro-
pyran-4-yl)-acetamide
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5 2- [2-
(4- Chl or o- phenyl) - 6- met hoxy- benzoi m dazol - 1-y1] - N-cyc
| ohexyl-2-cycl opentyl acetam de I n anal ogy to exanpl e

WORAER/008646h| or obenzoi ¢ aci d, cycl opent anecar bAITERHE/055994

cydohexyl isocyani de and - 109 -

2- am no- 4- net hox n carbgnmc acid te
I(gg'xflépgy t,gsxr(ugg_@)lzl ,Z%—g}h? ; )nsz@a %xagscgrtzaﬁ e[ltznzctlg 4-isocyano-
téiéabGtOpErad ahd Lmﬁmumqaﬁadlﬂu(ﬁamhhﬁl}d))éy&rbﬁﬂltatﬂh tetf@bakyl dster. MS

(%El gk@hexyl-hbyclopentyl-acetanide I n anal ogy
exan@% 40, 4-Chl oro-3-fluorobenzoi c acid,

cydohexanecarbaldehyde cycl opent yl |socyan|de and
Fxample 38- 4- met hoxy- phenyl ) -carbami ¢ acid tert-butyl
ester. 15 M5 (ES+): 484 (M+H). Exanple 351 2- [2-

% @ Chiby- Q-ééﬂ?]:l‘ﬂai'(h@liyny@]lqs-lﬂyﬁﬁo l&mﬁﬁiﬂxm}j bgm]z;mcml@la‘lmml
0 opent yl - acet ani de n anal ogy
Q%%Awéﬁhg %@X)gp%%Pgro 4- met hoxybenzoi ¢ aci d,

cycl ohexanecar bal dehyde, 20 cycl opentyl |s%ﬁxan|de
Iaﬁaale@f tareicaraple 1St ﬁ@in}ur brarigic pid eblahtranggerpldehyde, 4-isocyano-

tedhlyd RHbYthn 88d €L amie-{-EBHY6-5400rd- M’l‘éTDyl - XL Bcid Bet-butyl ester.

I 1-2- [2-
1%§Eﬁ§ho%%(8ﬂ3ﬁz|) 6- nEthoxy benzoi m dazol - 1-yl ]
-acet am de I n anal ogy to exanpl e 140,
ExafEpled208benzoi ¢ aci d, cydohexanecar bal dehyde,

cydohexyl 25 isocyanide and

AR-THRB IWhedyl TR LG YRS hiro G B AN &- aﬂh&ot%&omaaﬂm 1-yl
(est eg} l\/ISﬂjE ES&-)@}X%?M (M+H) . CﬁE{xaﬁEﬂ e 353 2- [2 -
aped efagitieor o- pheny1) - 6- met hoxy- ben20|n1dazol 1- yl] 2-cyc

| ohex-yl - N-cycl opentyl acet anmi de WO

12 6084900 648 RET L ER2DDIMeH5Renobenade acid, wydoladxenpratheldehyde,

cg&%gxangﬁndi rﬁ@eZOe{rﬁﬁgrhz‘? 1B Phen yi)-carbamic acid tert-butyl ester.

car hyde, ¢éyclopentyl |socyan|de and
(@ﬁﬁ) SAMidihoxy- phenyl ) -carbanmic acid tert-butyl
ester M5 (ESt): 466 (M+H). Exanple 354 5 2- [2-
HKxam@ll3al o- 4- met hoxy- pheny1l) - 6- met hoxy- benzoi m dazol -1
-yl] N—cyclohexyl 2- cydopentyl acet am de I n anal ogy

1. lﬁéﬂmﬂeﬁyl-]zé ? gn:lt]@gﬂm 0?4 5 x%@ ibEnAShliazol- 1-v1]-

cycl o ent anecar exyl 1socyani de and
aEFAFIACN0- 4- met hoxy- phenyl ) -carbami ¢ acid tert-butyl
ester. M5 (ES+): 496 (M+H). 10 Exanple 355 2- [2-

I Badlhdyopexirthple phe n® Diytihyhntipdteoxyie hadzpilohcazabrbaldehyde,

c‘}agllléxyl 150%541841 irted (:E AninGYE hg&%%ﬁéhyl?%%‘&[%cda%d tert-butyl ester. MS
(ES+): 477 (M+H).

Example 322

2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-2-cyclohexyl-N-(1-isopropyl-2-
methyl-propyl)-acetamide |

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, 1-isopropyl-
2-methylpropyl isocyanide and (2-amino-4,5-difluoro-phenyl}-carbamic acid tert-butyl
ester. MS (ES+): 503 (M+H).

Example 323

2-[6-Chloro-2-{4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-2-cyclohexyl-N-(1-
isopropyl-2-methyl-propyl)-acetamide
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In anal ogy to exanple 140,

. 5-Chl oro-t hi ophene- 2-carboxylic acid,

cycl opent anecar bal dehyde, cydohexyl isocyani de and

WO(2008480646- 4- met hoxy- phenyl ) - 15 carbani ¢ aci ®CT/EP2007/055994

tert-butyl ester. M5 (ES+): -4¥2-(M+H). Exanple 356
2- Cydobut yl - N-cycl -2- [ 2-, .
Tp gnifogy @wﬁwﬁeaﬁ@nﬂgm%%mzﬂ% adiffere BPAeagAEAl depy e | -isopropyl-

zameﬁglpimigd isotyanaia ahd @3 aintne t-ahjolre 5iUro-phenyl)-carbamic acid tert-

_b%?ﬂ ex;ﬂ@g%;g{g %ﬁld cycl obut anecar bal dehyde,

iSO yanlde and
( 2- Am no- 4- net hoxy- phenyl ) -carbam c acid tert-butyl
Faamele 3245 (ES+): 486 (M+H). Exanple 357 2- [2-
(5-Cnhl oro-thi ophen-2-y1)-6-nmet hory-benzoi m dazol - 1-y1
2} 223K bahptienyl) Noe- difhpen byhzonaitaasti ]dﬁ] -2 N-Uivy e okdxgbycetamide
to exanpl e 140, 5-Chloro- thiophene - carboxylic acid,

I n

I%éﬂlﬁg%%gﬁﬁn@ £Ra) d@@égﬁg @8183182 %Ylgh%}%ﬁ%%ﬁ%}&?ﬁ@@ g)(clohexvl
iwsyayide qud @Egmjlo 4437 PW‘E enpd) agncg apgd tert-butyl elstzr S {ES+):
466 pr o- pyri di n-3-yl ) - 6- nethoxy benzoi m dazol -
1-y11- 2, N-di cydohexyl 30 acetam de . WO
E2008iL(§99643PCT/ EP2007/ 055994 - 117 - In analogy to

Hﬁle 140, 6-Chloro-nicotinic aC|d

édohexanecarbaldehyde cydohexyl |soc¥an|de and .

@riferauphrayhoxgr difwens bynzoipisamid- dER -ty dobgyyl pcetamide
ester M5 (ES+): 481 (M+H). Exanple 359 5 2-
Th 3ndl3 |e@éﬁ1ﬁpl§ m@@])@eﬁhﬁ)‘fﬂlﬁiﬂh@ﬁ Q&idb@ﬁlbhéﬁih&ﬁﬂﬁﬂdehy&el ]:y‘cN)hexyl

é)fgdo e)f’% A{a g&@lﬂél aci‘?eny car a}nrfc QL8 J[ gl.glyutyl ester. MS (ES+):

46?@Mbﬁﬁntanecarbaldehyde, cyclohexyl i socyani de and
(2-am no- 4- met hoxy- phenyl)-carbam c acid tert-butyl
E&&h le-3206 (ES+): 466 (M+H). 10 Exanple 360 2- [2-

| or o- 4- net hoxy- pheny1) - 6- nethoxy benzoi m dazol -

S PSR e R o

agymhubentanecarbaldehyde cyclopentyl i socyani de and
(2- am no- 4- net hoxy- phenyl )-carbam c acid tert-butyl
18 9hRbgy th2xA¥Rp1e E) 4- PR 2oHelbdil} acid, cyclohexanecarbaldehyde, cyclohexyl

isocyanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 487 (M+H), '

Example 327

(S)-2-[2-(4-Chloro-phenyl)-5,6-diflucro-benzoimidazol-1-yl]-N-cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide '

_In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-4-carbaldehyde,

cyclohexyl isocyanide and (2-amino-4,5-difluoro-phenyl)-carbamic acid tert-butyl ester.
MS (ES+): 488 (M+H).

Example 328

2-[2- (4—Ch10r0 phenyl)-5-fluoro-benzoimidazol-1-yl]- N—cyclohexyl 2-(tetrahydro-pyran-
4-yl)-acetamide
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Exanpl e 361 2, N-Di cycl ohexyl- 2- :
[ 6- met hoxy-2-(6-trifluoronethyl-pyridin-3-yl)-benzoim
i dazol-1-yl] - acetanmide In anal ogy to exanple 140,

WORDGEM0P¢450r omet hyl - ni coti ni ¢ aci d, PCT/EP2007/055994

cycl ohexanecar bal dehyde, 20- d?bfohexyl i socyani de and

2-am no- 4- net carb mcaldtert bug yl
Iégpgpgy ngilrﬁgl_gg&(gﬁgﬂﬁqﬁlﬁgnz 2 qe‘ga éo -pyran-4- car{)gidehyde,
dyr ek by Gad@utidé dmdhening-3¢le6-prehfldxyrbbeizaiddlldbaar -MS (ES+):
MHJH cycl obut yl - Ncycl ohexyl - acet am de 25 In anal ogy
o exanpl e 140, 5-Chl oro-thi ophene-2-carboxylic acid,
cycl obut anecar bal dehyde, cycl ohexyl isocyani de and
Ixpmgpi HE- 4- met hoxy- phenyl) - carbanic acid tert-butyl
ester. M5 (ES+): 458 (MtH). Exanple 363 2- [2-
X3~ (@iﬂ]lﬂbfhhpllnﬁiﬂblé—ﬂﬁorﬁﬁidn(Ximiﬂmt—miyh}i-ldazdbhé&yyB—](tetrﬁhydro—pyran—
4;%8 %S%é%il -N-cycl ohexyl - 30 acetanide WO
8 J3PCT1EP20071055994 - 118 - In analogy to
exanpl e 140, 3-Chl orobenzoic, acj d
Tp padpat Wreserpls At ehialor Wpﬁﬁgﬂyqetra@dé@rmaae& giippldehyde,
cgzaol@éaayn@o aikIBd KL= Qhiab-Jln Gor iy cabhthid £1d e ester. MS
er ﬁ@é‘&) 452 (M+H). Exanple 364 5
éF% 2-cycl opentyl-2- [2-
(4 fl uoro- phenyl) - 6- net hoxy- benzoi m dazol -- acet am de
Bxpmplead38gy t o exanpl e 140, 4-Fl uorobenzoic acid,
cycl opent anecar bal dehyde, cycl ohexyl isocyanide and
2( EKIBrcp iy QX Hadoeieyikdintiaddonm doh&l 2 einthydro-pyran-
@ @ €A1()ES§-Y§) 450 (MrH). 10 Exg@rr]plfianS a2y YRRy
ﬁ 5-di fl uor o- phenyl ) -carbam c acid
tert butyl ester 4,5-Difluoro-2-nitro-phenyl am ne
I¢ endlogy, to3Aamplp |1 40, 14- -€Qlirobynzova sciddeehydeo-aysotduedrorddiyde,
c@él&lﬁ%km %(ﬂldgérﬁ?(ﬁbé?ﬂﬁbg ﬂﬁ&‘gspol%n?dﬁ-%grﬂggﬁ%o ackl t@ﬁLUuYyl kster. MS
(% A% Tétwas stlrred at room tenperature for 72
hours. The sol vent 15 was evaporated and the crude
BxmpbdB3éd from et hyl acetate and aq. NaHCO3. The
resi due was taken up in DCM and cooled to 0 C
T ( 8.
B A i EA T SR El S G
(get %hx%rmm2§§d%at% %dj ust the pHto 7. The organic
| ayer was separated and evaporated. The resi due was
It akedogyup ekample hyo, aChiaberand atidetepaloducpyexrtr-acbddehyde,

&Jl&f@x?ﬂsoc%d Eha‘?-mhﬂtﬂmﬁi §tﬂﬁof’331§hén§ﬁlc§1tb%guc acid tert-butyl

ester, MS (ES+): 505 (M+H).
Example 332

(S)-2,N-Dicyclohexyl-2-[6-fluoro-2-(3-methyl-thiophen-2-yl)-benzoimidazol- 1-yl}-

acetamide

In analogy to example 140, 3-Methyl-2-thiophenecarboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic
acid tert-butyl ester. MS (ES+): 454 (M+H).

Example 333

(S)-2-[2-(2-Chloro-phenyl)-5,6-difiuoro-benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide
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20 via Kiesel gel chromatography. 4.28 g (16mol, 1
equiv.) were dissolved in DM (50 mM) and 13 m of a
saturated NH4Cl sol uti on added. Zi nk powder (5.1 g,

WOZ808MM43 5 equiv.) was added and the suspendiCarEP2007/055994

stirred for 30 m nutes at 80Cland anot her 2 hours at

roomtenperature. The remaining solid was filtered
Ipppalggiorrample Jahi & hlaralengis deideteld! eXﬁﬁécaBPéfif ¥qe, fgdohexyl

i¢dnadd £d (Rrodmheultydiflastoeplaingl) anthbatc adNb B tplndter. MS (ES+):
%zr%@g purified via 25 Kiesel gel chromatography.

5 '€ 366 (2-Am no-4-fluoro-phenyl)-carbamc acid
tert-butyl ester In anal ogy to exanple 365, starting
Bxpmplef3#| uor o- 2- ni t ro- phenyl ani ne. Exanpl e 367 30
(2- Am no- 4- net hoxy- phenyl )-carbam c acid tert-butyl
(§52-87-(4-Thivralphaiyll-6-fReasrbliezodflazslt 12l NI gy fohesil-2-(tetrahydro-
4- I\/E#h@)(% 2-nitro-phenyl am ne. WO
PYE0sr Y ] EP2007/ 055994 - 119 - Exanpl e 368
(2- Am no- 4- br onp- phenyl ) -carbam c acid tert-butyl
Tosnapgy In camapled)2. b CEkanpineoise8d, tsargynchsarbaldehyde,

Pl &K, sevitilld SrdPhenyiha Y- NeorEXHBNS ADIMR: acid allyl ester. MS (ES+):
gz-ﬁoﬂ- chl orcg(l-zphenyl ) - car bam t?haci dtert- bl)jt yl (ES+)
42 {4 )y anal ogy to exanple 365, starting from

4- Chl oro- 2-ni tro- phenyl am ne Exanple 370

Ex2mphi336- 5- chl or o- 4-f | uor o- phenyl ) - carbam c aci d

tert-butyl ester In analogy to exanple 365, starting

(%%‘[‘2—?4—@%%&%6—%11@1‘1%—Hgfu‘arc?-béﬁzfohﬁtdﬁ.@ﬁf!yﬂm-E‘;%loh%@yl—Z—(tet_rahydm—

Pyt Hgcsarifeor o- 5- f 1 uor o- phenyl ) - car bam ¢ add
tert-butyl ester '
In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-4-carbaldehyde,

cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 470 (M+H).

Example 336

(S)-2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1-yl}-N-cyclohexyl-2-(R)-tetrahydro-
pyran-2-yl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-2-carbaldehyde,

cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 470 (M+H). '

Example 337

(S)-2-[2-(4-Chloro-phenyl}-6-fluoro-benzoimidazel- 1-yl]-N-cyclohexyl-2-(S)-tetrahydro-
pyran-2-yl-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-2-carbaldehyde,
cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 470 (M+H).

Exalhple 338

2-[2-{4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl}-N-cyclohexyl-2-{tetrahydro-pyran-
2-yl)-acetamide
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In anal ogy to exanple 365, starting from
4- Chl or o- 5-fl uor o- 2- ni tro- phenyl am ne. Exanple 372
(2- Am no-5-fl uoro-phenyl)-carbam c acid allyl ester

WOPBIS(R0GABT no- 4- f | uor o- phenyl ) -car bani ¢ aci d tP&E{ERZR7{PF3994

ester (5.0 g, 22 mmol, 1 equil¥3) was added to a

soI tion of DI PEA (3,62 , 22 ol , equi v

(lemﬂw toweﬁaemmfy?%ré qngogog%’a?lé&Cwﬁa@ﬁﬁﬁgwp@fﬂgﬂ chyde,
cetibloaxelf igdaymiide {121 FBarting-22usmephenill) -egpbhmicacidalFHEster. MS (ES+):
4?,:&9% The m xture was stirred at roomtenperature

0 élhours The sol vent was evaporated and the

crude extracted from ethyl acetate and ag. NaHCO3. The
Examiplfi8%was taken up in DCM and 20 trifluoroacetic

~acid (1:1) for 2 hours. The product was obtai ned

2afi IEey dohaparA[2- Gy-aichlofe phegdné-enetlidxy dieh SoinftanPl -§1] -acetamide
373 1, 1-Di fl uoro-4-isocyano-cycl ohexane

4-
Iﬁ ‘a_gal%?{) 0%9%—9%1@1% %"E ﬂkkﬁ&é}%@l@ﬂcﬁp g}tg %eg&ﬁgéerb%g%a-l
cpdolsgyl lmm ancB(23a1@@er%wﬂwpb@w)a%bwmﬁéﬁ@wwl ester. MS

(aydy ogemvsHh fate (40ng, 0.12 mmol, 0.02 equiv.) in
vvater (2.5m), chloroform (3ni, 37 nol , 6.3 equiV.)

Elz;\( (5 nml). The m xture was stirred at room
3% erature for 72h and the crude extracted with DCM
The product was isol ated via Kieslgel chromatography

- EaddrmopsasPcarreizopbrossodglazol- 1 vi-2, N@@aﬁlph@wkmtmmde

4-1socyano-tetrahydro-pyran In anal ogy to exanpl e
IﬁZﬁalogttarekazﬁgeﬁmm -Caldrabardbie apyly @Bloﬁegahadamae cBohexyl

375 5 Tet,r ro-.p n e or
e S U G A CAAY s
Zl@@)éﬂ‘/feréﬂ)to-78C DI\/SO(S?g, 52 mmol, 2 equiv.) in

DCM (10 m ) was added dropwi se and the m xture

E:Iuin [e@,qlfor 20 mi nutes. Tetrahydropyran-2-nethanol (3
mmol, 1 equiv.) was dissolved in DCM (10 n1)

fﬁd(aﬁﬁgﬂorfot%e?@&lﬁiﬁ&%lﬁ%ﬁ? oo R Y A ottt

aggtamidee mi xture wai med to room tenperature. V\Ater was
added and the crude extracted with DCM The product

H@Ralb 8?}1 g 1\4;1@% g%e;ﬁedrggjéig @E&Eé)%[(lm{ad
Cﬁqﬂgfrﬁxelef&?r@a cegiobsth &Pﬂfﬁﬁﬁle@ﬂi(% B EE -ﬂ&tﬁm phenyl)-
chbgmédicihies-tnayl doer. 4 (ESx01 48640-4h). a convent i onal
manner: | ngredi entsPer tabl et

Example 342

2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol- 1-y1}-2,N-dicyclohexyl-

acetamide

In analogy to example 140, 3-Chloro-4-methoxybenzoic acid, cyclohexanecarbaldehyde,

~cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS

(ES+): 510 (M+H).
Example 343

2-[2-(4-Chloro-3-fluoro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-

acetamide
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Ker nel : Compound of formula (1)210.0 ng200.0 ny
M crocrystalline cellulose23.5 ng43.5 ng Lactose
hydr ous60. 0 ng70. 0 ng Povi done K3012.5 ngl5.0 ngy

WOS8e/¢Pa48t ar ch gl ycol atel2.5 ngl7. 0 ng MagnediGIP2007/055994

stearatel.5 ng4.5 ny (Kernel 1Yt ght)120. 0 ng350.0 ny

Fi | m Coat: Hydroxypr I thyl cellulose3 5 7.0
IP&P?@%S?F&}BPIQ|1§%»o‘f‘@%@@?@u%{i@éo‘ﬁﬁ‘?l‘i‘a‘fYEIfh%Xﬁgg‘zﬂé’l‘%?’de’

el olex@iyatar(igied dd@) dnBroryhethorg phedydncabaxicdeid.t&t-butyl ester. MS

" The active ingredient is sieved and
(%S%%ggﬁﬁgﬁHﬁicrocristalIine cel lul ose and the m xture

is granulated with a solution of polyvinylpyrrolidon
Expmpiet¥f. The granulate is mixed with sodium starch
gl ycol ate and magesi unstearate and conpressed to

A Callshescglr NelSopdntiliZD [ (3,8 8RhIvgo-pRapdié-methoxy-bEReoimidazol-1-yl] -
ak 5£§#§ are lacquered with an aqueous sol ution /
§%spe sion of the above nentioned filmcoat. WO
2008/ 000643PCT/ EP2007/ 055994 - 122 - Exanple B
Izapdogyde esanplail Ad.ny4 hehlprobrigmiargid agtagremesrpadeiyde,
ndd isdeRdidenng (gaﬁﬂﬁmi@aab%ﬁgams}n ‘calRgriesii® f SRk ester.

iggggébﬁiﬁQRPﬁﬁfd of fonula (1) ny
Example 345

N-Cyclohexyl-2-cyclopentyl-2-[2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-

acetamide

In analogy to example 140, 3,4-Dichlorobenzoic acid, cyclopentanecarbaldehyde,
cyclohexyl isocyanide and {2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 500 (M+H).

Example 346

2-[2-(4-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2-cyclohexyl-N-cyclopentyl-

acetamide

In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclopentyl
isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid text-butyl ester. MS (ES+):
466 (M-+H).

Example 347
2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 3-Chlorebenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-amino-4-methoxy-phenyl}-carbamic acid tert-butyl ester. MS (ES+):
480 (M-+H).

Example 348

2,N-Dicyclopentyl-2-[2-(3,4-dichloro-phenyl}-6-methoxy-benzoimidazol-1-yl]-acetamide
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Lact 0sel150.0 ng Mai ze starch20.0 ng Talc5.0 ng 5 The
conponents are sieved and m xed and filled into
capsul es of size 2. Exanple C Injection solutions can

WORAN00063 f ol | owi ng conposi tion: Conpound of PCEEPRN0F/055994

(I)3 0 rTg Pol yet hyI ene Glycelllﬂ€)0150 0 ng Acetic

Aci d ad r f I nj ectl on sol uti ﬂ}g@i’ag

T gl tf@fmepisé#@ v?e4 Pd CHPEHON S PEbEryaReR yde,
chitlspanitg ityanaleyat iyasieo- @ryﬁhbxﬁ@l&nﬁl’)%&faﬁﬁc dadd tert-butyl ester.
%@k%ﬂﬁ@@(ﬁf%” The pHis adjusted to 5.0 by Acetic

vol Uie is adjusted to 1.0 nl by addition of
t he resi dual amobunt of water. -The solution is
Expmpla38, filled into vials using an appropriate
over age and sterilized. WO

2200@L OUBLASIRGT]) P26k P Do Mmidatdl3] -yl ik ayraitexid-2-cyclopentyl-
S%ft .%el atin capsul es containing the follow ng
ients can be manufactured in a conventi onal

manner: Capsul e contents Conpound of formula (I)5
Ingnatedyl tovwxamae 140,y Chipaelsgeris paid %dyaem@aﬂqarbﬁlﬂél}@emdohem
isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS (ES+):

466 (M+H).
Example 350

2-[2-(4-Chloro-3-fluoro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2-cyclohexyl-N-
cyclopentyl-acetamide

In analogy to example 140, 4-Chloro-3-fluorobenzoic-acid, cyclohexanecarbaldehyde,
cyclopentyl isocyanide and {2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester.
MS (ES+): 484 (M-+10). -

Example 351

2-[2—(3—Chloro—4—meth0xywpheﬁyl)-6—methoxy—benz0imidazol—l—yI]—2—cyclohexy1—N—
cyclopentyl-acetamide

In analogy to example 140, 3-Chloro-4-methoxybenzoic acid, cyclohexanecarbaldehyde,
cyclopentyl isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester.
MS (ES+): 496 (M+H).

Example 352
2,N-Dicyclohexyl-2-[2-(4-fluoro-phenyl}-6-methoxy-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Fluorobenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS (ES+):
464 (M+H).

Example 353

2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2-cyclohexyl-N-cyclopentyl-

acetamide
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Partially hydrogenated plant oils34.0 ng Soya bean
oi 1 110. 0 ng Wei ght of capsul e contentsl65.0 ng
Gel atin capsule Gelatin75.0 ng A ycerol 85 %32.0 ny

WORAIFWP64838. O g (dry matter) Titan di oxi de0 PETRP2407655994

oxi de yellowl.1 ng 5The actirvétngredient is

di ssol ved in warm el ting of the ohher

Ip Aatles OrseamAlg e rRkebar afi elhrineraditdenyde, cyclopentyl
a’iﬁdid’hrﬂé(psalmhﬁﬁ_-@fﬁleﬂmﬁf ohériyiit @rlsinZie acid het-bidyl @cbr dB (ES+):

g capsul es are treated according to the usual
4% fes. WD 2008/ 000643PCT/ EP2007/ 055994 - 124 -
e E Sachets contai ning the fall ow ng

Exngllp sént s can be manufactured in a conventi onal
manner: Conpound of forrmula (1)50.0 ng Lactose, fine

ﬁp\f@%}ﬂ@ﬂ@%dmox%ﬂ{eﬂﬁmJssﬁladhbkﬁeemiﬁmﬂaﬁﬂa {IAM-SlclohBiyl-2-

pﬂg é % 0) fr;g Sodi um car boxyrret hyl cellul osel4.0 ng
PRATRAEY % i don K 3010.0 my Magnesi unst ear at e10. 0

In analogy to example 140, 3-Chloro-4-methoxybenzoic acid, cyclopentanecarbaldehyde,

cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 496 (M+H).

Example 355

2-[2-(5-Chloro-thiophen;2-yl)- 6»methoxy -benzoimidazol-1-yl}-N-cyclohexyl-2-

cyclopentyl-acetamide

In analogy to example 140, 5-Chloro-thiophene-2-carboxylic acid,
cyclopentanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-
carbamic acid tert-butyl ester. MS (ES+): 472 (M+H).

Example 356

2—Cyclobutyl—N—cyclohexyl—-z— [2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-

acetamide

In analogy to example 140, 3.4-Dichlorobenzoic acid, cyclobutanecarbaldehyde, cyclohexyl
isocyanide and (2-Amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS (ES+):

- 486 (M+H).

Example 357

2-12-(5-Chloro-thiophen-2-yl)-6-methoxy-benzoimidazol-1-yl]-2-cyclohexyl-N-

cyclopentyl-acetamide

In analogy to example 140, 5-Chloro-thiophene-2-carboxylic acid,
cycdlohexanecarbaldehyde, cyclopentyl isocyanide and (2-amino-4-methoxy-phenyl)-
carbamic acid tert-butyl ester. MS (ES+): 472 (M+H).

Example 358

2-[2-(6-Chloro-pyridin-3-yl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-

acetamide
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Fl avoring additivesl.0 ng 5The active ingredient is
m xed with |actose, microcristalline cellul ose and
sodi um car boxynet hyl cellul ose and granul ated with a

wOorpssiodedd3 of pol yvi nyl pyrrolidon in water. Thé@CT/EP2007/055994

granulate is m xed wth magné$i unstearate and the
fIavourlng additives and filled into sachets, = WO
IpgudPOU0EAIMET / 06l g sueAnic apiss cyclayeniggarbaldehyde, cyclohexyl

irf&?ﬁﬂlﬂiﬂxﬂd% a@find-ar iethaxt-bhery) Rarbaminhied erdbbryRistes. MS (ES+):

4%iwgrﬁg al koxy-1 ower-allcyl,
I'koxy- car bonyl - I ower - al kyl , cycl oal kyl,

cydoal I cyl -1 ower -al kyl, aryl, aryl-Iower-al kyl,

Fgamale359| ower - al kyl , heteroaryl,

het er oaryl - | ower - aIkyI het er ocydyl or

2h[et(ermuﬂ>yﬂ>héns}w nﬁﬂ%ﬂwbeﬂftﬁmﬁiaﬁoial-ﬁﬂm Gﬁdldl&)drlrz &fcldpentyl-
eterparyl or heterocyclyl group is optionally

a‘ﬁﬁEFftuted with 1 to 3 substituents independently

sel ected fromthe group consisting of |ower- 10al ky

Th endegyablerireple 11dwehidrRlosogoic aﬁlﬁmﬁppeﬂf@?%ﬂbﬁﬁdﬁ@/ﬂde: CYcloheXYI

150@?&?1‘1&6%@943&1% Q08B oY GhA¥Y - cat b Qeill QUWEBaRH KWk, MS (ES+):

| ower - al koxy,
4 \lCJM#?HI kyl - car bonyl - N(I ower al kyl ),

Iomer al kyl -carbonyl -N(H), NH2, N(H, |ower-alkyl),

Exampleso0 al ky1) 2, car boxy, carbanoyl, N(H

| ower - al kyl ) C(0) and N(I| ower-al kyl1l)2C(0); R2is

20 ABAYRDr 04 rd VB3 eh §1Y 6 m Do BB bén Ao AMRIazA 1K) -2,N - dllcyclopentyl-
ary

cycl oal kyl, partia Iy unsaturated cycl oal kyl ;|

a&FVP“komer al kyl , heteroaryl, heteroaryl-lomer al kyl ,

het er ocyl cl yl or heterocyclyl-lomer-alkyl, wherei n an
Ianydloghetesoae y40,03-Chétrerienyitloyybegroupcid, Sydppantaratdriyaldehyde,

ci&fﬁ?e‘(i}th{le g‘bgq_n}ﬂetaﬂdjﬁl L itk %&Bbi}“ﬁ{& 'cgﬂ)eaﬁﬁggc?@ {elrtybutyl ester.

group consi st’i hal ogen,
My {eraA8kyM+Hower - al koxy, | ower - alkoxy carbonyl
hydr oxy, fluoro-lower-allcyl, fluoro- 20

Fxewwple-38l koxy, NH2, N(H, | over - al kyl),
N(I ower - al ky1) 2, | ower-al kyl -carbonyl N(I ower - al kyl ),

2ll@\fﬁ£ycﬁ{£1ié¥jklw —%)—EQR%&N? (?m%lpﬁg{ bﬁ?y} &%ﬁﬁam}wben%lﬁhdaml 1-yl]-

acetammde

In analogy to example 140, 6-Trifluoromethyl-nicotinic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and (2-amino-4- methox:y—phenyl) ~-carbamic acid tert-butyl ester. MS
{ES+): 515 (M+H).

Example 362

2-[2-(5-Chloro-thiophen-2-y1)-6-methoxy-benzoimidazol-1-yl]-2-cyclobutyl-N-
cyclohexyl-acetamide

In analogy to example 140, 5-Chloro-thiophene-2-carboxylic acid,
cyclobutanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-
carbamic acid tert-butyl ester. MS (ES+): 458 (M+H).

Example 363

2-[2-(3-Chloro-phenyl}-6-methoxy-benzoimidazol-1-yl]-2-cyclobutyl-N-cyclohexyl-

acetamide



R4is a) heteroaryl which is optionally substituted
wth 1 to 3 substituents independently selected from
the group consisting of |ower-alkyl, phenyl,

WOL20000648 koxy- car bonyl , carboxy, carbanoyl, RCI/EP2007055994
| ower-allcyl)C(0), N(Iower-alk§1)2C(0), NH2, N(H

I{ll g&gc‘ggyztlp E%Jrl%]&lﬁ EI %(la, g?;ﬁ%%ﬂg%%%ig éi:ié,ﬁyil?butanecarbaldehyde, cyclohexyl
idooyweiideainidy b aatibhe-ayhe tNOK)- phdnytir @xbamit e rerabilagr aster. MS (ES+):
4ggggg§gi fluoro-1lower-al kyl, fluoro-lower- WO
/ 000643PCT/ EP2007/ 055994 - 126 - al koxy, cyano
- _and norpholinyl; b) unsubstituted naphthyl, or
Examplepft or phenyl which is substituted with 1 to 3
substituents independently selected fromthe group
N-OR8lbbéxlyRg-coélopraitdae [2- (4hffairo>phenpiH8.m &M xy-benzoimidazol-1-yl]-
aq¥q£&%y~lomer-alkyl, | ower - al koxy,
Foﬁer-alkyl-carbonyl, | ower - al kyl car bonyl - N(H),
| ower - al koxy- car bonyl, sul fanoyl,
Tpndlemydp examrgle 14Q 4-Sloyebenreinedidl gglpresitaneeibidehyde, cyclohexyl
idoli@RIaMM | (2-aBWH @20hYthox)-Phadl jazdbanic adidtadBB@yYdster. MS (ES+):
|32 yl, tetrazolyl, 2- oxo-pyrrolidinyl, pyrrolyl,
4%)% drAyl . pyrimidinyl, 2-oxo-piperidinyl,
pyrrolidinyl, piperidinyl, oxazolyl, thiazolyl,
Egxamdled#b!| yl , car boxy, |ower-alkyl, -
fluoro-lowerallcyl, fluoro-Iower-al koxy, N(H

r | -
by hovmatlrthas o s,

| - al kyl. NC| . 1) 2G( 0 . .
e TN R T —
tphbnokgicandnghelds gdtinmol, & eqpivi) @néDMzA% (4 g, Gt2erdmol, 0.05 in
T Nob nf19 dﬁéﬁ-@&t&ﬂé eAt sdfeResnd @aﬁﬂ%&atﬁféf BE Y2 Holik OThe solvent

hal ogen an ro-lower-al kyl;: O 15c) .i .
By TBRPRI BN RS ewﬂt%’gfjrﬁ ethyRactaig Ahip QLS The residue
w2b eikyh iip BODORG andRiocinitoR8 (. Tel@perodent haid { 7.0y, edahmol, 2 equiv)

ot he r.e ogen..or... - o .
R e R b T
URT7PH el 7 Rehearrganbolayet vias genarrded andoevamsnraied: e Tesiduspeasdaken up in
efHyPRR Lok Carldl thB BRREPERILEd GRNDAL WaHI(;0Thdiat@feaMklvi isolated

ring together with the carbon ons o ilch the

SALCIAL S B L PG T Rt AR St D )
aad d3 g b sathhexdadil;Clwblutioh kédquk Binkgowilbals. 1t &8 mmol, 5 equiv.)
wag ggc?eldrﬁgnd%e {ug]é]énﬂ()?; sg.lr)ed ot 3%%1nﬁ&L théo@é af]& 91%&1962 hours at room
gr oup consisting of 2- )

terppgr g T e serprtiging |s§.l.1cb@ﬁszféﬂqaﬁdﬁf£ #id the grgpnic layer evaporated. The
prédu¥BlvhydxrRert 80ai ahAGlfridind /NdECaNdna furtir PEABE via
I<.gil,Séldgloxol-S-fgl-ben20|mdazol-l-yl)

e lg e DAY eE9P R de. 252. Conpounds according to

claim1, wherein Ris a) heteroaryl which is

Izpinplabl y substituted with 1 to 3 substituents

i ndependently sel ected fromthe group consisting of
(t%ﬁhbaﬂ—ﬂﬂdro—ﬂ?ﬁﬁfﬂwcarblaﬁﬁ\@ici@{elﬁoﬁ(ﬁ&y&@feb0 nyl, carboxy,

car banoyl, N(H, 1ower-alkyl)C((0), '

N(I qwer - al ky1) 0)., ..N N | ower.- al kyl :
T AU 555 et o)t Fler Oy ToREFOEPES 1)
| ower - al kyl - carbonyl -N(H), 30 hydroxy, | ower-al koxy,
Brainplyé? f1 uoro-1| ower-al kyl and fl uoro-| ower-al koxy;
b) unsubstituted. naphthyl, or naphthyl or phenyl
(WDIngiR oS mstHast-iphbt el ctbhdfichddxed bR sited uent s

i ndependently selected fromthe group consisting of

SRS DY G i DALY BT i

| ower - al kyl - carbonyl -N(H), | ower-al koxy-carbonyl,

sul fanoyl, di-I|ower-alkyl-sulfanoyl,

| ower - al kyl -sul fonyl, 35 thiophenyl, pyrazolyl,

t hi adi azolyl, imdazolyl, triazolyl, tetrazolyl,
2-oxo-pyrrolidinyl, pyrrolyl, pyridinyl, pyrimdinyl,




WD 2008/ 000643PCT/ EP2007/ 055994 - 127 - | ower-al kyl),

N(I ower- al kyl)2, |ower-a 1-carbonyl-N(lower-alkyl),
carbanoyl, N(H, |ower-alkyl)C(0), N(Iower-alkyl)2C(0)
WO00B/0006481 - al kyl -sul fanoyl; or c¢) if R3 is cyRIIGHRN07[055994

and R4 is cycloal kyl, R4 canlda¥so be phenyl.
53.quggunds accordlng to any of clains 1 - 2,

8R1 is Cl_10-al kyl, |ower-al koxy- I ower - al kyl ,
Iomer-alkoxy-carbonyl-lomer al kyl, cycl oal kyl,
QWﬂﬁloL@bioﬂ@pb«nyl)adaﬁ;dmic pdfidmgtt-bupzmangtl -1 ower - al kyl ,

- phenyl -1 ower - al kyl , heterocyclyl or
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%@é@é“é%%‘%*atn@?ﬁ% S gt dod IRLEIGRIGRAL 1S
2- ox?- rrolidinyl, 10 wherein a cydoalkyl phenyl or
%%%clyl group is optionally substituted wth lto
3 substituents i ndependently selected fromthe group
5 (2-onsinst4-ddotphecoybreadiaknit acidl canebutgl dsoexy,
| ower - al koxy- car bonyl, norpholinyl and fornylam no.
r Cl_ &
g pRSa dhte fapPre Bl o
mherfln phenyl is optionally substituted with 1 to 2
Esgmele¥lent s” 15 i ndependently sel ected from
| oner - al kyl . 5. Conpounds according to any of
(21Axnime-5tchidro-ffleowi pheRtl)icarbapdic 8cidtert-butyl ester
tetrarnet hyl -butyl, cyclopentyl, cydohexyl or

IR aﬁélgé%teMWIQ hen ytitartmg from 5~ C@lor@%@@sm%cﬂfegﬂ@ﬁnne

to any of c 2, wherein 11' is
etr ropyranyl cycl oal kyl which is substituted
10 dﬁ”?ﬁﬁ%%go 2 halogen or phenyl which is 20
substituted wth 1 to 2 | ower-al kyl. 7.

(Zompiouridehlamen flupregphicoybtcaibandc ach tarebviyRsters
t et rahydropyran-4-yl, 4,4- difluoro-cycl ohexyl or

I8 aRalbéyBleRythp e R64) yﬁitartmg from 4-CBlor6BPe+B ISnideCiHed1RBhine.

toany of clainms 1 - 7, wherein R2 is hydrogen.

f%ﬁ ngﬁgunds according to any of clains- 1 - 8,
BPEiH“R3 is | ower-al kyl, 25 cycloal kyl, partially

unsat ur at ed cydoalkyl phe %éﬂ phenyl - | ower - al kyl or

(Prdteing & fforovhensisarhames asi pst¢Ts sel ected fromthe
gr oup conS|st|ng of pyriclinyl and benzodi oxol yl,

15 E\J)ﬁﬁﬁbm ﬂucﬁb hylplcadbeings Qat wekt-erpuptet ﬁid{])g;tle @;ﬁtﬁbll Y equiv.) was
{I tu stlt nts [N

SRS bﬁ‘é&@ Fmk gaerioph T gy Hﬁ%ﬁ@gﬁﬂl) Fhe mixture
WagwerleditdkdIG arldoallet chidremmnateNEB6 nh Hoowwerl- ladakip ) in ditF added. The
u?g\@'és &ir%ﬂja)t ﬁq %ﬂp Fﬁﬁﬁ%p g@h@tﬁg qrh‘i“sglget{t%aé Wapgfated and the

erel e 1s_cycl oal kyl
crude extracted from ethylacetate and aq. NaHCOQs. The residue was taken up in DCM and
20 trifluoroacetic acid (1:1) for 2 hours. The product was obtained after evaporation of the

-organic solvents.
Example 373
1,1-Difluoro-4-isocyano-cyclohexane

4,4-Difluoro-cyclohexylamine hydrochloride (1.0 g, 5.8 mmol, 1 equiv.} was added to a

25  mixture of NaOH (1.5g, 37 mmol, 6.3 equiv.) and tetrabutylammonium hydrogen sulfate
(40mg, 0.12 mmol; 0.02 equiv.) in water (2.5ml), chloroform (3ml, 37 mmol, 6.3 equiv.)
and DCM {5 ml). The mixture was stirred at room temperature for 72h and the crude
extracted with DCM. The product was isolated via Kieslgel chromatography.



phenyl, phenyl -1 ower-al kyl or pyridinyl._
11. Conpounds according to any of clains 1 - 10,
wherein R3 is cyclopentyl, cyclohexyl, phenyl,

7 WO:;D(&H@W]& - pr opy| or pyr| di n- 2- y| . VO PCT/EP2007/’035994

10

2008/ 000643PCT/ EP2007/ 055994120428 - 12. Conpounds
accoLping to any of clains 1 - 8, wherein R3 is
jﬁ#kyl, t et rahydr opyranyl or phenyl which is
substituted with 1 to 3 substituents independently
4slebaetetetfahgdrd-pwan o- | ower - al kyl and
fluoro-Iower-al koxy. 13.Conpounds according to clalm
19 en t@'egarﬁﬁ %3 'sﬁﬁgﬂgﬁbm BEALYro%yrah-4-ylamine.
tetrafhydropytan-2 Conmpounds dccording to any
of c 1 - 13, mhereln R4 is a) heteroaryl
E§@PB%3gngron1the group consisting of thiophenyl,
pyrrolyl, 2-oxo-1,2- dihydro-pyridinyl, indolyl,
T¢UHhﬂhDﬂw¢mahdm¢mEkhw@mo i soi ndol yl, which heteroaryl’
is optionally substituted with 1 to 2 substituents

dxaseas 3|9y %@'nﬁﬁ&}eﬂzfeélﬁﬂb A8 dGEMHA il DA AR &dldio -78° C

93%44?%8’ LA ST A —

stitredfol 20 eniBuet Hstraliwdeodgan -pdeghade (3 gthismlneb fl equif i} oms dlssolved

%Bgrl\ggfﬁﬁlﬂg%ﬁﬁ%ﬁd cpngg{ﬁ WEJ ?{aﬂmﬁ‘)ﬁ%&ﬂ?&ymé\}'ﬂ% 'miites

tmqﬂmlpmme[{wmﬁ A6 d  drppvfiee aiyi, I;bﬂmqgﬁx,‘r%wwmedm() Fyom temperature.
Wﬁw as%'dﬂ&i(éhcpﬁé *éﬁﬂbé'em&%df VAEPWICM, The product was isolated via
K? | mgr al k sul fanoyl, | ower-al kyl - sulfonyl 15
ﬁFﬁ%‘ HV?MD%ﬁP Dol yl', " thiadiazolyl, imdazolyl,
triazolyl, tetrazolyl, 2-oxo-pyrrolidinyl; O c) i f
R3 is cycloalkyl and R4 is cycl oal kyl, R4 can al so be
phenyl . 15. Conpounds according to any of clains 1 -
14, wherein R4 is a) heteroaryl selected fromthe
group consisting of thiophenyl, 2-oxo-1,2-di hydro20
pyridi nyl and quinolinyl, wherein thiophenyl is
optionally substituted with phenyl; or b)
unsubstituted naphthyl, or phenyl which is
substituted with 1 to 2 substituents independently
sel ected fromthe group consisting of
hydr oxy- 1 ower - al kyl, | ower-al koxy,
"l ower - al kyl -carbonyl -N(H), inaidazolyl or tetrazolyl.
16. Conpounds according to any of clains 1 - 15,
wherein R4 is 2,4-di met hoxy- 25 phenyl,
napt hal en- 2-yl, 4-hydr oxynet hyl - phenyl ,
4-(tetrazol yl-5-yl)-phenyl, 4-(im dazol 2-y1)-phenyl,
4-acetyl am no- phenyl, 5-phenyl -t hi ophen-2-yl,
2- 0x0-1, 2-di hydro-pyridi n4-yl or quinolin-6-yl.
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17. Conpounds according to any of clains 1 - 13,
wherein R4 is a) heteroaryl selected fromthe
group consisting of pyridinyl, pyrazolyl, isoxazolyl,

WO008480&AB i dazol yl, furanyl, thiophenyl, inddGIEP2007/055994

benzo[ bl t hi ophenyl, benzot hi-rd2zbtyl, benzofuranyl and
gui noxal i nyl, which heteroaryl is optionally
GAuted with 1 to 2 substituents i ndependent |y
selected fromthe group consisting of hal ogen, CN,
NH?, FRd awmed taildty dg:Rainingwike follblarg ingrodients adrklmeapanufactured in a

£l Lor.0- qmgy- | kyl and norpholinyl; or b)
Cﬁhﬂ%@§?¥tu éﬁénaphthyl, or napht hyl or phenyl which

is substituted with 1 to 3 35 substituents
Lﬁﬁ@é@%ﬁdently sel ected fromthe group cgﬁ%ﬁgking of
car banoyl, hal ogen, |ower-al kyl, fluoro-I|ower-alkyl,

Kerugdr o- | ower - al koxy, | ower-al kenyl, N(I ower-al kyl) 2

| / ggﬁ / EP2007/ 055994 - 129 - 200.0
,Qgéég-a $§ﬁ$T benzoyl, phenoxy and 8ﬁ2ﬁ§| ich®

NligraspistaligiceNulesehst i tuted with 1 to 3 subBsti®gent®-> mg
lapdensgaeant |y sel ected from hal ogen and 60.0 mg 70.0 mg
I;Lgfrogggmer-alkyl. 18. Conpounds ag%orginguﬁym
OVYPRT 17 wherein le is a) thiophenyl substitated’ ™8
Setlium fimicbghnolaer 5 b) phenyl which is subgtimgt edl7.0 mg

j .Car, | or hal ogen. 19. Co
Ngﬁcg(t:nos_lgl?n SRAPRY 9 mQunds  45mg

r %% to claim18, wherein R4 is
(Bewl Wewhthi ophen- 2-yl, 2- ami nocar bonyl L28ReRg | #1900 mg

HincQbar o- phenyl . 20. Conpounds according to any
f.clains; 1 - 19 erein Rs, Rs, R7 and o _
é%%@@?ﬁﬁg%?*§wg?%ﬁﬁg%ch ot her are H, halogéﬁ?D 7.0 mg
Potyathyleat klytol6P0d ower - al | cory, or R6 and RP.810gare 1.6 mg
Tagund together to forma 6-nembered aromatisGyg 2.6 mg

carbocycljc ring together with the carbon atons tq
Iwww&w3?§@@0%&e att ached. 21. Corpouflddns 1.6 mg
Tapadickideg to any of clains 1 - 20, wherei 0.8Ragis 1.6mg

hydr ogen. 22. Conpounds according to any of

claims 1 - 21, wherein R6 is hydrogen, fluoro or

neth%j. 1523. Conpounds according to any of clains 1

- 22, Thheetak ingradieny insigicd gad mixqdigtomérogisiading cepdose and the

n??ﬂi@@ié %ﬁeﬁluﬂﬁé@\&ﬂh 2] golhﬁoﬁﬁﬂp&%vi@;}lﬂrf&idén i@?ateﬂf@é @lanulate is
tSis rogen. . unds. accordi ng, t o _an .

T Wilh B R PRl B e DL IO R PR cofeld kemnels

of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution /

suspension of the above mentioned film coat.



20
2, N-di cycl ohery1-2-(2-phenyl - benzoi m dazol - 1-y1) - acet
am de hydrogen chloride, 2- ' _
WO[2008(08c3h | or o- phenyl ) - benzoi mi dazol - 1-yl ] PCT/EP2007/055994
-4-met hyl - pentanoi ¢ aci d cyellghayl am de, 4-11-
E[x%ggrgayl- (4- nor phol i n-4-yl - phenyl car banoye- net hyl |
-1Hbenzoi m dazol -2-yl | - benzoic acid nethyl ester
hydrochl ori de, 2, N-di cycl ohexyl- 2- )
[ 5, 6<APEHIsSGPREDE @ﬁé@ﬁmwﬁgﬁﬁ&ﬂgﬁﬁ})@ BRRE B LR Al -
cénvbntional Zmn@eet am de, 2- cycl ohexyl - 2-
[ 2-(2, 4-di met hory- phenyl) -benzoi nm dazol -1-yl]
Ing¥edis@ior opyl - acet am de hydrogen chl ori de, Per capsule
2, N-di cycl ohexy1-2-[ 2- (4- net hoxy- phenyl ) - benzoi'm dazo

éﬁ%ﬁ%%%&gfwlezpydrogen chloride, 30  25.0mg

1hé&ovf3- met hoxy- phenyl) - benzoi m dazol - 1-yl] -acet apodemg
hydr ogen chl ori de,

Maipe didrelycl oher y1- 2-[ 2- (2- net hoxy- pheny1) - benzoi nmi @488
T%kl-yl] -acet am de hydrogen chlori de, 5.0 g
,N—dicyclohexy1-2-(2-naphthalen-l-yl-benzoinidazofj¥

-yl)-acetam de hydrogen chloride, WO

2008( 000643PCT/ EP2007/ 055994 - 130 -

The No NGt O48 Xiled2md[rBixed Snd BldAGK M-I IOf size 2.

- benzoi m dazol -1 -yl]-acetani de hydrogen chl ori de,
N-cycl ohexyl-2- [2- (2,4

- di met hoxy- phenyl) - benzoi m dazol -1
-y1] - 4- phenyl - but yram de, N-cydohexyl-2- [2-
Egampled; net hoxy- phenyl ) - benzoi i dazol -1 -y1]-3
-met hyl - butyram de 5 hydrogen chl ori de,

N- cy chiehRx)dhuiond Zm have the following composition:
(2, 4-di net hoxy- phenyl) - benzoi m dazol - 1

= y1] - 3- ny| pi onam de hydrogen chl ori de,

ﬁncé/"é’lngﬁggc’ﬁ‘-“?%fz- (2, 4- di met hoxy- pheny| ) 30 mg
Polyshwtsnafdieebd01 -y1 ] -2 -pyridin-2-yl -acet ami d&0.0mg
Avgr gggn chloride, 10 N-cydohexyl-2-cycl opentyd-adpH 5.0

2- (2, 4-di net haxy- phenyl ) - benzoi m dazol - 1-yI ]
‘J-U%tt@ééaéf‘ﬁyffé‘oﬂﬁ?xlpﬁ chl ori de, : ad 1.0 mi

The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water
for injection (part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0
ml by addition of the residual amount of water. The solution is filtered, filled into vials

using an appropriate overage and sterilized.



4- {1-
[ cydohexyl - (cycl ohexyl car banoyhnet hyl ) 1- 1H benzoi m cl
a 701-2-yll-b enzoic acid methyl ester, .
wO200/@eycl oheryl-2- (2 PCT/EP2007/055994
-napht hal en- 2-yl - benzoi m dazdk3 - 1 -yl)-acetam de, 15
2, N-di cycl ohexyl-2- [2- (3 -thiophen-2 -yl-phenyl)
Eﬁ@@ﬁ%ﬂ?nidazol-l-yl] -acetam de, 2, N-di cycl ohexyl- 2-
[ 2- (5-phenyl -thi ophen-2-y1l)-benzoi m dazol -1-yl |
- acetSafrigeletin Sapbulds containing the following ingredients can be manufacturedina -
ydohexylcarbanoyl nmet hyl ) |
CL%%#%@E%E%%%%%ZO| -benzoi c acid nethyl ester,
2- [2-(3-hydroxy- phenyl) 4- et hyl - pent anoi ¢ aci d
Qﬁy’é‘éﬁé&‘}ﬂe% de, 20 2- ‘
[ 2- (4- hydr oxynet hyl - phenyl ) - benzoi m dazol - 1-y1] - 4- et
durhpqasatodifigintilad) d cycl ohexyl anmi de, 2- 5.0 mg
Y[eﬁ41H-|ndol 5-y1) - benzoi m dazol - 1-4 -methyl-p
éntanoic acid cycl ohexyl am de, 2- [2-
Hytepgenaied Seyabeyn bdnzoi i dazol - 1-yl] -4 -nethyl-p 80mg
P%fﬁaﬁ?‘ﬁ!y&ro a@edﬁi{&ﬂt@ﬂ@xw am de, 2- [2-(4-am no- pheny kg
ZOi azol - 1-yl] -4-nethyl-pentanoic acid
B%’F | ani de, 25 2-cydohexyl-2- [2- (2,4 - 1100mg
Welphmatfhopsylepioateyits) - benzoi m dazol - 1-y1]-N( (R)16.0 mg
‘%ﬁﬁnﬁkdﬁ ghyl)- acetamide, 2, N-dicyclohexyl-2-
roxynet hyl - pheny1l) - benzoi m dazol - 1- y1] - acet am
egin N-cycl oheryl-2- [2- (2,3 -dinethoxy-phenyl) 75.0mg
Gl ﬁg@g@hdazol 1-yl] -4-phenyl -butyramde, 2- [2- 32.0 mg
- cyano- phenyl) - benzoi m dazol - 1- yI]
]éﬁPﬁégicyclohexyl-acetanide, 30 8.0 mg (dry matter)
T2tahlddtixédec| oheryl-2-{2- [4- (1Htetrazol -5-y1l)-pheriyding
I& qﬂiﬂhghg@zol-l-ylI-acetanide hydrogen chloride, jmg

8.0 mg

(benzyl car banoyl - cydopent yl - met hyl ) - 1H benzoi m dazol -
2- yl| The BeRZ OhgediEntds &Eﬁiohbéﬂ 128 Warm meltﬁrg df#he other ingredients and the

2, 4-di X nzoi_m dazol -.1- ~hex i C.
rr;%‘%u&e gﬁ#gzg H-g‘))( X?ig%‘%%gé‘ gaggﬁ q%_aHPmyn?te r.;l'%]_eéi_lle(? ?%P%)egaqu capsules
anﬂ@@h@hﬁ&@ﬁh@Myﬂh®MEnM1p«@®ﬁ20|nldazol-l-yl]

-acet am de hydrogen chl ori de,

N- benzyl- 2-cycl ohexyl-2- [2- ( 2,4

-di net hory- phenyl) - benzoi mi dazol -1 -yl1l-acetam de, 2
-cycl ohery1-2- [2-

(2, 4- di net hoxy- phenyl) - benzoi m dazol - o 1-yl1 - N (

1-net hyl -butyl) - acetami de, WO

2008/ 000643PCT/ EP2007/ 055994 -131- 4- [ 1-

(benzyl car banmoyl - cydopent yl - met hyl ) -

1H benzoi m dazol -2-yl] -benzoic acid nethyl ester,
N-cycl opentyl- 2-

[ 2- (3- et hoi cy- phenye- benzoi m dazol - 1-yl ]

- 4- phenyl - but yrani de hydrogen chloride, 5
-2, N-di cydohei cyl-2- [2- (2, 4-dinethoxy-phenyl) -5

- met hyl - benzoi m dazol - 1-yl] -acetam de hydrogen
chloride, 2- [2- (4-chloro-phenyl) -benzoim dazol -
1-yl] -2, Ndicycl opentyl -acetam de hydrogen chl ori de,



N- benzhydryl- 2-cycl ohexyl - 2- 2- :
(2, 4-di rnet hoxy-phenyl) - benzoi m dazol -1 -yl]
-acetam de, 10 N-benzyl-2-(2-naphthalen- 1

WO-2008/00662 0 mi dazol - 1-y1)-4-phenyl - but yr ami d@CT/ER2007/055594

2-cycl ohexyl -
E&Z (2,4- dlnethoxy phenyl) - ben20|n1dazol 1-yl]
fp lhethoxy phenyl)- acetanide, 2, N-dicycl ohexyl-2-
[2- (2, 4-di net hoxy-phenyl) -4-nethyl-benzoi m dazol - 1
-yl Bachasebvanires th2 (Micditymbekicaxydan Pe r{aBufaf@ired in a conventional

- (2-0xo-pyrrolidin- 1-yl) -phenyl]
JQ%%%EOlﬁ]dazol 1-yll -acetam de 15 hydrogen chl ori de,
2,N—d|cyclohe|c&1 2- [242 -oxo-
Cprpoging yd f din-4-y1)- ben20|n1dazol 1-y11  >00mg
Iaaggiﬁﬂégﬁwd&+cyclopentyl 2- I- g o 1015.0 mg
Z0 y _ o
MifSerantre A s by 13- 2 1400.0 mg
Sp @i dirbetyheihyl piletosd ) - benzoi mi dazol - 1-yl] 14.0 mg
gj;,,?] I fragi de, N-benzyl-2-
h; jﬂ%ﬁké§%€phenyl) benzoi m dazol - 1-yl ] - 2- cyclopentyg
ageBERsicdatchydr ogen 20 chl ori de, 10.0m
FRwbbifd sdditrepent y1- 2- (2- napht hal ene- 1-yl-b 1ﬂrng

enzoi m dazol -1 -yl)-acetam de, 2- |[2-
(3-cyano- pheny1l) - benzoi m dazol - 1-y1]
- N c{fiohewy ingteditrgnyiniigd tjithdadtelse, microgriptalline cellulose and sodium

cgr‘ﬂ)o%‘g&ﬁ?‘%emgﬁﬁnh st RMAQI Wird 8 &Qknude o o 1'yvmy yrrolidon in water.

Thg |ggﬁn|u&ée 15%2 Wnlgl}; glagﬁqls&m Calé ogg}ﬁ%l a%]a‘éourtr% adgt%ves and filled into
s4Bed- di met hoxy- phenyl ) -benzo i mdazol - 1-yl]
-acetamde, 4-[ 1-( 1-benzylcarb - '
anoyl- 3- phenyl - propyl) - 1H benzoi m dazol - 2-yl ]
-benzoic acid nethyl ester, 4- [ 1 -(

1- cydohexyl car banoy1- 3- phenyl - propyl ) -

1H benzoi m dazol -2-yl] -benzoic acid nethyl ester, 30
2, N-di cycl opentyl-2- [2-(2-nmethoxy-phenyl)
-benzoi m dazol - 1 -yl] -acetam de,

2, N-di cycl ohexyl1-2- [2- (2, 4-dinmethoxy-phenyl)
-naphtho [2,3-d] imdazol-1-yll -acetam de, 2-

[ 2- (2, 3-di net hoxy- phenyl ) - benzoi m dazol - 1-y1] - 4- net hy
| - pentanoi ¢ aci d cydohexyl am de, N-benzyl-2- [24

2- met hoxy- phenyl ) -benzoi m dazol- 1 -yl]

- 4- phenyl - butyram de, 35 2-cycl ohexyl- 2-

[ 2- (2, 4-di net hoxy- phenyl ) - benzoi m dazol - 1-yl |
-N-(3-isopropoxypropyl)-acet am de, 2- [2-

(2, 4-di net hoxy- phenyl) -benzoi m dazol - 1 -y1]

-N-i sopropyl - 4- phenyl - but yram de,

N- benzyl- 2- cydopentyl-2- (2-naphthal en-

1-yl -benzoi m dazol -1 -y1l) -acetam de,

2, N-di cycl ohexyl1-2- [2- (2, 3-di nmet hoxy-phenyl)
-benzoi m dazol - 1-yl] -acetamde, WO
20081000643PCT/ EP2007/ 055994 -132- 2- [2-

(2, 4- di net hoxy- phenyl ) -benzoi m dazol-1 -yl]

-4- et hyl - pent anoi ¢ aci d cycl oheryl am de,

2-cycl oheryl-2- [2-

(2, 3-di rnet hoxy-phenyl) - benzoi m dazol - 1-yl |

-N-i sopropyl - acet am de,
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- benwi m dazol -1 -yl [R-4-

2- [2- (2, 3-dinmethoxy-phenyl)-benzoi m dazol -
-y11-N—isopropy1-4-phenyl-butyranide, . 5 2- [2-
(4- Acetyl - phenyl ) - benzoi m dazol -

N- cycl ohexy1- 4- phenyl - but de, N-b
WO %0581% cycl ohexy phenyl -bu yram e, @ﬁi‘mbz@msw%

%843 or o- phenyl) - ben20|_r15§| dazol - 1-y11- 4- phenyl -b
utyram de hydrogen chloride, "4- [ 1 -(1 '
-i sopropyl carb anoyl - pent yQaimg:H b
enzoi m dazol - 2- yll benzoi c acid nmethyl ester,
N- but yl 2 thory- phenyl )
- benzoi mCdJéIZRﬂ“n% 9f1fi’ '-g%ﬁgnyl -acetam de, 10 2- [2-
(2, 3-di net hoxy- pheny1) - benzoi p dazol - 1-yl ]
- 4- et hyl - pent anoi ¢ aci d |so|BI\opyI am de, 2-benzo
[1,3] dioxol-3-yl-Nbutyl-2- N— R _
[ 2- (2, 3-di net hoxy- phenyl) - hzoi m dazol -1 -yl] -
acet am de, 2-benzo [1, 3] gI'oXAL- 3-yl - N-butyl -2- [2- (
2, 4- di met hoxy- ph eny71) n20| r ArdRzol - 1 -yl1l1l- 15
acet ani de, N butyl 2 K- di met hoxy- phenyl)
- benzoi m dazol -1-yl] - fl p?phenyl) -
acet am de, N- cydopent N (3- hydrgxy phenyl)

plfenyl “"but yr an

[ 2- (4-acetyl - phenyl) -acgbyl -phenyl) - ben20| m dazol -
1 -yl] -hexanoic acid isopropylamde, 20 N-butyl-
[ 2- (2, 3-di net hoxy- phenyl) - benzo i mdazol- 1 -yl] -

]

wheehenyl - acet am de, 2- [2-(4-acetyl-phenyl)

-benzoi m dazol - 1 -yl1]:-4-nethyl-pentanoic acid

rEYC! Qhexyl) E}Wlﬁ%er— Q}HI D()lwelzalkgrlzl'ow@r ak&cy carbonyl-lower-alkyl,

: gl ggﬁ ﬁoxl{/% enyl erﬁﬂﬁﬁﬁgf}[ agﬁ?tf‘néer-a%larl gi-aryl-lower-alkyl,

- di neLbexyt, lﬁ@l@fﬁé 1-lower- alkyl heterocydyl or heterocyclyl-lower-alkyl,

AEZ{‘Ig Or Ialg ad c% 0 ﬂllc%lu%/lﬂ E}ﬂg% gggrgggﬁgg&h %g)( is opnoxelz;]lly substituted

- benwh mial axdbstﬂueyits]md@e antly |s¢l et ﬁrogp ?onsmgng 01f Jower-

acet g idL% e \Guéer-alled —Qat%oﬁyl Iﬁbl@ﬁblﬁ%}f@ﬁh}dm@) halogen,

:aE 2? ?ﬁrg@?azoiﬁver-akylzﬂuoro-lg{vglg t]ﬁgxyaﬁ]wglp a&ﬁeﬁ}golwl-N(lower—
alkyl), lower-alkyl- carbonyl-N(H), NH,, N(H, lower-alkyl), N{lower-alkyl),,
carboxy, carbamoyl, N(H, lower-alkyl)C{O) and N{iower- alkyl),C(O);

R” is hydfogen or lower-alkyl;

R’ is lower- alkyl, cycloalkyl, partially unsaturated cycloalkyl, aryl, aryl-iower—alkyl

heteroaryl, heteroaryl-lower-alkyl, heterocylclyl or heterocyclyl-lower-alkyl,
wherein an aryl, heteroaryl or heterocyclyl group is optionally substituted with I to
3 substituents independently selected from the group consisting of halogen, lower-
alkyl, lower-alkoxy, lower- alkoxy—carbonyl hydroxy, flugro-lower-alkyl, fluoro-
lower-alkoxy, NH,, N(H, lower-alkyl), N(lower-alkyl)s, lower-alkyl-carbonyl-
N{(lower-alkyl), lower-alkyl-carbonyl-N(H), carboxy, carbamoyl, N(H, lower-
alkyl)C(O) and N(lower-alkyl)>C{O);

R* is

a) heteroaryl which is optionally substituted with | to 3 substituents independently
selected from the group consisting of lower-alkyl, phenyl, lower-alkoxy-carbonyl,
carboxy, carbamoyl, N(H, lower-alkyl)C(O), N(lower—alkyl)ﬁ(()), NH,, N(H,
lower-alkyl), N(lower-alkyl), lower-alkyl-carbonyl-N{lower-alkyl), lower-alkyl-
carbonyl-N(H), hydroxy, lower-alkoxy, halogen, fluoro-lower-alkyl, fluoro-lower-
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2- [2- (2, 3-dinethoxy-phenyl)-benzoi m dazol- 1 -yl]

- hexanoi c acid isopropylam de, 30 4-11- |
(2-fluoro-phenyl) -isopropyl carbanoyl - net hyl ]

- 1H benzoi m dazol - 2-y11- benzoi c acid "Ethylpﬁﬁ&ﬁﬁmwéﬁmm

WO2908/00%4% y ano- phenyl ) - benzo

i m dazol - 1-y1] - 4- net hyl - pentgﬁblc acid
cyclo%eﬁg%g&g?e n%) Lﬁ A 3-chl oro- phenyl)

- ben?6P f8t hy! - pent anoi ¢ aci d
cydo h}guyqu@mtqu npp Ylyp]: @ph{lgl or phenyl which is substituted with 1 to 3

(2, 450 ARl At depRRRAYY );elec&farfz&h mMedas) colrsiﬂﬂ:rli(ﬁ‘haloven, hydroxy,

4- met hox nyl ta N-b e
23 ng{}ﬁogﬁ gg?éﬂw lgowe éﬁflo mea-a]%&[y iowewaj!ky? ~car’ onyl lower-alkyl-
- 4- pbabyhyl RUEYY H)med&lkhy}dmﬁb@nfl shifondydeli-l@wer-alkyl-sulfamoyl, lower-

Eg ghlilﬂf utlfﬁoﬁ(n%l il)[gygazo ] thIa azol)(I imidazolyl, triazolyl, tetrazolyl, 2-

-ylloke- pgmjygcbpxh pyr jé,t;a/mdgy pyxwgldmyl 2 -oxo-piperidinyl, pyrrolidinyl,
2 00 SER)QH%%P@Z:EP? (ﬁgﬂo@ﬁ 238diazolll 3rboxi 16wty k@, fluoro-lower-

et hor hen ben zol
L A SRSl 1 RELARUTRRE By et
(4- hyﬁbapﬁ}yr}ﬂhﬁmla)kyl)bmbmmldé(ibllovier;dlliyl)C(O) N{lower-alkyl).C(O),
E ZI- :,]Ic' {'%ﬂé{f %fa%? Yd%ep Lﬂzl%éflﬂ]n?)dé?ﬁoyl the[lgxy and phenyl which 1s
- 4- rrepmliaﬂp ezmsaw wile 1 &P 2 esbhieRty Mﬁpaéclméy gelected from halogen
[ 2- (InsMh&booRbenyd) - benzoi m dazol - 1-yl | -
-N-i sopropyl - 4- phenyl - but yram de,
N- buf¥l - 2- (4-chl or o- phenyl ) -2- [ 2-
(2, 4e)iif REtshootyalpfienyg R kskrmhqacﬂr}dnftfam hlso he phdnyl;

acet anm de, 2- [2-(3-cyano-phenyl)- ben20|n1dazol 1-yl]

gké v( %D nd X*ide%eﬂ&@ﬂ% ot a¢h 3 ef @re H, o en or lower-alkyl, or

ben20| é 7 )8
N Bo@mcb%yqre OMY tosttherx gt B )85% 93 tgetherprR and R are
[ I'S Osbﬂwdogag&amhn(a?mmmdmmnw@ or-nwatdnyinhtic carbocyclic or
€eNnzol m aaz
[ 1 ( B §’63§¥C 15%11&2?%%1@{ Q.Ee Cat %)(g:n ﬁgﬁg {&HP{ lthe?%["eearttac}:f&d

anoyl -’ pheny

H benzoi m dazol - 2-y1] - benzoi ¢ aci d nethyl ester,
and pharmaceutically acceptable salts and esters thereof;

—h

with the proviso that the compound of formula (I) is not selected from the group
consisfing of :
2-[2-(2-chloro-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid butylamide and
2-(2-benzo[1,3]dioxol-5-yl-benzoimidazol-1-yl)-N-benzyl-butyramide. |

2. Compounds according to claim 1, wherein RYis
a) heteroaryl which is optionally substituted with 1 to 3 substituents independently selected
from the group consisting of lower-alkyl, phenyl, lower-alkoxy-carbonyl, carboxy,
carbamoyl, N(H, 1owé:r-alkyl)C(O), N(lower-alkyl),C(Q), NHa, N(H, lower-alkyl),
N(lower-alkyl), lower-alkyl-carbonyl-N(lower-alkyl), lower-alkyl-carbonyl-N(H),
hydroxy, lower-alkoxy, halogen, fluoro-lower-alkyl and fluoro-lower-alkoxy;
b) unsubstituted naphthyl, or naphthyl or phenyl which is substituted with 1 to 3
substituents independently selected from the group consisting of halogen, hydroxy, NH,,
CN, hydroxy-lower-alkyl, lower-alkoxy, lower-alkyl-carbonyl, lower-alkyl-carbonyl-N(H),

lower-alkoxy-carbonyl, sulfamoyl, di-lower-alkyl-sulfamoyl, lower-alkyl-sulfonyl,

thiophenyl, f)yrazolyl, thiadiazolyl, imidazolyl, triazolyl, tetrazolyl, 2-oxo-pyrrolidinyl,
pyrrolyl, pyridinyl, pyrimidinyl, 2-oxo-piperidinyl, pyrrolidinyl, piperidinyl, oxazolyl,
thiazolyl, oxadiazolyl, carboxy, lower-alkyl, fluoro-lower-alkyl, fluoro-lower-alkoxy, N(H,
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N-i sopropyl -

[2-(1-nmethyl-1H-pyrrol -2-y1)-benzoi m dazol - 1-yl]
-4-phenyl -b utyram de, 15 2- [2- ( 3-cyano- 'phenyl)
- benzoi m dazol - 1-yl] -hexanoic acid isopro

WOROO/0PO0648 4- hydr oxy- phenyl ) -benzoi mi dazol - §¥T’EP2°07/055994

- pent anoi ¢ aci d i sopr opyl ant §&7 - 2- benzo [1 3]

. g‘%%x ,}LMLQ WE-2 gelﬂwer Laﬁ(ggfagh?lﬁm%wer—#@%g%@l rr%:yy Q(H

1pRer- 1R YG(AN) e ingatyaliphe6(Q) amielnwma%ﬂ%atzl abyll -N (

% 6- di net hyl - phenyl) 20 acet arni de, _
N-.di cycl ohety1-,2-

q) ﬁﬁlw@ﬂhﬁwdaq é‘-iﬁYilPalB@nli ofickia bephenvl) |

-acetam de, 2-cydohex- 3-enyl - N cydohexyl- 2- 2-

(2, 4'3d| mtbﬁppﬁuﬁﬁb%y&)inigeﬁmy off démol - 2, w}yelre]mR is Cy-10-alkyl,

t
(%%5’1&] %yﬁp‘@? %;%){% lﬂ‘gver ?Clmg’e‘i gyio)wer—gﬁ'gzc? lrz(%ﬁi?lz a}doalkyl lower-
atiyl, phema, phznsdxch@HéWJ dlmh@yldd@éﬁta}lsyl Hheteparyclyl or heterocyclyl-
l&geréla'lgﬂ Wg{elﬂé?.ﬁ(x HhRRESWH L DeneRY rﬁ‘dﬁ?&l@ lorolm)bhsiting of piperidinyl and

- acet N-di cycl ohexyl- 2-
26 moAPHFRHSEbxXy - pheny1) - 5, 6-di f | uor o- benzolni dal0l - 1-y
whereife efdurllde phnyiod heyricpdd xydinds offtnally substituted with. 1 to 3

I et hox .
s&és’&%?em Lagepegé rgf}]r sﬂ%&g % HIE[F]Q ?11011 E&e}ﬁsgtlﬁl{g} gff lg@ép‘lﬂk};li MJVLI’ a]kOXY,
lowerralloinyicdeonyl, rrmrplwh]nyl@dhﬁoanﬂ%m@hexyl acet ani de,
2, N-di cycl oheryl-2-- [2- (4-sul fanoyl -phenyl) -b enzo

'2m dalzolh cémp)shﬂldgaﬁeﬁuﬁ@tsanﬁwmgem shliQEdA R, is C; 1o-alkyl,
cycl.one

oo  GeTE M PR OB ARk o g e

iddcpeddenty sdemeddniybb ibwdr)allatet ami de, 35 4-{ [ 1 -

cycl opentyl - (cyclop entyl car banmoyl - net hyl ) ] 1Hb
enzoism dagg an i %Jigacc Sféﬂaulﬁﬂ h)i'wl%‘ééﬁlRl is 1,1,3,3-
or i |

hyd i
i¢ip o ﬁgmgﬂx@c etjEing) ?6? e@f&i “Phetdt ani de

hydrogen chl ori de 2- [ 2- (4-am no-phenyl) -b
enzoismi daleirrpﬂmydﬂacﬁorkimgltoan of@oi®4 | agethemio® ' is2- [ 2-

! | henyl which is
t§§ghf?%§%aégpé¥;1&h§p§%%P?§égél Jmeg%ﬂ;} I"to ?.halogen, or pheny!
sgmwm@%hsm?/lmmossgg4 - 134 - cycl ohexyl ani de

hydrogen chl ori de, 4-
[1-(%:-cycke Bhﬁﬁﬁﬁtmméfﬁimhewb{éremmb[syéi)ahirﬂkdpgrapeﬁi—yl 4,4-

udoel% %lyclghe&yl or 2b6e Hﬁl?eltﬁyl pcfll gylm:“t hyl ester,
8. Compounds according to any of claims 1 - 7, wherein R? is hydrogen.

9. Compounds according to any of claims 1 — 8, wherein R is lower-alkyl,
cycloalkyl, partially unsaturated cycloalkyl, phenyl, phenyl-lower-alkyl or heteroaryl,
wherein a heteroaryl is selected from the group consisting of pyridinyl and benzodioxolyl,
wherein a phenyl or heteroaryl group is optionally substituted with 1 to 3 substituents
independently selected from the group consisting of halogen, lower-alkyl, lower-alkoxy,
NH,, N(H,lower-alkyl) and N(lower-alkyl). -

10.  Compounds according to any of claims I — 9, wherein R’ is cycloalkyl,
phenyl, phenyl-lower-alkyl or pyridinyl.

il.  Compounds according to any of claims 1 — 10, wherein R’ is cyclopentyl,

cyclohexyl, phenyl, 3-phenyl-propyl or pyridin-2-yl.
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2, N-di cydohexyl- 2-[ 2- (4-di net hyl sul f anoyl - pheny1l) - ben
zoi m dazol -1-yl] -acetam de 5 hydrogen chlori de,

2, N-di cycl ohexy1-2- [ 2-

(3-sul fanmoyl - phenyl) - benzoi m dazol - 1-y1] - acet anmi de

wdnposmgen chl ori de, 2, N-di cycl ohexyl-2-{2- PCT/EP2007/0559%4

[3-(1Htetrazol -5-y1) - phenyF]128 -

-benzoi m dazol - 1-y1} - acet am de dr ogen hI or 10
2N oy c L omPRyIScL A AD Pk A O YEGTE AL oy k)
re@ ARIph mlphknyimnametsmlm&dhm&r Dg;emsubbth.wemtsimdependenﬂy

ohe I | - phenyl ben20|

ﬁﬁeﬁtﬁ‘ghf)x’id w‘%‘“—ééﬂ%’wﬂ‘h‘i}%?%%n c orlode Y-
2, N-di cycl ohexyl 2-[2-(4-[1,2,4]triazol-4- I-phen
benzd|3m d@pmpomngmw@dmgamhau@%rsheﬁwﬁogﬁew Hibgien

l%gk dohe ;yl -{2-[4-(1H pyrazol -4-yl) - phenyl ] - ben
Zol C?Z{'o [-1- y11 acet anm de hydrogen chloride,
2, N-di cycl oheryl- 2-
t hi adt agopoﬂlpﬁ? “%ﬁ‘gfﬁ)nggﬁgﬁé‘b?fﬁ%llﬁl 701> ‘?[heremR is

a) Yiklercagye sdetiadiefrdy dnogrenp chvsotinglef th@henyi, py"rrolyl 2-ox0-1,2-

FaPeIMARE qhfticlityi3nd i 3X@ofo- %oﬁll'dg R\@lzlc%"ﬂie'te?@érﬁqs
Qplﬁp@dfiibﬁ%?tp\d mﬁgﬁp 3?1;@%111?@15 ggpeeg(?enﬂy selected[ F?om the group -

C{,gsﬁtg{gr@wa_'gw - ben20| m dazol -1-y1l] -acetamd
REbR AR r?éf‘ﬁ%l%%é’f‘ BBy Rk ineR B ey
shbﬁﬁﬂnbﬁﬂd@eﬁddﬂb@hleﬁed/ fipm tR& gl zoisstiag pﬂhai@ehyhydroxy, NHa,
h?af S‘ﬁ& anlfﬁ h %EI' ﬂtﬁ%)gyt fodde %lkﬁl—carbonyl lowerwalkyl carbonyI -N(H),
RS M A DG e

1Bob Hed??%?ﬂé&ol?lsﬂﬁédi Q8edhz6lRl, eiazelel, tefrazolyl, 2-oxo-pyrrolidinyl;
q{rz cydoheryl-2 - net hoxycar bonyl - phenyl ) - benzo

m dazol - 1- acetyl am no 1 - piperidine- 1-carboxylic
G fiRd isstybpblkgsind R iygrlogbpl, Bhéaoralsdée panyl.
N-cycl ohexy1-2-[ 2-(2, 4-di met hoxy- phenyl) - benzoi m dazo

' -1- X{EJ 2(: BMhd@é‘c@&ﬁm 3 a{aygﬁ@mmchhmh&an Mg 1 -
| o exy - 0X0- r rotl.dln
K eigTopr Stk 1o S BRI BY Fiich Sl PosRRY S S eo-
ﬂiihyl argisfugrolinyt whgesin thivpdenylés optiotdlly substituted Wlth phenyl; or
b})%%ﬁi@ﬁf&’éd taBnlifl 0P ﬁggfagaﬁ{e}ahs REAR A RATOY bR

benzoi c acid
iedependenily sadestad Eomndhe greup 401{slsrmg of hydroxy-lower-a }H lower-alkoxy,
chvGéfCJu%JIL%%ﬂSbnﬁ“N vy, hﬁ?ﬂﬁﬁﬂflbﬁﬁé&az@lmt yl car banoy1) - et hyl

1H ben20| m dazol - 2-y11- benzoic acid nethyl est er
hydr hl ori d .
[ oyaShexyforseHaSsssySes A9 oy |Ica1r5b‘§%%g it ymethosy-
phenylHhapdnakeoi 2vyld adgtr@ymethyl- pbm'b ie(teamielyhet ynheeﬁt %Eumdazol- '
zt‘%%ﬁ&%{] 4941128{33‘1{180 phenyl, 5-phenyl-thiophen-2-yl, 2-0x0-1,2-dihydro-pyridin-

4-yl or quinolin-6-yl.

17.  Compounds according to any of claims 1 — 13, wherein R*is
a) heteroaryl selected from the group consisting of pyridinyl, pyrazolyl, isoxazolyl,
benzimidazolyl, furanyl, thiophernyl, indolyl, benzo[b}thiophenyl, benzothiazolyl,
benzofuranyl and quiﬁoxalinyl, which heteroaryl is optionally substituted with 1 to 2
substituents independently selected from the group consisting of halogen, CN, NH,,
N(lower-alkyl),, lower-atkyl, lower-alkoxy, fluoro-lower-alkyl and morpholinyl; or
b) unsubstituted naphthyl, or naphthyl or phenyl which is substituted with 1 to 3
substituents independently selected from the group consisting of carbamoyl, halogen,
lower-alkyl, fluoro-lower-alkyl, fluoro-lower-alkoxy, lower-alkenyl, N{lower-alkyl)s,
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WD 2008/ 000643PCT/ EP2007/ 055994 - 135 -
2-cydoheryl- 2-

[ 2-(2, 4-di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]
- N-net hyl - acet ami de hydrogen chloride, 2-

[ & -
WORMSRBSHY| ani no- phenyl ) FCT/EP2007/055994

-ben20|n1dazol-l-y1] 2, N-dlcyﬁohexyl acet am de, 2-

1{}@ lé %&ylié@{% %X%gy AR 8 Bﬁ@d%ﬂéﬁ R op%oﬂétiy sabRGte€ with 1
t$ & yeisahenis ]nc(eﬁezfdﬁtnﬂy bedarted Grqsn briggeaans Supreriowseeliyh |

- 1H- benzoi m dazol -2-y11- benzoic acid nethyl ester

hydr ggen é&lngéilhﬁﬁ 'ac&ﬁ‘&im% to claim 17, wherein R* is

N-cyclopenty hal en I-yI benzoi m dazol - 1-y1

)ﬁﬂﬁﬁﬁpﬂﬁQWW@éaiHﬂbﬂgﬁﬁ?hﬁﬁeut|calIy acceptabl e salts
b@ﬁﬂm@@hﬁkﬁu&h&ﬁﬁmﬁdmmhcmbaﬁ@yhﬁﬁnb@unds according to
any of clainms 1 - selected fromthe group 10

ConS|19c't | n%ﬁl%é %E&QH@EY& clgim 18 wherem R* is 5-chloro-thiophen-2-yl, 2-

(2,4-dinme nzoi mda 70l-1
anymxﬁﬂmpWﬂﬂGnﬁ(¥4y¢ %@éﬁ@ﬁYde hydrogen chl ori de,
N- cycl ohexyl- 2-cydopentyl- 2-

[ 2-(20.4- dCampbm@sap&mmg)e pensfalaimghz 89, wheygii] R, R®, R and R®
eREq]cPegyg Fr8 yd rlgg%eli :EQ lPP %hﬂg T gtﬁ/veﬁ-al or I(F]Vzeorl a%OXY’ZOOﬂR and R’
areyibund segeter defonzl aNp-ehiegper ﬁg;@@lczcar ocyc iC ring toget%er mth the

C&%gﬁgugﬂﬁﬂﬁkg%?POher3?£%¥&) benzoi mi dazol - 1-y1] - acet a

- [2-(4- hyd h | 411 1 drose
!acégémydrggr)l(l (rane I% giﬁytgeyaé\%é m %%ereaﬂx ik hydrogen.

[4-(1Htetrazol - 5- y1) phenyl] benzoi m dazol - L ace
tanm gz hyGongemdshicoriue to 26y & dNims by2l @a}h@ieylles ydrogen,

ﬂ%gn££”ﬁtﬂ m9thoxy phenyl ) - 5- met hyl - benzoi mi dazol - 1-yl
acetam de hydrogen chloride, 2, N—dicyclohexyl-z-

(2 okd- 1, SoPAYRASIERTAITEIN AT S UBE h2 8P PG R i hydrpeen

ﬂ@@ﬂi@ﬂmﬂﬁo 2-cycl ohexyl-2- [ 2-
(2, 4- di net hoxy- phenyl) - benzoi r ni dazol - 1-y1] - N—(2 6- di

met hgll ph?p%hg;unc?sca%&ﬁ'ﬂ]ng% a1%50f claims 1 - 23, wherein R® is hydrogen.

2- cydohex cycl opent

[ 2-(2,4-di_nmet hox phe benz z

_ acefani EompPoR §§gé°a?§° %%Fﬁ? Q%E%of%ﬂgﬁéhe$muP
colstingiofii dazol - yl] N (1,1, 3,3-tetranethyl -

2,N-dicyclohexyl-2-(2-phenyl- benzoumdazol 1-yl)-acetamide hydrogen chloride,
2-12-(4-chloro-phenyl)-benzoimidazol-1-yl] -4-methyl-pentanoic acid cyclohexylamm'le,
4-{1-[cyclohexyl-(4-morpholin-4-yl-phenylcarbamoyl)- -methyl]-1H-benzoimidazol-2-yl}-
benzoic acid methyl ester hydrochloride,
2,N-dicyclohexyl-2-[5,6-dichloro-2-(2,4-dimethoxy- -phenyl)- benzoumdazol 1-yl]-
acetarnide,
2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)- benzoumdazol l—yll -N-isopropyl-acetamide
hydrogen chloride,
2,N-dicyclohexyl-2-[2-(4-methoxy-phenyl)-benzoimidazol-1 -yi]-acetamide hydrogen
chloride, _ |
2,N-dicyclohexyl-2-{2-(3-methoxy-phenyl)-benzoimidazol-1 -yl}-acetamide hydrogen
chloride, ‘ |
2,N-dicyclohexyl-2- [2-(2-methoxy-phenyl}-benzoimidazol-1 -yl]-acetamide hydrogen
chloride,
2,N-dicyclohexyl-2-(2-naphthalen-1-yl-benzoimidazol- 1-y1)-acetamide hydrogen chloride,
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butyl) - acet am de,
2, N-di cycl oheryl-2-(2-qui nol i n-6-yl - benzoi m dazol - 1-y
1) - acet am de hydrogen chloride, 2-

-WO[Z (2, 4-di rnet hoxy- phenyl) - benzoi m dazol -

@BWQWI - pentanoi ¢ acid 30 cgcl ohexyl ani de¥ﬁ]§;@%ﬂ§g{p§5994
chloride, 2,Ndicycl oheryl 21 [ 4- _

1 m 1
ARG Al B bepeoy s pgesmidebyiosen
dilagide] ohexyl- 2-[ 2- (2, 4- di met hoxy- pheny1l) - benzoi mi dazo
ILT c}c’lMi'eltinZ—Pﬁw hnﬁ&ﬁ&}@%lﬁ%y@%@ﬁ%ﬁﬁaﬁmpﬂﬂ Q%heﬁﬁ%lﬁéamlde,

PF?YM%‘&&A Gi-AimPheT Py B woidaz I vk gy thg yrgpmide
wrepbewibrigcet am de, and pharmaceutical ly acceptable :

al g(?f'(ﬁfﬂgl-?g g%éml r emhenyli bemé)ilﬁlda%f r[pﬁg—g%&reg 1-1:irﬂ%i0namide

 hydmgpn ddegdest i ng of WO 2008/ 000643PCT/ EP2007/ 055994

c%c%cﬁﬁ 12 &@@Mﬁﬁ&ﬂ@i@lﬂ)h& Y (b@nib'ﬂﬁfﬂicﬂh -yt]-2-pyridin-2-yl-acetamide
ol ﬂ’g -acet am de, [1
SW‘EJ cycl ohexyl carb
W&n@tmwcpop&mbmma didimzihbdr2plydryl)-leandadael -1-H- ]-acetamide

h[yéroé o pyridin-2-yl)-benzoi m dazol - 1-yl ]
ot cy eI’1exy| acetam de, 2, N-D cydohe

2
4¢ - leydighexg-(aptdtyylpmbpyermethg) ) 1H- %@W#Cﬁ?‘?}azzﬂl[}‘bfﬂly’ﬁc acid
n],etﬁ 1aggt am de, 2, N-Di cycl ohexyl-2- [2- (5 :
21%?%;{;%1:;@%%1%( f %{aﬂl%ﬁ]@?\ (}ﬁg j&;ﬁgﬁnmlcgzgl— ll-)_fl}-_a&tlmide,

Rd(c}zd:]lommyr Dl 2 23 yHipphanzgi- phdm/)ﬂbemzqim}dazdcbﬂémcmide,
Zé\_l %%Cﬁ‘g%lﬂ‘%‘?' £OI(5 fhinyl ﬂuogh?\nl_ 2 yg berl ol-1-y1] —acetémlde,
32 le@mldm@@ﬂcar}éamer ametiy yﬁlfé@ﬁwuﬁf@a@& ¥li-byazpic acid
i) aide, 10 2-
2|\j_%o(%§1y§r no;{;%;:;ééég;hl i g‘lgl}{}]ﬂ —_4—me y) mpen %1Oc| acid é{rjlohexylamﬂe,
2f6- (@kﬂydfcﬁq:ﬁxeﬂaérkphélﬂd)@b@h’emgadz)zobéwﬂﬁ-meday@bntamyt peid |

‘ ohexyl acetam de, 2- [2- (4-Chloro-phenyl)
ol ayd

1);]}/ benzoi m dazol -
- 3t

29[2y(1H-ind ylds}a@pm zo]aé &gyl pentanoic acid cyclohexylamide,

- ol@.- (@Pﬂ Vel X l()do'eﬁﬁblﬁﬁ&kzlahﬂ}*y]lﬁb nﬁﬂfyl pﬁftmﬁ@&ﬂ@tﬁﬂcdﬁiﬂﬂmlde,

21[§)él IrMpfmpgﬁr&F) grngx idézoqcl l??énej.hyl &)enta{jﬂlc acid clohfix'jflamﬂe,
2-dyclehexyl-# weﬂmeﬂmm@aaaﬂ)amraem@@pl 2yl]p- ((IE) 1 pﬁ/en}’l ethyl)-

or o- phenyl ) -benzoi m dazol - 1 y1]
a&g rﬁAE cycl ohexyl - acet am de,. 2-

20byleydplstyi2-636+-Srdseyrwaivsl- By bﬁ%%qm%ﬂaﬂ Bll -acetamide,

- NeBZhek A 22[0 122 dinjethMyrtichyl) Denaaniddenl -1 -yl}-4-phenyl-butyramide,

2-[2-(3-cyano-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-dicyclohexyl-2-{2-{4-(1TI-tetrazol-5-yl)-phenyl] -benzoimidazol-1-yl}-acetamide
hydrogen chloride,
3-[1-(benzylcarbamoyl-cyclopentyl-methyl)-1H-benzoimidazol-2-yl}-benzoic acid methyl
ester,
2-[2-(2,4- dlmethoxy -pheényl)-benzoimidazol-1-yl]-hexanoic acid cyclohexylamlde,
2,N-dicyclohexyl-2-[2-(3-methanesulfonyl-phenyl)-benzoimidazol-1-yl]-acetamide
hydrogen chloride,
N-benzyl-2-cyclohexyl-2-[2-(2,4- chrnethoxy -phenyl)-benzoimidazol-1-yl]-acetamide,
2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-y1]-N-(1-methyl-butyl)-

acetamide,
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2 [2 (24dinstprympileny

2, N-Di cycl ohexyl -2- (2-furan-3-yl-Db

enzoi m dazol - 1-yl)-acetam de, 20 2, N Di cycl ohexyl
-2- [2- (3 -nethyl-furan-2-y1l) -benzoim dnzol-1-yl]
-acetam de, 2, N-Dicycl ohexyl -2- [2
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ai@t%“] & 2, N-di cycl ohexyl acet ami de, 2- [2-
‘é’ti@mﬂ@’[ -OF-plRRDYhiyl- 25252,§Fdﬂﬂﬂﬁmﬂy-bhw@rbﬂndmﬁazml y1yl]-acetamide,
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cyclohexylamide hydrogen chloride,

2,N-dicyclohexyl-2-{2-[4-( II—I-imidazol—Z—yl) -phenyl]-benzoimidazol-1-yl}-acetamide
hydrogen chloride,

N-cyclohexyl-2-[2-(2,4~ dnnethoxy -phenyl)-benzoimidazol-1-yl]-2-phenyl-acetamide
hydrogen chloride, and
2-[2-(4-Acetylamino-phenyl)-benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide,

and pharmaceutically acceptable salts and esters thereof.

27.  Compounds according to any of claims 1 - 24, selected from the group

consisting of



20 acetam de, 2- [2- (4 -Chloro-phenyl)

- benzoi m dazol - 1

-y1] - 2-cycl ohexyl - N- cycl opr opyl - acet ami de,
2, N-Di cycl ohexyl-2- [2- (6 -norpholin-4

_ WQ%WS’W“F‘dl n- 3-y1) - benzoi ni dazol 1 -yl] - acePSMEFHO7/053994

10

15

25

(S)-2

2(}1,51?1%%;%?(-@ {%é{?ﬁe gef)z g g’k’iyb ,(}ge%gudcyd ohexyl -

.S ﬁ)—é@]ﬁl‘éh@qﬂ—)t?dl@i’ft&ﬂyélrb&noﬂ -rRethyl)-1H- benzoumdazol 2-yl] benzaxmde,
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F}@ gﬁé@fﬁ%ﬁ?ﬁ%ﬁ%@ﬁ@ﬂh}rg{ -acetamide,
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2 I\YI Dicyclohexyl-2- fzy ?3 4- Sj_methyi phenyl)-benzoimidazol-1-yl]-acetamide,

2N- Dicyclohexyl-2-[2-(4-ethyl-phenyl)-benzoimidazol-1-yl] -acetamide,

2,N-Dicyclohexyl-2-[2-(2,4-dimethyl-phenyl)-benzoimidazol-1-yl] -acetarnide,
2,N-Dicyclohexyl-2-[2-(2-ethyl-phenyl)-benzoimidazol-1-yl] -acetamide,

~ 2,N-Dicyclohexyl-2-[2-(4-fluoro-3-methyl-phenyl) benzonmdazol—l -yl]-acetamide,

[

[

[
2,N-Dicyclohexyl-2-[2-(3-fluoro-4-methyl-phenyl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(2,6-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(3,5-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(2,5-difluoro-phenyl)-benzoimidazol-1-yl}-acetamide,
2,N-Dicyclohexyl-2-[ 2-(3,4-difluoro-phenyl)-benzoimidazol-1-yl]-acetamnide,
2,N'—Dicyclohexyl 2-[2-{2,3-diftuoro-phenyl)-benzoimidazol-1-yl]-acetamide,
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- %rc%ﬂhéxﬂ 2(@ Cristhgrphansty-BeplBrsoBailas didkagtamide
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b i Iilyl}-2, )
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- [2- (4-Chloro-3-methyl-phenyl)-benzoimidazol-1-yl}-2,N-dicyclohexyl-acetamide,
2-[2- (3—Chloro—Z—méthyl—phenyl) -benzoimidazol-1-y1]-2,N-dicyclohexyl-acetamide,
2-[2-(4-Chloro-3-fluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2-[2-(3-Chloro-4-fluoro-phenyl)-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,
2,N-Dicycdohexyl-2-[2-(5-methyl-1H-indol-2-yl) -benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-{2,3,4-trifluo ro-phenyl)-benzoimidazol-1-ylf-acetamide,
2,N-Dicyclohexyl-2-[2-(2,4,5-trifluoro-phenyl) -benzoimidazol- 1-ylj-acetamide,

| 2-(2-Benzo[b]thiophen-2-yl-benzoimidazol-1-yl) -Z,N—dicyclohexyl-aéeiamide,

2,N-Dicyclohexyl-2-[2-{5-fluoro-1 H-indol-2-yl)-benzoimidazol-1-yl]-acetamide,
2-(2-Benzothiazol-6-yl-benzoimidazol-1-y1)-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2 -(4—isopr0poxy—phenyl)-benzoi.midazol-l—y;l]-acetamide,
2,N-Dicyclohexyl-2-[2-(3,4-dimethoxy-phenyl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(2,5-dimethoxy-phenyl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(2-difluoromethoxy-phenyl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(4-difluoromethoxy-phenyl) -benzoimidazol- 1-yl}-acetamide,
|
{

. 2,N-Dicyclohexyl-2-[2-(3-difluoromethoxy-phenyl)-benzoimidazol- 1-y1] -acetammide,

2,N-Dicyclohexyl-2-{2- (4-trifluoromethyl-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-{2- (3,4-dichloro-phenyl)-benzoimidazol-1-yl]-acetamide,

2- [2-(4—Bromo—phenyl)—benioimidazol— 1-y1]-2,N-dicyclohexyl-acetamide,
2,N-Dicycdohexyl-2-[2-(6-methoxy-naphthalen-2-yl) -benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2- [2-(3-trifluoromethoxy-phenyl)-benzoimidazol-1-ylJ-acetamide, -
2,N-Dicyclohexyl-2-{2-(7-ethoxy-benzofuran-2-yl)-benzoimidazol-1-yl]-acetamide,



i0

15

20

25

2-

[ 6- Chl or o- 2- (4- chl or o- phenyl) - 5-fl uor o- benzoi m dazol -
1-y1]-2-cycl ohexyl - N-

(tetrahydro-pyran-4-yl)-acetam de,

WO 20808y cl ohexyl-2- [2- (3-dimethylam no- pﬁgﬁw 0071055994
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2{(a-(Tibre-phéifymro shemiichzaitidarli 7 - dogehont-agrigmide

280 J:lblgéxyf-Qqﬁf(@kﬁi&flliilﬁjﬂoqfhenﬂ(ﬂbémhridaaddt—)é}f'p\@éqmige,
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G e e o
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r -
: 2,N—Dicycloﬁexyl-2—[g—(2-phen0xy—phenyl)~benzoimidazol—1 -yl]-acetarnide,

2,N-Dicyclohexyl-2-[2-(3 -phenoxy-phenyl) -benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-{2-{2-(1,1 2,2-tetrafluoro-ethoxy)-phenyl}-benzoimidazol-1 -yi}-
acetainide,

Z,N—Dicyclohexyl—Z—{Z— [3-(1,1 ,2,2-tetrafluoro-ethoxy) -phenyl] _benzoimidazol-1 -yli-
acetamide, ' : | '

2 N-Dicyclohexyl-2-{2-[4-(1,1,2,2-tetrafluoro-ethoxy)-phenyl] -benzoimidazol-1-yl}-
acetamide,

2,N-Dicyclohexyl-2-[2-(4' -trifluoromethyl-biphenyl-4-yl)-benzoimidazol-1 -yl]-acetamide,
2,N-Dicyclohexyl-2-[2- (3',4'-dichloro—biphehyl—4—yl) “benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(2,4-dichloro-5- sulfamoyl-phenyl)-benzoimidazol-1-y1] -acetamide,
(S)-2-{6-Chloro-2-(4-chloro-phenyl) _5-fluoro-benzoimidazol-1-yl}-2,N-dicyclohexyl-
acetamide,

2,N-Dicyclohexyl-2-( 2-pyridin-2-yl-benzoimidazol-1 -yl)-acetamide,

2 N-Dicyclohexyl-2-{2-(6-methyl-pyridin-3 -yl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(3 “methyl-pyridin-2-yl)-benzoimidazol-1-yl] -acetamide,
2,N-Dicyclohexyl-2-[2-(6-methyl-pyridin-2 -yl)-benzoimidazol-1-yl}-acctamide,
2-{2-(2-Amino-pyridin-3-yl) -benzoimidazol-1-yl;- 2,N-dicyclohexyl-acetamide,
2-[2-(6-Cyano-pyridin-3-yl) _benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicydohexyl-2-[2-(2-methoxy-pyridin-3 -y1)-benzoimidazol-1-yl]-acetamide,
2-[2-(2-Chloro-6-methyl-pyridin-3 -yl) -benzoimidazol-1-yl] -2, N-dicyclohexyl-acetamide,
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2-[2-(4- Chloro phenyl)-benzoimidazol-1-yl]-N- cyclohexyl -2-(4-difluoromethoxy-
phenyl)-acetamide,

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl}-N- cyclohexyl -2-(2,5-difluoro- phenyl)
acetamnide, ,

2-[2-(4-Chloro-phenyl)-benzoimidazol-1 yl] ~cyclohexyl-2-(2-fluoro-5-methoxy-
phenyl)-acetamide,

(S)-2-[2-(5-Chloro-2-fluoro-phenyl)-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,
(S)—Z,N—Dicyclohexyl—Z—[2—(2,3.—dimet_hoxy—phenyl)—benzoimidazol—1-y1] —acetamide,
(5)-2- [2—(3-Chloro-4—methoxy—phenyl)—benzoimidazoL 1-v1] -2, N-dicyclohexyl-acetamide,
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phenyl)-acetamide,
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2,N-Dicyclohexyl-2-[2-(2,3-dimethoxy-phenyl)-6-fluoro- benzoimidazol-1-yl]-acetamide,
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o it 9950 PR ok R TR cllRRAGH P Ttk 2

24 [3-(@HT po-plivanh) Dengoimidarek |-yH @fsrs dheay 2of tetralyydyo- pyran- -4-yD)-
G¥alehexyl - N-cyclop entyl - acetam de, 2- [2-
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2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2- cyclohexyl- N—cyclopropyl-acetam1de,
2,N-Dicyclohexyl-2-{2-(6- morphohn -4 yl-pyridin-3-yl)-benzoirnidazol-1-yl]-acetamide,
(8)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl] -2-cyclohexy'l-N-(tetrahydro—pyran—&yl)—

acetamide,

(8) —2,NﬁDicyclohexyl-2;'[ 2-(4—methanesuifonyl—phenyl) -benzoimidazol-1 -yl]-acetamide,
(8)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl] -2-cyclohexyl-N-cyclopropyl-acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide, ?
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-N-cyclohexyl-2-(tetrahydro-pyran-4-yl)-
acetamide, :
(8)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl] -N- cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide, :
(8)-2-[2-(4-Chloro-phenyl)-5,6- d1ﬂuoro—ben201m1dazol 1-y1]-2,N-dicyclohexyl-

acetamide,
(8)-2-[2-(5-Chloro- thlophen -2-yl)-benzoimidazol-1-yl]-2,N- dicyclohexyl-acetamide,

~ (8)-2,N-Dicyclohexyl-2-[2-(2,3-difluoro-phenyl)-6-fluoro- benzoimidazol-1-yl]-acetamide,

2- [6-Chloro-2-{4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-
cyclopentyl-acetamide,
(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl] -heptanoic acid
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2- Cydobut yl - N-cycl ohexyl-2- [2-

(3, 4-di chl or o- phenyl) - 6- met hoxy- benzoi m dazol - 1-y11-
acetam de, 2- [2- (5 -Chloro-thiophen-2-y1)

- 6- met hoxy- benzoi m dazol - 1-y11- 2- cycl ohexyl -

WOQPEI09saht y| - acet ami de, 25 2- b‘h— (6- Chl or o- B??’Fﬁ%‘}ﬂ"/@s”“
1

-y1) - 6- net hox-y- benzoi rni daz -yl ]
-2, N-di cydohexyl - acetam de, 2- [2-
cpdolepylgmicpheny 1) - 6- net hoxy- benzoi ni dazol -

sy 6%&@&@@@1@&;&&@@@06pfhmgfmenmmdamldeyl] -cyclohexyl-2-
| or o-
' &'ﬁ%éeﬁ@’? % Hié - met hoxy- benzoi mj dazol -

%decﬁntwphen:ib Eiadmrgrhe@@quap?pld—a gexyl acetam1de,
z[@ R%la%ﬂéaﬁ gyc((ﬁlegcﬁi:efﬂ)éig&ﬂﬁﬁétw S,IG}’dlﬂﬁbrﬂ 131 Wazoheidazml-myl]-
acet am de -

benzancist @ﬁthﬁ Sten- 2- y1) 7_
2 I@ﬁ@kﬂﬁéﬁdh&ﬁ@dlﬂudﬂ}zbbyﬂdiwq yl- cgjmi@;g&- LD 1gcetamide,
d _Ageha 1]-2.N-dicyclohexyl-
SR BREI D Ay o b Py
_ae&tgmid@but yt-N cycl ohexyl acet am de, and
ZB%QZ'HI:)RJ"?)( To%eﬁ})ilfckr&&@éﬁfr ¥arb2mofl 2Aéh{l)-8-frode pHebrzyimidazol-2-
azol -

ol.md 1-y1l]- acetam de, and
YHh%nﬁ%‘Eéﬂ%F%‘%‘H{ﬁs Yeceptabl e salts and esters thereof .

MVB-CR08/-SIRGAR PCTHERZDYIZbOB6@8dazol-144)-2,N-dicyclohexyl- -acetamide,

~ 2-(6-Chloro-5-fluoro-2-pyridin-3-yl-benzoimidazol-1-y1)-2 N-dicyclohexyl-acetamide,

2-(6-Chloro-5-fluoro-2-pyridin-4-yl-benzoimidazol-1-y1)-2,N-dicyclohexyl-acetamide,
- [6~Chloro—2-(3—chloro—thi0phen-2-yl)—5—ﬂuoro—benzoimidazol- 1-y1]-2,N-dicyclohexyl-

acetamide, :
2-[6-Chloro-2-(5-chloro-thiophen-2-yl)-5- ﬂuoro—benzoumdazol 1-v1]-2,N-dicyclohexyl-

acetamide,

- (8)-2-{6-Chloro-2-(4-chloro-phenyl)-5- ﬂuoro-benzmmldazol 1-yl]-3-ethyl- pentanmc

acid cyclohexylamide,
2-[6- Ch10r0-5 fluoro-2-(4-fluoro- phenyl) -benzoimidazol-1-y1]-2,N-dicyclohexyi-

acetamide,
2-72-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl- N—(l -isopropyl-2-methyl-
propyl)-acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-b enzoimidazol-1-yl]-2-cyclohexyl-N-
cyclopentyl-acetamide,
2-12-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl] -N-cyclohexyl-2-(tetrahydro-
pyran-4-yl)-acetamide,
(8)-2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yi] -2,N-dicyclohexyl-acetamide,
2-[2-(4- Chlor0~phenyl)—5,6-diﬂuoro-benzoimidazol—l—yl]—2—cyclohexy1—N—(tetrahydro—
pyran-4-yl)-acetamide,
2-[6-Chloro-2-(4-chloro- phenyl) -5-fluoro-benzoimidazol-1-yl]-2-cyclohexyl-N-
(tetrahydro-pyran-4-yl)-acetamide,
2,N-Dicyclohexyl-2-[2-(3~ dimethylamino-phenyl)-5,6-difluoro-benzoimidazol-1-y1] -
acetamide,
2 N—Dicyclohexyl-Z—[2-(3-di_methylamino—phenyl)-6—ﬂu0r0—benzoimidazol— 1-yl]-
acetarmde,

2-[2-{4-Chloro-phenyl)-5,6- dlﬂuoro-benzmmldazol 1-yl}- 2- cyclohexyl-N- (1 -isopropyl-2-
methyl-propyl)-acetamide,
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28. Conpounds-according to any of clains 1 - 24,
sel ected fromthe group consisting of 2-El

- (Cycl ohexyl - cycl ohexyl car banoyl - et hyl ) -

1H benzoi m dazol - 2-yl | -benzam de,

wo(8)s/@od Di cycl ohexyl-2- [242,4 : PCT/EP2007/055994

- di net hoxy- pheny1) - benzoi mi db#2ol -1 -yl.] -acetanide, 5
(S)-2- 4- Chl or o- hem4) ben20| zol -

2 - @Jnldrcc%'éﬁhlexwh t%ﬂil@if@ ey glazaizl‘ 1154 tohexyl N-(1-

bt -erﬁeﬁﬁegwﬂﬂ) hensgidei dazol - -yl ]

2[% 4 S Elbe“ﬁiﬁgé/ %ﬁ%ﬁ%k@%ﬂ A fﬁ‘ fR-diGclohexyl-acetamide,

2- S @yChlotve plyehy -3 g diftuiofd- b@mmﬂwl-lﬂﬁe%yrdlcydohexyl acetamide,
t 1 13AZ0C - -l1ICyClonexyl-
(?gf g'&ﬁgo st &§)z-§%ﬁ%{&8*1§fé¥ﬁ) Benzoimidazol-1-yil- 2N diey lohe

OXy enyl)-benzol m dazol - 1-y
a@?tﬁ@tdqyl pheny1) - acet am de, (S) - 2-

(E)Zz([él th%r@‘p!h@ﬁﬁﬂjb degngei e etmalazdl- 1) -N-cyclohexyl-2-
dd fl uoro- cycl ohexyl)-acet am de,

feér rBrPéfTa? %%g’ﬁf% ¥ pheny1) - 5- f | uor o- benzoi ni dazol -
ARyt ciNoy phaligririudo-beBzoimidazol-1-yi]-N-cyclohexyl-2- (tetrahydro pyran-

4(3@6%%%%0 pyran-4-yl)-acetanide, (S) -2- [2-

2_ 2- @Q_@h?lrg;t;g@gﬁ%egaé@tbi@ﬁ;é}gg aé%ly m@ljj?\lz clo]hex%—g-(tetrahydro -pyran-

4L GhkRhige,2- (4-chl oro- phenyl) 5-f | uor o- benzoi m dazol -

he tano CI d cl.o I _
18 @h@ap L b S T S R
2hpt)-heetadnidyicl ohexyl - N- 20

2y [%e"&l@@%%? 5 5?“%@?“4’9’”'59 e ey

(tez-a dxpﬂmno%rélrwﬂa tami de, (S)-2, N-Di cycl ohexyl- 2-
E)Gzt\i Dwaogagzﬁzr@eiﬂwfo-mmmgm-ﬁmyﬂm mnmnmmm-nyu

acet am de, ( S)
%eialaﬁi%ro pheny1) -5, 6-di fl uo
(B p242462- @hivrd grhehyl}-3 6wlﬂu@ycbe@h@muolzsylé@éﬂ élmva‘@hevl-

a§%§1rf1gd; o[ 2he$14 I 0- benzoi z
(&kyr[2-44- héq:q)) php@}r ghé}l&t benzoumdg}'cocﬁ— (H Nlcy\élollexyl Sy(%etraﬂydro
pyran-4-yl)-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1- yi]-N- cyclohexyl -2-{tetrahydro-
pyran-4-yl)-acetamide,
(§)-2-[2-(4-Chloro-phenyl}-6-fluoro-benzoimidazol- 1-y1]-N-cyclohexyl-2-(R)-tetrahydro-
pyran-2-yl-acetamide, ’
(§)-2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-(5)-tetrahydro-
pyran-2-yl-acetamide,
2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl}-N-cyclohexyl-2-(tetrahydro-pyran-
2-yl)-acetamide,
2,N-Dicyclohexyl-2-[2-(3,4-dichloro-phenyl) -6-methoxy-benzoimidazol-1-yl]-acetamide,
2-[2-(4-Chloro-phenyl) -6-methoxy-benzoimidazol-1-yl] -2,N-dicyclohexyl-acetamide,
2-[2-(5-Chloro-thiophen-2-yl)-6-methoxy-benzoimidazol-1-yl}-2,N-dicyclohexyl-
acetarmde,

-[2-(3-Chloro-4-methoxy- phenyl) 6~-methoxy-benzoimidazol- l—yl] -2,N-dicyclohexyl-
acetam1de,
2- [2n(4—Chloro-3—ﬂuoro—phenyl)-6—méﬂloxy~benzoimidazol—1~y1} -2,N-dicyclohexyl-
acetamide,
2-Cyclohexyl-N-cyclopentyl-2-[2-(3,4-dichloro-phenyl}) -6-methoxy-benzoimidazol-1-vl]-
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pyran-2 -yl -acetam de,

(S)-2-[2-(4-Chl oro-phenyl)-6-fluo

0- benzoi m dazOl - 1-yl ] - N-cycl ohexy1l-2-(S)-tetrahydro-
pyran-2-yl -acetam de, and 30 2- [2- (4-Chloro-phenyl)

woO Hedidooemso- benzoi mi dazol - | -yl] -N cycl ohexy PCREP2007/055994

(tetrahydro -pyran- 2-yl) -adéiam de, and
pharmaceutically acceptable salts and esters thereof
ggamplepr ocess for the manufacture of .conpounds of
t@tyalhacl-b)cy@spdefiined(3 ndehsr@bhaly srnethoxy-B8nzonhldatnl-1-yl] -
pro%fffs conprises cyclisation of a conpound of

(1) - 145 - wherein R, R2, P.3, R4, R5,
2-B-(412hraphberRB) - _emetasy dehiomilazel- laply- 2efyclohenyhiy- GIYCIOPGHWI-
Y arni 30. Pharnmaceuti cal conposi tions

co rléln ound accor di of..5 cl al )
@h@r%pbﬁa})ggevﬂtqwéaew t]aglﬁ] 2% élf%ffle‘:’* @F@Pﬁ@
ﬁd;m ntyI -2-[2-(3 aldlc}mw@wmg-samembdy Behzoimidmyl 0fyl]-acetamnide,

R N T wggpenot

acétamie, 1 - 28 for use as-therapeutic active

S14PgL dDEE SREY DeARIRIa, A CANYL F6bh &yl -N-
Ztst’é %t?r@%?ég |ﬁ(§:?ﬁe ed |1 pi o)lilyar?d 10 gﬁol eggler%? Sk
dreopansyl-agetamidep) - chol esterol, high triglycerides, |ow
2HQL(30delbﬁﬁtmﬁahqupﬁelnmp4@mmhaxy-aemwﬂménqﬂ] 2-cyclohexyl-N-
di se%%ﬁ ql abetes, non-insulin dependent diabetes -
FEPPOT @ AR%hol i ¢ syndrone, chol esterol gal | stone
chéhegsmhemﬂa-Lést%ﬁmqbfphbnﬂkﬁsn@hom@nrwmdmbWHa@gétgmlde,
2022 (?h@ﬂﬂ%% ﬁ&l 1)@@%%'&% MenzdrAHa861. 1-y11- 21&7@101‘16):)(1 N-cyclopentyl-

r ol nte cancefr, osteopor os! s, peripheral

. aé‘%f%mlikt ve d| sease |schem c stroke, Parkinson's

izs@asiElonnd/madth Myzplanni6-setiospbaeoiidazihd -l ¥-gtlohexyl- 2-

ds acc rding to any of clains 1 - 28 for the
%ﬁgﬁegﬁgu%?% * medi canents for the therapeut| ¢ and/ or

2pieHgihlant-thioptensd-w6t methoknberuaieidazal Pl -Nrrgclohexyl-2-
cyclopentyl-acetamide,
2-Cyclobutyl-N-cyclohexyl-2-[2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yi] -

acetamide,

2-[2-(5-Chloro-thiophen-2-yl)-6- methoxy—benzo1m1dazoln -yl}-2-cyclohexyl-N-
cyclopentyl-acetamide,
2-[2-(6-Chloro-pyridin-3-yl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-

acetamide,

- 2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yt]-N-cyclohexyl-2-cyclopentyl-

acetam1de,

2-[2-(3-Chloro-4-methoxy-phenyl)- -6- methoxy~benzom:11dazol 1-yl]-2,N-dicyclopentyl-
acetamide,
2,N-Dicyclohexyl-2-[6-methoxy-2-(6-trifluoromethyl-pyridin-3-yl}-benzoimidazol-1-yl] -
acetamide,

2-[2-(5-Chloro-thiophen-2-yl)-6-methoxy-benzoimidazol-1- yl] -2-cyclobutyl-N-

cyclohexvl-acetamide, |
2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2-cyclobutyl-N-cyclohexyl-

- acetamide, and

N-Cyclohexyl-2-cyclopentyl-2-[2-(4-fluoro-phenyl)-6-methoxy-benzoimidazol-1-yl] -
acetamide, 7
and pharmaceutically acceptable salts and esters thereof.
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"5 chol esterol |evels, high LDL-chol esterol, high

triglycerides, |ow HDL-cholesterol, dyslipidem a,
at herosclerotic disease, diabetes, non-insulin
dependent di abetes nellitus, net abol i ¢ syndy

woehie&Hér ol gal | st one” di sease, chol est asi S/g(fﬂﬁ%zgfrgosssm

of the liver, diseases of chb4 sterol absor pti on,

cancer, gastroin ti
per | 6§rer f-oeg ??ag@lr%?xg égan g cla s me%f) ge{le%’?égsfrom the group

c?%?ﬁh@@@ﬂls di sease and/ or Alzhelner s disease. 10
2-[1-(Cyclohexyl-cyclohexylcarbamoyl-methyl)- L H-benzoimidazol-2 -yl}j-benzamide,
(S)-2,N-Dicyclohexyl-2-[2-(2,4- di.tﬁethoxy—phenyl) -benzoimidazol-1-yl]-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]- 2N—d1cyclohexyl acetamlde,
(5)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-4- methyl- pentanmc acid
cyclohexylamide,

2-[2-{4-Chloro-phenyl}-benzoimidazol-1-yl}] -N-cyclohexyl-2-(4-trifluoromethyl-phenyl)-
acetamide, ‘
(S)-2- Cyclohexyl 2-[2-(2,4-dimethoxy- phenyl) -benzoimidazol-1-yl]-N-(2,6- dunethyl—
phenyl) -acetamide, -
($)-2-[2-(4-Chloro-phenyl)-benzoimidazol- l-yl] -2-cyclohexyl-N-(4,4- dlﬂuoro—
cyclohexyl)-acetamide,

- (§)-2- [6—Chloro-—'2—(4-chlo'ro—phenyl)-5-—ﬂu0ro~benzoimidazol— 1-y1]-N-cyclohexyl-2-

(tétrahydro-pyran-4-yl}-acetamide,
(§)-2-[2-(5-Chloro-thiophen-2-yl) -benzoimidazol-1-y]-2,N-dicyclohexyl-acetamide,
(8)-2- [6-Chloro-2- (4-chloro-phenyl)-5-fluore-benzoimidazol-1 -yi]-heptanoic acid
C}}clohexylamide, | ~
2-{6-Chloro-2- (4'chloro—phenyl)—S—ﬂuoro—bénzoimidazol—l-yl]—2—cyc10hexyl-N—
(tetrahydro-pyran-4-yl)-acetamide,

2-[2-(3-Chloro-phenyl)-5,6-difluoro- benzoumdazol-l -y1]-2,N-dicyclohexyl-acetamide,
($)-2,N-Dicyclohexyl-2-[6-fluoro-2-(3-methyl-thiophen- -2-yl)-benzoimidazol-1-yl]-

-acetamide,

(S)-2-[2-(2- Chloro-phenyl)—5,6—diﬂu0ro—benzoimidazol-l—yll -Z,N—dicyclohexyl;
acetamide,

(S)-2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1 -yl]-N-cyclohexyl- 2-(R)- tetrahydro-
pyran-2-yl-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-6-fluoto-benzoimidazol-1-yi]-N-cyclohexyl-2- (S)-tetrahydro-
pyran-2-yl-acetamide, and .
2—[27(4-Chloro-ph¢nyl)—5—ﬂuoro-benzoimidazol—l—yl}-N-cydohexyl—2-(tetrahydro—pyran—
2-yl)-acetamide,

and pharmaceutically acceptable salts and esters thereof.

29. A process for the manufacture of compounds of formula (T) as defined in

any of claims 1 — 28, which process comprises cyclisation of a compound of formula (II)
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wherein R*, R, R’ R* R®, RS R’ and R? are as defined in any of claims 1 - 28.

30. Pharmaceutical compositions comprising a compound according to any of

claims 1 - 28 and a pharmaceutically aceeptable carrier and/or adjuvant.

31.  Compounds according to any of claims 1 - 28 for use as therapeutic active

substances.

32.  Compounds according to any of claims 1 - 28 for use as t11erapéuﬁc active
substances for the therapeutic and/or prophylactic treatment of incrcased Iipid and
cholesterol levels, high LDL-cholesterol, high triglycerides, low HDL-cholesterol,
dyslipidemia, atherosclerotic disease, diabetes, non—insulin.de:pendent diabetes mellifus,

metabolic syndrome, cholesterol gallstone disease, cholestasis/fibrosis of the liver, diseases

of cholesterol absorption, cancer,
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gastrointestinal cancer, osteoporosis, peripheral occlusive disease, ischemic stroke,

Parkinson’s disease and/or Alzheimer’s disease.

33. The use of compounds according to any of claims 1 - 28 for the preparation

of medicaments for the therapeutic and/or prophylactic treatment of increased lipid and

~ cholesterol levels, high LDL-cholesterol, high triglycerides, low HD1-cholesterol,

dyslipidemia, atherosclerotic discase, diabetes, non-insulin dependent diabetes mellitus,
metabolic syndrome, cholesterol gallstone disease, cholestasis/fibrosis of the liver, diseases
of cholesterol absorption, cancer, gastrointestinal cancer, osteoporosis, peripheral

occlusive disease, ischemic stroke, Parkinson’s disease and/or Alzheimer’s disease.

Rk



