WD 2008/ 000643 PCT/ EP2007/ 055994 -1 BENZI M DAZOLE
DERI VATI VES, METHOD FOR THE PRODUCTI ON THEREOF, THEI R

wQBsABHEXR  AGONI STS AND PHARMACEUTI CAL PREPAPAITELRB7/055994

CONTAI NI NG THE SAME The invention is concerned with
novel benzinidazol e derivatives of the formula (1) Rl
NR2 ORPRE RFN I /R4Rs N 5 wherein R is

Cl io-al kyl, |ower-al koxy-Iower-al kyl,

BENZIM%BL@'D‘EQWAT‘%@E?O@lﬁjl'iclno}f‘@l{ 18k kﬂﬁogugﬁoﬁyﬁl%fylmiam USE AS FXR

acon1 Y€ WA dikmd B E el K
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YEpar@fMns Edth1NQMeLaA
di -aryl -1 ower-al kyl, heteroaryl,

het er oaryl - | ower - aIkyI heterocyclyl or
heterocyclyl-lomer-alkyl, wherein a cycl oal kyl, aryl,
heteroaryl or heterocyclyl group is optionally
substituted with 1 to 3 substituents independently

sel ectlbelinvenien eopgeougs wighsped bﬁ@}ll@fdak@v\/éf:mvaawmf the formula (T)
| ower - al koxy, | ower-al koxy-carbonyl, norpholinyl,
fornyl am no, hal ogen, 10 hydrrxy, fluoro | ower - aIkyI,
fluoro-1 ower-al koxy, |ower-alkylYcagbonyl -N(I ower

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

| ower - al kyl ), N(Iower- alkylg@ car boxy, carbanoyl,
N(H, lower- alkyl) C (0) ard N(I rR?al kyl )2C(O; R2

i s hydrogen or | ower gdl kyl RB s | ower - al kyl

cycl oal kyl, partially ungs c¥gloalkyl, aryl ,
aryl -1 ower-al kyl, 15 he| .ryL/
het er oaryl -1 ower - al k et ocyll cl yl ol

het erocycl yl -1 ower - a yI, erein an aryl, heteroaryl
or heterocyclyl group is dptionally substituted with 1
to 3 substituents independently selected fromthe
ahLouR, consi sting of hal ogen, |ower- alkyl,

Fower - al koxy, | ower-al koxy-carbonyl, hydroxy,
fluoro-1lower-al kyl, fluoro- | ower- alkoxy, NH2, N(H,

Rower isdikyhlkyl, Mvreswbirosldoydryatkyli lowerr-allbiy tareerybdevydr-adioyl,
N( | om@fdcﬁmﬁ/l %'GIOE{IMBW@J zm(%l é:r%( Ql‘?lm/dwel}l(ahgyl d&- %F}@%Wer alkyl,

car bapoyl

N( | om)é?terénawgh hesarpayl-1 W?@‘@b%@’@%ﬁ@ﬂ%‘bﬁ%@lﬂ soglkyl,

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-alkoxy, lower-alkoxy-carbonyl, morpholinyl, formylamino, halogen,
hydroxy, fluoro-lower-alkyl, 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(lower-alkyl),C(O);

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, NH;, 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(O) and N(lower-alkyl),C(O);
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R4 is a) heteroaryl which is optionally substituted
wth 1 to 3 substituents independently selected from

w0 b@sgoewwp consi sting of | ower-al kyl, phenyl, PCI/EP2007/055994

| ower - al koxy-carbonyl, carboxyg, carbanoyl, N(H,

| pwer -al kyl ) (O, N(Iower-al kyl)2C(O, NH2, N(H, 5

Rowerisal kyl ), N(Iower-al kyl) 2,

| owera)aﬁelféfb BvRRRAY oﬂ\ﬂ(olng Ju'b@ﬂlﬂﬁ)’éd)wuﬁ PY@E s@skiMlents independently

b hyd
{ ?Lﬁ%ﬁ%&féf%ﬁb@ﬂrg% F‘B}bsﬂsgl\ﬁg r@&@wer gﬁ%iegen‘/gj%w akpy-carbonyl,
mﬁr phairbmyl, cr:]arbémuﬂgNt}SI lotvii-elitylna @y, MlaweoIalthmmerN(H
en | subst ubst |
P Gty SupERRal Eﬁﬁefﬁﬁwb Fubind v AR PO Rer-aliy-
hal ogemmbotyy-d¥(&Kyhydrady, Nszr-alidxy Hyedogeryflucwdowet &il, fluoro-lower-
]1){ .car bonyl, | ower-al kyl

! oweralﬁ no aﬁ&%or@h# i
car bon ower - a c}’xy car bon sul f anoyl ,
di-lo qmsg ﬂypteglﬂaplat,hﬁg{ pr naphileyl.or Qﬁf(l})y] | w mhﬂ@)m}qstltuted with 1 to 3

t hi Opgl%ﬁﬂuen@Yﬁ&%@llld@n’ﬂ khkaed /el b rdu i aaing of halogen, hydroxy,

tp;Ir Ia(zjglln—t]q r%%yg{o&gﬂ aﬁ<2(l gg)éfge F# (o 01 llagvhggllkyl (Eirbonyll )fower alkyl-

pyrr Otdrﬁd)rml!JN(H)plomf lalkloﬂy-lcarbﬁﬁﬁzmlfylhxoyl, Hl Rk ylkyl-sulfamoyl, lower-

0|X5l;1d: ﬁﬁiﬂ s)ﬁifbn{;ia agj)h%h}’l }g\;(v%laezr 'I)f\r(t@/adﬂaz\cl)\é/ L c{%mﬁv‘fe{rlazglyl tetrazolyl, 2-

N( | ov\exo—aymglllc)llzyl Pyovedyl, @rrkynyl Ryambidimyl, -2P\{Q){oomprlé1|nklypyrrohdmyl
car baﬂBXIIMh WgK 12581mﬁ1a2(ﬁillké&a)d1agolgp%arbw llcQ/W’?ra'l Bglfm()lr(? -lower-

2C(O - sul %/ kenyl nzoy
phen o@éiiyla%prsﬂewq alfipmie NV (Hs lowsprlkghaN(lpweinplyl) s Ivesa-alkyl-

Wi th aarb&n&mmrlaumﬁt&balﬁdﬁlpﬁmelawbyam ﬂ)@@ﬁm(fJMalkyl)ZC(O)
hal og d fIl or 0= lower al Ib 1 5 dRE $ which i

cycl olamey Ikl R avL 19T akamel pendqyh @hndyy apd plenyT which is
phenybptidially RiystiRitedawidh R8o B ndiepieumnscheninldyp dndemtlyeztzhted from halogen

ot her or lower-alkyl, or R5 and R6 are
bound® oge(%_JF{e}Ia%!31r0gE and R7 are bound together, or R7

and R8rare bound together, to forma 4-7 nmenbered

ar omat )i ;e ROy, DR QAR R & 3651{2 R} daf B bedPrenyl;
het ero)clycl |sc§wr¥| n%rt oget hecr9 Wi tﬂyt hé1 caar bgn g?%rrs to

ar ac rmaceuti cal
Ko aE o ek Sifwen i dave rah RbTast £ s ardoprtiodoor
t hat Rhﬁlcbbélﬁiebﬁﬁind)fogéﬂhéﬂblra @hd RT srel’m@tmﬁ edgaafktee,cbrﬂ?f7 ami R® are
the ISR togeotp ’?olil nlgl OAI 7 %n[ﬂ?erec{ kor o 8r(}/m2t1c carbocyclic or

- benzdf M dd pen
but yl betembeydia gimgg@gezhe(rz\qﬁ]ethz gar[bor_L aB)]ms to Wthh they are attached;
di oxol - 5-yl - benzoi m dazol - 1-yl)-N-benzyl - but yram de.

fﬂH ﬁﬂh‘?ﬁmc&ﬁi@allﬁ‘é@éﬂté&@sdl@ aF@BGELARY0M th a process for
the nanuf acture of the above conpounds

rmaceut i repar at i ich.contain s
@5 g¥isg %11? q CORPYRE 0 ?ﬂw Pf@ Fdwd S%ﬁfaﬁﬁficawaéh? gioup
tchﬁmphg)dﬂ(:t [ on of phar rraceut i cal preparations. The

E 25 zone ] % c?e ther(Pzrongu arol-1 §1]§1 {H})’Fpenotancglc acid %C][y?amlde and

2-(2-benzo(1, 3]d1oxol 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) is 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
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35 superfam |y of transcription factors. FXR was
originally identified as a receptor activated by

Wo amaeemsk3 and subsequent studies reveal ed a negTEP2001/€55994

of FXR as a bile acid receptor3W 2008/ 000643
PCT/ EP2007/ 055994 -3 [ Maki shima, M, Ckanoto, A
Replsishiga, 3., Okmmotpt A Y.eBemsel )., Ry W, Learpgd, RAM., ks IA Hall, M. V.,

yust L kust R\&n Ksdd?f,D. Wbd]ﬂiej}ﬁgolﬁf(w@) Tdent@iastio?hGF nlﬁlear receptor for

é‘igﬁé‘l Identlflcatlog Qf a nucl p{?r recept or ford bi gh drenal
§ aiench 284 28a2-51 B8R BEXPIERRS s W@%;&Pf@é@@d idgey, and the adrena

blan@r FournpB&tibdfermKhabeyen dotedinguathenal gl and. Four

splice isoforms have been cloned in humans. 5 Anobng

trrggt K%{Ot%rg rtll{?el llﬁ%ﬁ?%he adld ¢l eer}](égeOX%hofhocl Al 1a§1egrgbs§ gopent FXR agonist.
Bindirrgeefibale |aﬂéaﬂ1dS’HﬂEUFX®Hda daE¥B ltl<lhete$ ﬂlartsa@scrrmtxom]adxpressmn of

SHAL ﬁé&'oﬁﬂn&f arl%gp@HIk)eSl?ﬁ cﬁqfucféglr Je@fﬂtm(é}?ﬁk méﬁ‘ber that binds to

atypi cal nucl ear recep for i nds

&eéf@r@} alhepnydear Roemeng reﬁ%ﬁ%ﬂ@@é@éd&ié anﬁﬂéﬁ&&kﬁhﬁ@nd Blocks their
i dip ﬂ@lﬁjal ExRabahEL RMITH MKk ihANLL Repd, ]IS gf‘:}hdﬂn}é)ﬁalt Kerr, T. A,

functl

SUWEGH gﬁg M_af{lgels‘ﬂ{g;frp J %%Q&%%C%MQ%gﬁ eecjﬁak régulation of bile

Adh geitd orbfy, nudleadrec OG0V oMable6,LH0EF 1 ShaSY Y Alam df(@EtBaak enzymes
S . . ..
inglgféxje E)ﬂr @J})a%})ﬁ%ﬁ% @?ﬁ%{ﬁlﬁ%{@ﬁt’&%ﬁgﬁﬂ %&%ﬁa actlvatlon of the
éHEWé@vaw 8| diesaitly mdheqsdh¢ expisessienat bike aydrerestisg trﬁmorters for
’fh%gﬁ(B@ Bl 1H @ﬂeﬁatgéﬁ’éseﬁl%l&lﬂ@’t’h@ bﬁ@ Ea'ltve%bbﬁ Dufp (tPhﬁZB 1$b"|5>nd the

g@ﬁt&i/\a di rect | nduces E pressi on of
&wﬁqnﬁ@awaﬂg Brateing %CC?@ Kasielt: ?aﬁPPQWinnB Tarr, P. T,
hﬁﬂﬂtSOA}{tAG}ﬁs,feldn@|Mdedﬂzt(DQ\/[bfﬂoﬁto‘h@Ith ERIRSVelr, PUNTLsOABCBA. and

%&‘){ %&%2 F%@g Hugqtle{t%rnuc% &%ﬁgﬁsufgargc%anc%}g%c%%dd plx‘g{elt 5 (RBCC2) by
themes| ealScecetptors,{snlegTﬁiadz d reo&ptdm ﬁarrﬁbmﬂﬁ(z-act@atehi/lreceptor, and constitutive

é‘?dd%&gr?greﬁé%tor ﬂ%&g\g% 15S gﬂ?nt-ll{alli%}gﬁglg M., Balasubramanian,

alono

NedWatidrice- Msé\é@gaksé@rf& t mdqs@hyﬂsmzpo pyHumpbile salt export

b%%mb?e? Rt AfsSctRhRADR Mg fz{n{e@&ﬁm REeptbAbMes ﬂaceptor J Biol
nd constitutive, androst

act | vat r
%ggrg&gg,rz é?ﬁeﬁ%ﬁﬂg}m ‘%?V’t migg Hgve BApand KESHLATAF gﬂ/ id-induced
Mpatcﬁﬁhﬁﬁ;ﬂﬁﬁhﬂ?ﬂﬂie&l FXRQigbhists ﬂ?ﬁk@t sdehRAowiVlQ be hepatoprotectlve in

amrr?a? g 5 tof choles’gas1siﬂ1u ?u%hry erlé i) C?lrjlgl%, % He uo, G., Desai,

er i1's nsac
Bane:Konz:le,X( ﬂeb@pﬁfmld Bl 1Ae Iﬁwwdr,ﬁeée ﬂoodwm] BBalmd Jonghemh. (2003)

gato %é:?loﬁ%]y'th{ é&%&g%&gé&;{ &%ﬁgﬁg}?\g%dgg?fé Faqsnode ds of intra- and

ance e acCl
%’?W@ﬁ%&t}%hf-"kﬁaﬁ@d@héltlglv‘ﬁé‘l/bz 66%%18%%%#» G4~ hehkin, M., Miyata, M.,
DeRALTONT. At@tiekiy €. hid G@ﬂia‘[@' F.No@eb® i &&Dﬂl@ﬁipﬁ%h%f the nuclear

%\cept@’eé&g{/ ﬁéﬁgm@alrs ME Rglﬁ élﬁpﬁ'\ﬂqmeos}@%ﬁ Sé‘quz]log 73]1 i’éﬂ\ These data
ldvethat FXSprdiects gadwiytes fidm bihchckbrogiity Sy s@prés@ﬁ@'&bth cellular

[ s ' f t
%ﬁeég%{ﬁ tlrgg{)rlt %@BR%’ acﬁ&%nd%@ﬂ%?ﬁ % &l?l(elF 8@1&3{] > Fc)raef]gﬁ) ni's
cholestasis. J Cin Invest 112, 1678-87; Sinal, C
TohkiThe prgcess pf gizterhepatic c1rv\ul|a‘aon af bijg ac1d_3maj@(q ma;gr r@g@&ﬁtor of

@i’ﬁ%@h@?esteﬁ)l héme6§@s@so)ﬁft¥ﬁ51g§}trﬁl‘ijesg'fﬁﬁh' @Eél@ﬁer@f 1nttH@ hver, bile acids
e aC|

nucl ear e tor air . d
Heseaeeder bilario tgx; Sy Mdggmal st someplsgbtion and
Bkatptﬁﬁﬁ%fmit@hddit%ohﬁﬂﬁhwmtlegf Herrotio bf differatt olld @ids lieteymines the
Rydrolpllg) BCI? tﬁgblkfe eticl?d Bgcl)llalflldatrs ability to solubilize cholesterol. FXR activation
increases the hydrophilicity of the pool, decreasing the intestinal solubilization of

cholesterol, effectively blocking its absorption. Decrease absorption would be expected to
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synthesis and inport of bile acids and stimulating
their biliary excretion. The process of enterohepatic

w@os@ed on of bile acids is also a nmajor regeCHERP20T055994

serum chol esterol honeostasis-4After biosynthesis from
cholesterol in the liver, bile acids are secreted

vasuli irblomveripg pbplasvea ¢hetesterolflevekselnsied flir¢an irdubitqre of ghadgstprol
h‘&offﬂ"[ﬁ)n@'ugl@ ad éz@ﬂmﬂfb%e%@a@zqﬁ%‘hpat dh%ﬂas@folf ﬁ&rovﬁ some evidence to

fat-so Itanmins. The r | ferent
spgyt tE@?@P%\Qﬁ%% Hayevergraimis 15? sfﬁce&%wlwlrl éP%F@FSodue to
&@@lbacﬁlﬂl@rdghﬁltlab lof tHQIes‘t@olSs(?hthbslk inzells hedresi gy t@konﬂ%ﬁ%ate for

t hi
B A SRS MO ISR S B T O e
dinaitlestmesing thé é)qn't‘sswequ HM6€iAngdidtase a'bisa)}vqnhwmnvolvmg SHP and

?%%‘E B30ka3 B LAMNTP GG ORSRECT) P (09 Repylation of >

Bydrpradractb Helusyylegosnzymsa i lresfrluqapmy@@lqi@rr@cnuciqqhrqgmt@rsélver
ﬁceﬁbph&ﬁb%@% 1 aﬁ?%&%@hb@fbcﬁx%@ﬁpeﬁﬁqe@ZaeﬁlleéHaQ@{rijﬁg UeER$&tial
stero r.ovi din ce to
EELEB%B‘PP OF ﬂ? esFﬁ?BIosﬁ’ﬂ%@?l% anﬁw@%?%ﬁ% 3‘1& A $iZs 13l FXRetso
aédréasadeputid ghttapip eﬁfr%l}dlﬂlédds by ré;ﬁes:ib%cﬂRBmﬂ ecgejdpadsmom by an
gﬁern%ﬁ : tw%% grl}VOZ\Xrgégﬁﬁ él % %&Rfﬂ%lhlﬁ g]fetst (:20r ouna% w?ucth Iaoéulate FXR
hnawéy shgwhov haperioxXRapposie stfichiysoreflient cliokesprapltandyriglyceride

ﬁ}vfeﬁﬁtglﬂya c%Pfeﬁ%ﬁie idshe expression of HM3CoA reductase
VI a pat vvay |nv Vi ng SHP and LRH1 [Datta, S.,

nd Gsb
Reg uM&tS’i Eﬁ‘ileB‘fS i Wﬂ%’% 9rt9rvrsﬂéfteg{fq@mhl5hﬂa%@gwfmé atherogenic

LBQUEE@HMh(FXE@HBéchEtainhﬂﬁﬂoeﬁ(rstaﬁlﬁQ)QQE eﬂf&tﬂvé ¥&formalizing LDL-C levels
e tor a 0 an tero ner, art ner.. .

E}é g‘ﬂﬁe tﬁ? f%i?p %oa ?rﬁéqvgwfaélev%s ucht as'sirq r?ngfgyocarrghal infirction by
chlylabstte308b. /gliitidnebilerapid targttaiggnrtheBovkrigheitR8dgenic LDL as well
§so(¥th€1211 id Fi CX}BF @{g)‘?sosucg G¢ ﬁ%ﬁﬁfa%g%&@%&&e‘ﬁd%k@%ﬁ Gnd Yo? EIDL C levels are

trig eri repres expressi on
a¢@ldédnate pat hvvay i nvol ving SHP and LXRal pha. Thus
conmpounds whi ch nodul ate FXR activity may show

S uge{xwgh ﬁrﬂ@éﬁgﬁtﬂf :tﬁJeer ci1hl§‘e@1%)paﬁéhtplnat$1€1ﬂh?ﬂ3@ IS@:8ds81a0¢ abnormal
an i e oweriLn an curren
AT Blie HPG Uy e Byt Qe SHABUTR 10 mesdl i

ﬁ)T%SmrdlabeMceﬂHSH ofid 81%en dgbaticwoinbh and te pidaloke for LDL C>160

%gcﬁ %%eaﬁ%/o all?(]tlj é)%’/ot e[srgecgl?etl}a nﬁ[ﬂ?ge p%%ﬁla%%{‘nf Cihi aggtﬁsal% a disease in which a
p@tr@@ut @vlabtmb apnegleghrcosslerdis msbleed yklecraadd hy@@awﬁmrtlal

ﬁfrﬁéﬂt%t@?esﬁ%ﬁ@&o@ﬁﬁﬂﬁl qu/% II’%quettésQTQb) taﬁ%rcélﬂ’édel%n insulin

tar ng furt V\Erln 0] enlc
Aty iqbefss eﬁiﬂgk ¥ oS socsois gg Pghe i A

Hé\ﬁegipg@ edSlhIﬁﬁed awany, @Mpdn@ﬂ&aﬁ@kk@s (bfﬁ)éﬁg@haﬂi@roa@ce insulin but the
neede

t bet
RS PoPBUEEE B bR SRR BT e
pif@snd heibpdpratpéemstes Fnpraduewng neore énsofin iitradtely resulting in failure of

{}'&lrcl,fa?]lrc 31{591 in- prgéllpcu]ri%éa%lacﬂaﬁ %%Z%’qus ?cﬁla?o &u &ag%hc syndrome

reval ence
3B0ciatag with Ia\ﬂélpbfla%rmﬁbldnwdnd pedysiipidenia frnd inegin resistance, as

REIPW BfpeRBSsioDeABGH %l UPsf@n FHoH A EnfldMRiosatBerosclerosis.

The first line treatment for dyslipidemia and diabetes is a low-fat and low-glucose
diet, exercise and weight loss. Compliance can be moderate and treatment of the various
metabolic deficiencies that develop becomes necessary with, for example, lipid-modulating

agents such as statins and fibrates, hypoglycemic drugs such as sulfonylureas and
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25 patient's ability to control glucose levels in
bl ood i s decreased because of partial inpairnent in

W@ b@soesgbnse to insulin. Type || diabetes (T2B)T/ERI08T055994

call ed non-insulin dependent-di-abetes nellitus
(NIDDM), accounts for 80-90% of all diabetes cases in
hetferomedr o sensisizers af the MhiazdidinsdinnedAZDg clasy PP ARgamma-

LN r@&&ltﬁ'ﬁlﬁﬁ'&%ﬁ’dﬂﬂ@ U\hﬂéhcp ‘Eﬁat LRRIulRE s TR FXRtIﬁ'J}g%e enhanced
t1ssues nus¢ r and pose ti.ssu

B%%P@H%P?té%ﬁms@m gﬁ%@f@@ ne¥m@8@§0n 7t %0 gé&% ind triglyceride

I‘eOﬂRQﬁﬁraﬁﬂ?}Sathedei Oﬂl@&hﬂgccﬁﬁﬂﬁﬁatid’iﬁ ok b)ﬂstlﬂgtdrﬁgd #1dyin addition, may
t bing, ﬁ iqu O hl§% Lgatlc nsul i n- produci ng

%Vob f“ifgfﬁs%ﬁ“aé%sr %@8%35}5 met abol i ¢

syndrone associated wth nmultiple conorbidities

i ncl udhagoy sdrhpéutelriod thendesensiolémionesietlahe egmpegunds known in

i’hﬁ' alrt ﬁﬁsﬁlﬁa@aé mwbﬁaa to §RES él%bélghnaéwtymk OR BiGently.

anna ory at heroscl erosi s first line'treat
fCenseay%lepFfaéweéolaabaor@rﬂabéﬂtr@éuqeé BDT shplesierobang trlglycerldes are

loNer@l, BEDERlam3RatEiyeither63cR: 64iSie réﬂ'ﬂl@e&@irﬁ@&ndlﬂﬁl@ facets of combined

| ance n. be derat e .and treat
TP af Qi Ter T r GriE e s fiiieTha FaRymon Beisi ey are
exgeesd & gawiahlenhfiored exaapugic pbieptiel-dcvndulal tonlje cagpntrsls already
EM&M}?? hat, tins and fibrates, hypoglycem c drugs such
as sulfonylureas and WO 2008/ 000643 PCT/ EP2007/ 055994
-5 metformn, or insulin sensitizers of the
t hi azbnlegs Wb@l%&?én@ww the fdlowitg dutnRpaFEe schipsthi totilustrate and
RetiRNhe fleltih®andEQpk detRWLASRCRrhh@ded 1O AcAbOIR iffentidRherein.
may have enhanced therapeutic potential by prOV|d|ng
super nor nal i zatj on of, both. LDL: C and triglyceride
| evel &&PF‘gﬁ‘fﬁt‘;‘?néf&W@%}‘eb"%eﬁl § U364 10 Reth fraflp BREAE of one to
ﬁWb@@ﬂﬂﬁmﬁWUggnamﬁﬁnmlmﬁddaknmm) may 5 avoi d feedback
effects on cellul ar chol esterol honeostasis. The novel
c OWO’T'HQ&HEJ“hM&geIP rI%f%EJ‘tto ﬂu%YﬁQtéh?d}m%xﬁr%%gn% R&d jodin w1th fluorine,
ounds , I'nasnmuch as t bi'na ¥
dﬂ@ﬂg%mktbmW@nybﬂﬁﬁHﬁéﬂéﬁFXR very eff|C|entIy
Consequently, chol esterol absorption is reduced, LDL

chol eshefedh “Qmeht d1bB MCAIcoHdI A8 witHOYBEECH ouy) i’efers to a branched
infla ory athe oscl er

A §traiglitehpmenova en& Wa%é&i@bgtw ?(&%%@ﬂsflgglgacpf one to twenty
chbbestoarspprefpatdpshari sixtednecadstdr @smednbne pfraf®ably one to ten carbon
?{ﬁﬂ%l 259 rsdlk};l gf&ﬁﬁ?%gilesgrx‘tpe%eote?og\r %190 %\%é?efgwecf" Qp@g?&gps The term

er apeu are
Hrieabkyl” rkﬁw\m ajbmartched ar ttralghﬁicas@ mom@iawns satimathdadipbatic

b 9 | 88 LS tﬁ) tethiil M&{Ir At |
oL ARG SR 41 808k By b LBHE B4,

SCO
SRPYlo L r §-Batyh frdufy \RSHle Jnl ﬁé rt@ﬁr'ﬂne byt tfge like.
specification the term"lower" is used to nmean a group
consi Thé rgmolovastalltyd’, abaeenin wrﬂﬁlﬁditahi yitlobthen grdu@s frefdrs to a

gﬁ’e% oart59 n%o mdrll%l_rq gngdl%v%%nt a‘rilky(i) 93({1 (ﬁll F cf)negt% r%tgvoen cgﬁo%lra?cﬁﬂéls,
aw&raiylp mm.e) ﬁgg.r negbm etosrsr @h{ls ‘teFireis fothmr éattrmyl[fied barlsogteradicals as
E‘{egﬂxg ﬁg‘gﬂm‘l—ﬂﬁ)tp'yﬁ) ﬁo}%cﬂﬁl, ﬂt—glﬁfll, %B&P,%de’tﬁfaﬁ& thd 1%e@Lower-alkyl groups

can optionally be substituted, e.g. by hydroxy. Such substituted lower-alkyl-groups are
referred to as "hydroxy-lower-alkyl”. Unsubstituted lower-alkyl groups are preferred

The term “fluoro-lower-alkyl” refers to lower-alkyl groups which are mono- or
multiply substituted with fluorine. Examples of fluoro-lower-alkyl groups are e.g. CFH,,
CFzH, CF3, CF3CH2, CF3(CH2)2, (CF3)2CH and CFzH-CFz.
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20 or straight-chain nonoval ent saturated aliphatic
hydr ocarbon radi cal of one to twenty carbon atons,

w@e@Beo@d y one to sixteen carbon atons, nore PCI/EP2007/055994

preferably one to ten carbon -atons. Lower-al kyl
groups as described bel ow al so are preferred al kyl
gr oup$he trha "peng’, dl@he prongprpinatippf egnifiesq prirpaaneherary or

Retisty L Aieh roﬁb%bﬂdéﬂ)ﬂﬁ”ﬂﬁzl BRbgSAlihala (@ dePhRfafamino group
hy drocarﬁg{ﬂ rad |c of one tg@}{tn car bon atons,’ such

GaTANgEAN WICYC e A sﬁtt}:ﬁnb ejgrt@glc?ﬁlplgﬁygroup carrying two
sinbldt Yt diffsreBudlict, ortcy&lblélWI sulpgifients or the two nitrogen substitutents

L et t h [ The t
b P L A e Rt o o o
dmoulpgdamimet éwﬁlyla@mao, ﬂuméuyb éthyjlaunn@wemgthm- chladnpiperidino etc.,

g?% RO BAnafl ¥ Ino! @%&ﬂlarﬂ ncfiG HANASYEID G AN ALATS.

y one to four ‘car mis
mqt idrmioe ke fering forpyylauian’ reé‘aﬁ taths geaip et QYN (H)-.
ethyl, n-propyl, isopropyl, n-butyl, s-butyl, t but yl

and t Tﬁe feke€c dl@dl\l@yll” ﬁ:'féifyjto Qh@ﬁgﬁal@!ﬁ CQIEBQQHE ké@ﬂ@l bf/3 REL0 carbon
ucn Su

r ox
11’[8\1REI. prgreﬁ&qyagcbg &ggép é%nfsef%ihraé grdopraryls cyclo%utyl cyclopentyl, or
Slrjadienp yA lopaleeleyd bopip“can Up&mﬁxﬂ]lwlie utiledithtodves dabiklydd in the description
(?Hg%are preferred The term "fluoro-I|ower-alkyl"
ers to | ower-al kyl groups which are nono- or
mul tiply substituted with fluorine. Exanples of
fl uor“gh‘r wer Partielly upsedurptedaydodky rafepspo a mompmplertrgrbocyclic

%Mf 3 Qﬁ%)(c@hﬁﬁi?atoﬁlg:ﬁéfglgﬁlgaﬂ@ LaAEdéms Wch 1-4 double bonds,
008/ 000643, PCT/ EP2007/ 0559 The term "am no"

cBrig e8r Ve lphexss eePeHens F@ﬁ%?#qp@é@epn mary,
secondary or tertiary am no group bonded via the
ni t r ogkeateandikowy’t taferhie the gongd’ YO-awhaeirgRaspn alkyl. The term

Gl%%é’-%lﬂgxﬁr}ef%ks"t}é'theo roﬁé?a'n?ﬁ' %){%reﬁq“f?%é q%?tal@[‘d the

tertiary ‘amno

di fferent alkyl or cycl oaI”kyI substituents or the two

ni t r ogentesmbétiprartosyst-slkoxy oigérnierthe gravipriy -Q-rwheiein Kidhfluoro-

Rﬁver-fah 1. EXANP le?gfﬂd\éﬁ’g loWBLAih-81d ra@pls «ﬁ% Bg:@mpm CF,H-0, CF;-0,
e 0, - et hyl am no

g@% bdﬁﬁ]i&?gi é Cg“y@ﬂ g% ﬁ’&ggﬁ:rﬁ Chfdeferably

pri mary am no, dinethylam no and d| et hyl am no and

par t Therteanl “‘yryl' Yialoat by iractnnisinatidrg rél@esnothe pl‘r@/ﬂyﬂiﬁi ma.‘phthyl group,

f;leege%ljciy %Ipe ﬁh@ﬁ%l%(?%ﬁ v\h‘g C%iirnb%%%g?ﬂym g:setgt[ﬂed%%cl 3;8 lﬂl(&%erably 1to
gaubguentgingepimgleniby sedastedfrgm 3ha grodp cemsisding af omsr-alyb hower-

ﬁﬁof}bf ﬁhl@g&f) BWIDOX?)@N Ql?ﬂt YhinoC YatRREBOYL c@boxy, NOZ, lower-
group can optional |

cl’ohexyl . y
%ﬁ%ﬂéﬁefpﬁﬂt @alngéulééyb ?fr%eécﬁﬂf‘/ﬁcaﬂr@ygé%err aélﬂil@ﬁbory » lower-
@lkﬁti@onﬁ%(l—l)@[dﬁer{&ﬂ(yl tﬁibbﬁylmﬁ?wwﬁkﬁg l&yﬁléblaix&&drbonyl fluoro-

npnoval.ent carhpgy r adi
eSiEalol duf RERERUGR AR e diontanuf SreSdira il plogpholiny,
ﬁlnuiylamlhmrfd'sferred Sulsticlengsare hgogay tivahelenh é],uoro lower-alkyl and CN.

PR, P SHELENTRL BRI bRl e LA the deseiption and
tilémiiﬁ belgwpwer - aI koxy" refers to the group R -0,
wherein R is a | ower-alkyl.

The term “heteroaryl” refers to an aromatic 5 to 6 membered monocyclic ring or 9 to
10 membered bicyclic ring which can comprise 1, 2 or 3 atoms selected from nitrogen,
oxygen and/or sulphur, such as furyl, pyridinyl, 2-oxo-1,2-dihydro-pyridinyl, pyridazinyl,
pyrimidinyl, pyrazinyl, thiophenyl, isoxazolyl, oxazolyl, oxadiazolyl, imidazolyl, pyrrolyl,
pyrazolyl, triazolyl, tetrazolyl, thiazolyl, isothiazolyl, 1,2,3-thiadiazolyl, benzodioxolyl,
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The term "fl uoro-| ower-al koxy" refers to the group
R'-O, wherein R'" is fluoro- |ower-al kyl. Exanples of

W0 bawswskdwer - al koxy groups are e.g. CFH2-O OMZHER007/055994

CF3-0O 20 CF3CH2-0O CF3(C¥Q)27© (CF3)2CH—O and
CFZH CF2-O The term "aryl", alone or in conbination,
peizaireidazalylt indokyh éseyndobd, ln%rﬁmxwlsmgd@ulpqulnph@)flemd@ﬂoyyl

Bé}ﬁzo%ﬁ{%blyg"b@ﬁfbxam lclﬁlerﬁéﬁoz%l%l'yp Bé‘illﬂo)lh@ﬁle?ﬁ;}p%kﬂlio%ﬁ%lyl
pr ef erabté) stituents .

1 to
gﬁ& Zﬁflﬂi guiseraiy r?f?ré?ﬁ bﬁ%fogw &19 UPs A T idipyL gy rimidinyl,

bﬁmﬁly} detaddioxoblyahiophbikd, Wrrolh}aJ D01, 2Ry dsypyridihyl, Girdolyl,
car

D P ThofSaLeaRa, SRR wiE iRl Fgapyiazon.
bawe furayd waextabnyll epryzoltlowerazolgl, keizoardepelyllanN(ftyl. A heteroaryl
FI%:% rmé? ljﬁ%k a Q%s"ﬁﬁﬁ%'n ﬂe%rdeéz%rh)\éh )earhlef(ml connection with the term

oxycar bonyl , uoro- lower-a
ior Burthsfmere p h@%yoarﬂ;géq)lﬁoam@y prefesplly e Qg@cy;tltuted as described in the

H&Eﬁyﬂlo@mlﬁﬁglbxélow nor phol i nyl,  fornyl am no.
Preferred substituents are halogen | owner - aIkyI

| ower,- al Fur t her,nor e,

ey pr B¢ B P ety QT g tn 3l Birenber hel i &% o 10

deshiiqdthioor @ingklic 3hgortacinsnehgwise Theot 2atoms selected from nitrogen,

n%%teﬁ 519(?/5}( ulPﬁl?If sjc%éits %O%Bli(g{n%ﬁ% o%pl%&m?% lqielggl%g((? qmomorphohnyl

Mﬁnﬁmazlaﬁ @@rﬁ:mrybn}nl; pyzradidirg/l,a- @X@spw@lefbmédplmr@wn 2-one, 8-oxa-3-

Qiatlgl B 2. lg&/[ﬁeﬁ %g{nﬂarﬁll'%@wdr%ﬁﬂml %effe%& heterocyclyl groups
pyri. d gﬁ f ydng pyr i é if y
PAPPRATRIHH 20Xy PR PlIYL DT -OXCr BeH W&ﬁr tefrahydropyranyl.

Q)Iﬁi’e@d)@ykl,yl Mﬁdpﬁkﬁ&ﬂ %'Ihavd dﬁdﬁ@tzmh?ﬁh paiﬁt}khrag lﬂysilcrlb&Bearher in connection
o L tetr t hi azo )

Fb IR teb g BSreimont, SufeB5 St erbidh BESintstibly beygpstituted as

Q@@Bb@D@ﬁh@d&ﬁﬁ%ﬁ@@@ﬁﬂﬂﬂﬁﬁQﬁwmr-7 benzoi m dazol yl,

i ndolyl, isoindolyl, 1,3-dioxo-isoindolyl, quinolinyl,

' ndaz«phé/ ferm " Fcﬁg&mgg rpﬁ%&{b%lto §Rﬁff§§ QERFU Y hsed to Ipro‘[ec‘[ functional

ben20|soxazo i ophenyl , "benzot |azo

BONPO PAFEHATLY érQﬂi ISHORA! teppprarpy. &xampleg o E‘toéet%lﬁg groups are
BERYR - rﬁétﬁoﬂ)ﬂfehﬁll r’[YButylFﬂflﬁieEHy@ﬂ?Nk butyp¥a#ARhbilyl and (for protection of
benzodlox é¥ %BIO pfn¥ ]gxrrolyl

SNFOAT9URS) Fofvh 135 XA ndol yi, 5 qui nol i nyl

1, 3-di oxo-isoi ndol yl, imdazolyl, benzothiophenyl,
benz OCbI'n@DOthd of foﬂmaamiz O un@a ﬁym plmm'nlaoeuailca'llh/ydcpeptable acid addition

ﬁaYtrs ¥4 l(is of §1?8f13ﬁ1%h¥laceuggﬁl%ll AL %%?é At Qt%galftsucff%bmﬁo‘unds of formula

et eroa bs
Hégveﬁhu Hi@aommlse@mwt@lﬁmé@ml @ﬂdwwﬁl QSHéfdtce“Mﬁrw agidy prrlphuric acid,

HPRLDNBLIRAE or BhdIBhEHOANY: Ior %@Mﬁ ﬂﬁ?{ aRAE5&MmAR |n§(et§eﬁ1esulphomc acid,
stituted as descr.i be cription. and
Bﬂa]luﬁ%esa BHIC 216> q958C e nlﬁﬁtr?eaf@r H&@{ﬂrwoeﬂ? afidrcitric geig, fumaric

had Gnﬂaﬂbaﬂedrtﬁﬁﬂ ady,slutdnic iatid dBrsal&yli@aclcQ Theeedetdriheeutically
L LS ST 5 30 SO i L R oo
peesemd icph birthey Fornt hitewmhgﬂasﬂm Ergaknples of such salts are alkaline, earth-alkaline
%ﬂcﬂ'arqfn%?ﬁgnﬁlg }P!lkoé ﬁ Ry 2 K- @ap%d ginrﬂéﬂl lammonuamsalt The term

0XO- eri |ny |ny -OXO §yrro |
phs éliﬂacZeﬂlﬁcai Y@ﬁféeptaéﬂeo%@hs @lsoafﬁ%r%péy@} wltp-Fabs ahtaiped Py the addition

pf IRz RYrefanel.t et rahydropyranyl. Preferred
het er ocycl yl groups

The term “pharmaceutically acceptable esters” embraces derivatives of the
compounds of formula (I), in which a carboxy group has been converted 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,



15 are piperidinyl, 2-oxo-pyrrolidinyl, pyrrolidinyl,
2- 0x0- pi peridi nyl and tetrahydropyranyl. A

whedeoawyx| yl may optionally have a substit utiRCI/EP2007/055994
pattern as described earlier iB8-connection wth the
term"aryl". Furthernore, a heterocyclyl group may
pipefidginatpyeivelkgupipeiaginedawarsalkekwier-blkgl-piperapeo- lower- alkyl and

er%g@z{) dsRdrl &greﬁm pled ?ﬁoﬁﬁaﬁl@ leQU¥s. I';}Ekgm&ﬁggbtthgr glécgﬁgg)ﬂazl and benzyl
grou us

F%‘ﬁé?‘iedﬁ FIred esteyp- %U]&énetbgf@id&dwé?ws ﬁgﬁoqsawllgrpéifﬁréed The term
t;ﬁmmaaerurukadly aEX@M?IHl@é‘st@i” fortteedre reglbgmyasnp@@lds of formula (I) in

met ho di net hyl.s
ER By Bl PP s R e o hrs Xlesyiy inorganic or
gﬁ@up&}ﬂBauh&mdnb&nzyl@Mphambmmymhoﬁﬂnpmummhcmﬂcaadibﬂnwaad
id

B%JF%‘%CZ% bl ichPR, SRR FRERY R RS AR AR R0

wphanisegigd @néff@ Ekéal W@cléﬁremwﬁa% ohg ptﬁaﬁﬁnﬁ 25
(I) mnth physi ol ogi cal |y conpati bl e mneral acids,
such as hydrochloric acid, sul phuric acid, sulphurous
acid or phosphoric acid; or with organic acids, such
as net hanesul phoni ¢ acid, p-toluenesul phonic acid,
acetic acid, lactic acid, trifluoroacetic acid, citric
acid, fumaric acid, maleic acid, tartaric acid,
succinic acid or salicylic acid. The term
"pharnmaceutically acceptable salts” refers to such
salts. Compounds of formula (1) in which a COOH group
is 30 present can further formsalts with bases.
Exanpl es of such salts are al kaline, earth-al kaline
and anmonium salts such as e.g. Na-, K-, Ca- and
trimethyl ammoni unsalt. The term "pharmaceutically
acceptable salts" also refers to such salts. Salts
obtai ned by the addition of an acid are preferred.
The term "pharnmaceutically acceptable esters” enbraces
derivatives of the 35 conmpounds of formula (1), in
whi ch a carboxy group has been converted to an ester.
Lower - al kyl, hydroxy-| ower-al kyl
| ower - al koxy- 1 ower -al kyl , am no-1| ower-al kyl, nono- or
di -1 ower - al kyl - am no- | ower - al kyl ,
nmor phol i no-1 ower - al kyl, pyrrolidino-Iower-al kyl, WO
2008/ 000643 PCT/ EP2007/ 055994 -8
pi peri di no-1 ower-al kyl, piperazino-I|ower-al kyl,
| ower - al kyl - pi perazi no-| ower-al kyl and aral kyl esters
are exanples of suitable esters. The nethyl, ethyl,
propyl, butyl and benzyl esters are preferred esters.
The nethyl and ethyl esters are especially preferred.
The term "pharmaceutically acceptable esters”
furthernore enbraces conpounds of formula (1) in 5
whi ch hydroxy groups have been converted to the
corresponding esters with inorganic or organic acids
such as, nitric acid, sulphuric acid, phosphoric acid,
citric acid, formc acid, nmaleic acid, acetic acid,
succinic acid, tartaric acid, nethanesul phonic acid,
p- tol uenesul phonic acid and the |i ke, which are non
toxic to living organi sms. WO 2008/ 000643
PCT/ EP2007/ 055994
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-9 In detail, the present invention relates to
conmpounds of fornmula (1) RL NR2O RFRs R/ N \ s

WO 200800643 R N (1) R5 wherein R is Cl_io-al kpCT/EP2007/055994

| ower - al koxy- | ower - al kyl , -9-
| ower - al koxy- carbonyl-lomer al kyl , W@gcloalkyl
cycl ofl dejail esireseat kyentieqy selatesdp gpmpeweds-ofifggmula (1)

di -aryl -1 ower-al kyl, heteroaryl,
heteroaryl-lomer-alkyl, het er orycl yl or

het erocycl yl -1 ower -al kyl ,  whereyn ﬁzcycloalkyl aryl,
heteroaryl or heterocyclyl group is optionally
substituted wth 1 to 3 sup uents i ndependently
sel ected fromthe group cdpsisti R | ower- alkyl,

| ower - al koxy, | ower-RKEK nyl, norpholinyl,
fornyl am no, hal ogen, flyoro-| ower-al kyl,
fl uoro-1ower-al koxy, | owe kyl/caRbonyl - N(| ower -

al kyl), | ower-alkyl - gés ! NHE,(N(H,

| ower -al kyl ), N(Iower-alky|)2, carboxy, carbanoyl,
N(H, lower- alkyl) C (0) dRd N(Iower-alkyl)2C(O; R2
is hydrogen or lower-alkyl; R3 is |ower-alkyl,
W¥c%oalkyl partially unsaturated cycl oal kyl, aryl,
ary 9 ower - al kyl, 15 heteroaryl,

heteroaryl -1 ower - al kyl, heterocylclyl

or
Ret er s &y at-glkyl lonesr-alokylowervahieil dpwerastk eyydarbavet-trvesaraiyl,
o1 NELRIARYE Lylo SR SIRALIANSHL K RHRY tdutag@h(ywérthu@yl

to 3 ’substituents |ndepe e Iec ed fro
gr ouph%’terﬁgyyé,thefféow -loxiely @@(ﬁl FtSU%V ylﬁr&»}g‘[erocycln? ower alkyl,
| ower whbdexycycloall, a@'l Rﬁt@f{o rdrdidyerocyblytgr@xy is optionally substituted

fl | NHz, N(H, ..

| over P s ke s s B R B Sy stiggof ower-
N( | OV\dkyla]IOR\yf hﬂ(Okaeradllk(ydy Cladrdmyh)morphdﬂjnyl damipdayino, halogen,
car ba fog% o- %;@? a&Xﬁlﬂlﬁw B(AQ} aﬁ{r(l) y?wer alk)ﬁ carbonyl -N(lower-

N( | ower - aﬁ& is a) heter

opt i odrl; Owﬂb@kyltcaﬂmlylnl\ft(ﬂ) NHg N#% iﬁysqrradli}’@ni\félower alkyl)s,

i nde p@d?'g&&t ka)fbarﬁ@irleN(}QCiof/vépﬂﬂ(&lﬂ@(@lf AUPNAORSL zﬁkﬁﬂ@l(@ﬁ
| ower - alky phenyi | ower - al koxy- car bonyl ,

ar box car ba | ower -al kyl )C(0), N (Iomer-
§ kyl ¥ )E’Z@ﬂ(o@fn O%Hﬂw

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, NH,, 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(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), 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-
alkoxy, cyano and morpholinyl;



10

15

20

25

30

35

| ower - al kyl'), N(Iower-al kyl) 2,
| ower - al kyl - car bonyl - N(| ower - al kyl ), | ower-al kyl -

w@ 2008000643 N(H) , hydroxy, | ower-al koxy, hal ogenPCT/EP2007/055994

fluoro-1ower-al kyl, fluoro-Ilowsr- alkoxy, cyano and
mor phol i nyl ; WO 2008/ 000643 PCT/ EP2007/ 055994 - 10 b)
unsubB} insybgiuisdpapkiayl, oopamhaky o phersi Wiy substifuéed Wigh 1 to 3

subst élﬂ)‘éﬁﬁl@ﬂﬁé"lﬂ&b pénd&tl3 sel@&gﬁsﬁbﬁlutﬁg %ﬁ) E%ﬁﬁﬁﬂ%ed'fthla%gen, hydroxy,

selected fro roup nsi sti ng of
hydr oRyi» ¢ Nrg;(fr@ﬂr oFEREYY I vetealkoayidger- P@%e@aﬂafr%%ywer-alkyl-

: ower ca’ﬂ)&ﬁWl NI&T) bt alkbﬁyveirbahﬁyhﬂfaﬁ@@zbanwweN(ahi)yl sulfamoyl, lower-
ower

| K b
o - oHEPE Ry YA B ingpl) imidgrggh ol tetrazolyl 2
t hi Opmwrxolﬂhnﬂzwrsdlyl psmchmylammirmldmyi T-akazpipyitidinyl, pyrrolidinyl,
tri az? hg 1d1n egfié’%) aZ(ﬁxél SEQiaRYI], ljggﬁnﬂwerpﬂl{}ﬂ Hubko-lower-

pyr i d yr | m OXO pl1
pyrr ot ki yqro- ob’?rpékpm N H, logyesz lN(1PWPla%15Y19'ﬂ lower-alkyl-

oxadi a#Bb! ﬂN(Wé?%h/yl) ké}%ﬂhoﬁs KyH, 1o%ﬂ91k?1)twﬁm(lower alkyl),C(O),

%l( rol,\}'é?/\f eg‘g&’y’%mgfﬂq%j\l%keorx |l;Ienzoyl p[lenoxy angl phenyl which is
car boaytiorl(ly mbetmaéd(with 1t6 arsbbéﬂmyénts iNdEpenldenulyr seleateld ftom halogen
C ( )antﬁ&&rro Fr gﬂ(klyl ) 24O, 10

| ower-a | oner - al kenyl, benzoyl, phenoxy
and ph@nyl mhlch |s optlonally substituted with 1 to

3 subgtiFku d | gC r ogen

and f ulgfrlof?'%g&oélﬂq%ﬂ@ 'R %Q&rkl}ﬂalﬁﬁ R éa%dallsfg b%;ph@%% kyl and

R4 i.s cycl qal kyl can a e phen R7

Rn& A andde ﬁ%@f@éﬁ@qwlwfw@mﬁ%ﬁaﬁ%ﬁ g%legqq OrHaW%fgghYlo?r

| ower RaAkyRS are bofdad ﬁigérh@ﬁ oaRé adRNgkcthoged hfg’etheﬁ,ror% and R® are
and RY ar g bo Fnd tfogeta_/ls or, R7, and R8 are q bocveli

t oget REFY PEEIRGY 1} 19T hese 4 M aFSHAE carbocyclic or
non- ahaemtydic caghogeylodrivathahe cirbbe atmnysctbwduch thgy are attached;
together with the carbon atons to which they are

ald ﬁ?ﬂﬁﬁceﬂ&ﬁlyp&%g’(ﬁﬂ@ﬁaﬁﬂs GAR bferRbiReR}AD! e salts and

esters thereof t he provi so t hat the conpound
of formul a IS not seI ted fromthe g

vBhhesprongo Sal?at $ne QPRI g%ﬂ%fh ghipnot B%?Fi%ﬂ fg?laa%gr-oup
donlsling 4f met hyl - pent anoi ¢ aci d butyl am de and 2-

- .3 | | - i |- . . :
Yoty tRtmbsran e nide AT r 2o BalBG Tae arid popiagmige and
24(2-baszad éStdibte eb-gdHmneoinitazos 1 pil eNebaned -httatanfde.i s 25

a) heteroaryl which is optionally substituted with 1

to 3 fpRslhi ?gﬂﬁc?s df@&'ﬁﬁﬁ@@ﬁ'ﬂ& Hé’scﬁﬁédeeﬁ}o%g it i PR RPthat R* is

roup consj s |ng of | ower

f Wpaqykwky ésaqmm] y SL@éQWHh E &9 gémpuenm(lpﬂependenﬂy selected
fr@ﬂﬁtlhe gﬁidp)/do}lsﬁ(ir@ of ldNNéﬂ-zﬂk\ﬁ ;he&&lkwﬁeraﬁioﬁc@carbw, cah by,

&%F g, Iﬁyﬂ—x 18%%'%@&5@ m egﬂa )5C(O), NH,, N(H, lower-alkyl),
Nomr—a]kb‘(m,-l@mrbxﬂ{}dl-lcaﬂkl@hl)d N(lbyelr- zﬂkyl) lbweveal k@t dedbonyl-N(H),
RR4rB8E Towdr! AHASG; b YEh; Athdi¥!10ROalld14RE b PYRSrelali@Xs
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, pyrazolyl, 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,
lower-alkyl), N(lower-alkyl),, lower-alkyl-carbonyl-N(lower-alkyl), carbamoyl, N(H,
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30 b) unsubstituted naphthyl, or naphthyl or phenyl
which is substituted with 1 to 3 substituents

W0 padspendent | y sel ected fromthe group consi stPEERI007/055994

hal ogen, hydroxy, NH2, CN, hydroxy-| ower-al kyl,
Iomer-alkoxY | ower - alk | - car bonyl
loswgeralkal KO, Ml pertyalk e Q) andﬂw&-dkklowfawwbonyl

§p|fannyl d|-Iomer aIkyI -sul famoyl ,

nyl enyl yra
d}sgﬁég ﬂ‘%dg?z%’FlWl Ylt ?h 5 1§9|bp Zﬁazm yl,

Qum@ﬂmdumdk alfélchyﬂacteﬁgbdﬂwrfbﬁhyﬂa (Dpyri di nyl
pyrimdinyl, 2-oxo-piperidinyl, pyrrolidinyl,

pi peridinyl, oxazolyl, thiaz |, oxadiazol yl,

car boxy, |ower-al kyl, fluoro-I|ower-ajkyl,
fluoro-1ower-al koxy, N(H, IomerNéTRyl),

N(I ower - al kyl ) 2i | ower-al kyl ©@cafbonyl - N(| ower - al kyl ),
carbanoyl, N(H, WD 2008/ 009643 /| &¥P2007/ 055994 -11
| ower - aIkyI) c(0), R -al kyf ) 2C( O and

| ower - al kyl - sul f anoy . R3 is cycl oal kyl and

R4 is cycloalkyl, R4 car
conmpounds are charac 3

b Rnyl . Such
@%rnula QQ) Rl N-R2 Q

RERs RT N \ sl ~YR4RN wher ei n

is Cl_io-alkyl, |ower-al koy- Iomer al kyl ,

| ower - al koxy- car bonyl - | ower - al kyl , cycloalkyl,

g%clpalkyl-lomer-alkyl, aryl, aryl-lomer-alkyl,
CEHY1 -1 ower - al kyl, heteroaryl,

het eroaryl -1 ower - al kyl , heterocyclyl or
Ret er BGZM% ylkyll, weF aHdoKy-llowelCthlLﬂbﬁérﬂalEo@Y@Hﬁlﬂiyk—}/dwer alkyl

I het Lyl
subst P TeBe® aleS S ETEY p Bl el rg o
sel ech@drofirybrhetdneargl-lowpr-almks hswrmgclyiforlh@mcycla] lopter-alkyl,

:C g\rNe r Y\fg%#ﬁ?o(y cyﬁg)lgkggf aﬂ}l lﬁ%%@oac@lrcgq'{é?/éroc @J\(}\gl{) llsr}?ﬂtlolnally substituted
fl uor Ul’[h dvie ﬁsab%@l)‘@nts qe e@‘@dﬁw th ep{rp@p\éqnsmtmg of lower-

al kyl Ik ll RWer- aﬁtbk;y |10xﬁ&[31’19cﬁéﬂcafﬂdﬂ)yl nt#BholMytl formylamino, halogen,

| over ; ac],m%y )ﬂuoro Jogvvé? ralk?/l l§131/1020210wer 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(lower-alkyl),C(O);

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, NH,, 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(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), NH,, N(H,
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15 carboxy, carbanmoyl, N(H, |ower-alkyl)C(0) and
N(I ower-al kyl )2C(O; R2 is hydrogen or |ower-alkyl;

w@Roseodedsver - al kyl , cycl oal kyl, partially unsakCF/EP®A7/055994

cycl oal kyl, aryl, aryl-lower-alkyl, heteroaryl,
het eroaryl -1 ower - al kyl , heterocyl cl gl or
het er loeigeialkyD | Bilewemilkyl):, lowgratel-raraandry(lowdrealler b dawdr-alkyl-

or hetLpQey N (), BYRER, IGv@RILRD I 0ged Uidrb 1N &da1 taid & -
to 20, 3 %&Xﬁst(ﬁ)ugﬁt sﬂi ndependdggt 'y g§e1 ectred fromm{ he Hore

gr ouploc‘,‘*’ﬁﬁ‘é 'ng of hal ogen, |ower- alkyl,

|f l(JV\/erb)idllﬂ@KMituiled\mlapht? K@Xnaplﬁh)‘il@)lﬂlbhleril(}my&ﬂidhﬁysubstituted with 1to 3
uor o+l ower - a uor,o- wer : al koxy, NH2

| ovor SIPRVET Tt RS s PORRE RSy ihissdiglosen. hdrony

N( | owsiH, aCKyhydrotpleever-alkiyl loveardiany] loNet-hlkylequrboxl; lower-alkyl-

car ba 1 18 1 . : 3 :

(1 oner e TS G B MBI L i mor o

opt i odlkrtsylfentsthianierr. miresolyl, thindgzelyb émidegelih fiazolyl, tetrazolyl, 2-

i ndep@i@Eﬂ%Wdinﬁ%y@Fdlﬁgp}fﬂcﬁmﬂ R@IngidaHP 2CORSpipbli Mgy byrrolidinyl,

| ower - al kyl ,. phenyl , r - al koxy- car bonyl , ar hoxy,

car baRBSInK BRezp b oy ey Y PP St g ot lower-
2C( O) alkNH2y o rdK1bve Dk 26,0 81 B0 [06#43-a R BREABZAIRPD) BAver-alkyl-

12 | O\G/\%Fi@,:l_ﬁ(ll() er!\elih%y?)\&%{rb%lnlé)ylg&ﬁf‘}l oyvef—gl\}%ll)Qg(l)&)ll\{(lower—alkyl)zC(O)

| oner ar bony ower <

car bomyd loweHplkyhsgudilaoyoyl; | ower - al koxy, hal ogen,

fluorgsl ower-al kyl and fluoro- |ower-alkoxy; b)
unsubst it ut ed naIE)ht h%l y.Or naght hyl or phenyl which is
subst ftifiRel cflenkyl apd R3issydgpkyl R u@ntadsoibspbiserddent | y

selected fromthe group consisting of hal ogen,

Fi{ daé,qiyal,nlii Rqﬁﬁdep@lﬂb eri‘ﬂlydil’dii% yathillhEd‘r-aaé H}/h%loé@l}ﬁﬁﬂoﬁétkﬂb@ﬂ, or

| gﬁg }:12;]1 gﬁ%ﬁ%ﬂﬂgeth&\gﬁ? gﬁg&# !%7 areound ¥og_em(elr_,l) dr R” and R® are

di - | oeurndatolsthers td foammoy4-7 nheomtmred @oknakie suhdmwiaydmatic carbocyclic or

t hi op |t hiadi J i .

tri aeeerg E¥hRTGclher il AOAROL Ko LAY arcatached

pyridinyl, pyrimdinyl, 2-oxo-piperidinyl,
pharmarewicallyiayeentae sadts aydl estey dyeseqfl |~ t hi azol yi

oxadi azol yl, carboxy, |ower-alkyl, fluoro-Iower-

altk Yhe priokide et e @lukeXy fortWdth (T @wet s@bdtad from the group

N%I;og/er- I kyl) 2i | ower-alkyl -

cdPBORY P N(1 ower - al kyl ), carbamoyl, N(H, |ower- alkyl)
Z[24},chNréipvaeyl - berhAoyhida2€l( 10y | -4amethyl-pentanoic acid butylamide and
syl famyl. ar > 16N L 9al kyl

2 Al SRS g lidack 1 5)) N bdRE Bupifligel

R7 and R8 i ndependent I(é fromeach other are H, hal ogen

) g
or | ofemPapReA of fermirs (B aee iRgVatuellpairar ¢y esiologicalgacceptable
aud thRfedirage DABMELAllQ geifedd andrphiRYmacatiB8lyak &ptdbPeiddebrs thereof are

%ﬁél?%{%fgrrécg Iry\rﬂ?%lc%g Fgrgggg;?c%ro%?or?nrquﬁs lbgin(g) rpar‘[icularly preferred.
The compounds of formula (I) can have one or more asymmetric C atoms and can

therefore exist as an enantiomeric mixture, diastereomeric mixture or as optically pure

compounds.

Preferred compounds of formula (I) as described above are those, wherein R'is C.
10-alkyl, lower-alkoxy-lower-alkyl, lower-alkoxy-carbonyl-lower-alkyl, cycloalkyl,
cycloalkyl-lower-alkyl, phenyl, phenyl-lower-alkyl, di-phenyl-lower-alkyl, heterocyclyl or
heterocyclyl-lower-alkyl,

wherein a heterocyclyl is selected from the group consiting of piperidinyl and 2-oxo-
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heterocyclic ring together with the carbon atons to
whi ch they are attached; 20 and pharmaceutically

waecwept@id e salts and esters thereof; wth theP@r/BRI08T055994

that the conpound of fornula {13-1is not selected from
the group consisting of 2- [2- (2-chloro-phenyl)
py&elxbiyh dazol - 1-yl] - 4- met hyl - pent anoi ¢ aci d

Uty pnd R)aﬁd?ﬁ phéuyl 62h&€1%%§9cl)£1 gl@lfplls optionally substituted with 1 to 3
droxo - &%%? zoi 'm daz k 2 N- benzyl - b ty q%ﬁe Ik
epfentlgselggied rpyn tgr 8 QURODIENE 9 ;fo‘rs?re% gyyer-alkoxy,
lmdrphgosymhmgnﬂaiﬂoyplaﬂmemrﬂtfbﬁnylsmhﬂos t hereof are
individually preferred and pharmaceutically acceptable

esters. b r%l¥ q{ nmo allzy?lc\}lllgloalﬂg lch Pl%r%]:l eva [ edh p‘ﬁneré)? 1s opqg)nally

conpounds
Tbstitderdotimddo @fsulﬁsmlrtumlltsam(imendanl}frsaketed rﬁl@nolowrma&yl More

g&l@?ﬁ‘[ﬁ& MG 13300kt Bﬁtylt zﬁﬁg{n?%le r%%l)&'héiyl 8r2 @rkgmethyl phenyl.

nant i Onerl C m xture, aSt er xture or
optlc 0 co und Pre erred unds _of
for m,l eﬂpfe %f Caeyeq {;gvetq%ghé)se,\)o%@]:eélp R K1
tesrabildropyrantl| Mlo,alklybwﬁfch & dﬁbm/tu’[ed\l\ﬁfh H’[d@/halogen, or phenyl which is

su%mf{ugeiw ?f 68 Qﬁo allfyl n Iggr‘ucpi(a)[ %e%é)glfl FIQ is \Aé%a}gidkc)),;ryran -4-vyl, 4,4-
dﬁhmhenykﬂkaﬁeHQai&wnahﬁgﬂenﬁcyclyI or

heterocyclyl-lomer al kyl, 35 wherein a heterocyclyl is

sel ecHpphr b Qe Qs Bpﬂﬁ'fntule{’(g) %fdeﬁ’érﬂ)%ﬂ'agb%yére e, wherein R?
2-oxo WD 2008/ 00064 PCT/ EP2

HWﬂfﬂgiel&l Ay ermmef(&rﬁpcal ?&émgf,q ;ﬁﬁé)ﬁeferreﬁg wherein R’ is lower-

ﬁ&?le&;@ﬁﬁéﬂdyy |paﬂfaﬂyl ﬁnéﬁu@&ﬁl cOF13alkyl, ﬁltélﬁiﬁl; phéﬁyﬂl@m}fdrt adlkyl of Reteroaryl,
I.tuen

Bﬁl‘g atereﬁaroglfy S C?IS\]IS? e(gfrﬁ»m tl?lt :gg S?cloigléted c];fr p?/ﬁ]d}nyFal%{ ben%odmxolyl
Wowein aplkaoxledatdromyl gronp nsmmiomnlw s@ﬂtﬂiufedrvmqﬂ am heubsBtuents
Vd%lgéeq{d@}? I%Selég?ed f?orgthé %r ﬁ#) légllls’lstﬁ:% oF Hﬂbgéﬁldlo%ergh%[]yew% alkoxy,
%T&-bsNKH&@mrsalmbe@eN ﬂewclr glk)élézr Btelf@@bl'%r}brﬁ tysloatyhipkgnyl, phenyl-
E«Q{zel?—glldgaf vy MBR ﬁr@fegarbkﬁz §; %dcltyab%éﬂﬁt &y oh@kktl}’ﬂg}ienyl 3-phenyl-
Bw@r%?rreal%%aﬁﬁtg‘gr tleatchingods ﬁ?‘@%"ﬁlﬁ%ﬂ R Towver-alky,
’Mlghﬁhbpﬂagyl&)r pheﬁ}fl &Ihydr i® pl)b’sﬁfiyéd with @ |t6a|shb!dt1tWﬁt£1!iidé1$endently
subst,i t ut ichis 3.
SRt Fo Rl ni B PR e BE Brterlll Bhetfuf i tower
vkgragitetrdllydiapytaayl, ammyrd poghsrally,- wharkin Pi iglisobutyl, pentyl or

j hexyl , 6-di hyl - phenyl . h
ghgbggﬁgggxqag>exy or 2, 6-di net hyl - pheny O her

pre ounds of formula (1) as described above
are those, wherein RZ is hydrogen. Furthernore,
counpbupider prefersd egibodimgntad éheprrréreef peentioghiglaggsrio rampgunds of

foRila (TRhIEkcritel@bedd, kbseiPR &i al 1y u ns aturat ed

SHEL L o PRSI PR Her pl or, Rel sronrl
dxhlydﬂosp)rr[tgnydf ingylyl, duimplingrac ddehdodo ascdhddlyl, 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 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, pyrazolyl, thiadiazolyl, imidazolyl, triazolyl, tetrazolyl, 2-oxo-pyrrolidinyl;
or

¢) if R is cycloalkyl and R* is cycloalkyl, R* can also be phenyl.
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wherein a phenyl or heteroaryl group is optionally
substituted with 1 to 3 substituents independently

W@ 2008000d3 f r om t he group consi sting of hal ogenPCT/EP2007/055994

| ower - al kyl, | ower-al koxy, NH2,- N(H, | ower-al kyl) and
N(I ower - alkykzz. Preferably, R3 is cycloal kyl, phenyl,
phenyPrefqrahlerK d@s kyl or pyridinyl. Mre preferably, R3
hﬁhéﬁé&%h@pfe[ktci@d frdi @Hleog}eﬁy k@nsmﬁﬁ Bt shichRAANYlox8Q , R PR o-

ref erred conppungs .are t hos
At negriclpdnahogindpiophendy PR SHERHGH Sy Pyt or
bh&lﬁb}ﬂlbst\/bhtedhlapﬁth$l,l b8 phériyt @tlichiis fubliituced3visbsd 2 tslldﬁntLﬁ:nts
%nlrgld e&’nde{lﬁ ehéét d‘;fgclg(rﬁ ?}tleggdrg%lé gcr)?%ﬁflstllrjl%rg]) \éci)rﬁxyhg)%ver 341:[ lov_ver—alkoxy,
iWey-ally}- caréomaﬁy(dﬂoi;mdamm ortazolyt ef er abl y, wher ol n
R3 is isobutyl, pentyl or tetrahydropyran-2-yl. 25
Anot hex pRjf %@%%s gh@?ﬁéwé}{ abtok}g 1&1‘1\33%1 cbﬁ%ﬁﬁ‘{ek QBreferred

rel ates to comrpoun as descri
gpbodMeitherein R4 is a) heteroaryl selected from the
group consisting of thiophenyl, pyrrolyl, 2-oxo-1, 2-

di hy dverpyrefatitily, R* ié md@imkthoﬁjd-iphaﬁyﬂ,mabﬂﬂiﬂ@l—2—yl 4- hydroxymethyl—

1, 3-di - i spi ndo| yi i ¢h. het [ i

el e PR e TG Po GERTP Rt saR Y Penn. -
pledrert tledpaneinyt, Beoxgr b2HdihydGo-ppndinss-yihey gfindlowernyt.al kyl

and phenyl; b) unsubstituted naphthyl, or naphthyl or

phenybm?@%?e detdgaeqh & WhdrehPRGs SUbSi tuents
|ndepende ec ron1t group..consi sting of
maheseyertyl yeleg roumnsr%g gkpvricindy pyapaefil, lsoxazolyl

b&i&ﬁﬁrd@kchﬁxﬂmrarﬁ)@\/’tﬁf ﬂkﬂﬁ}mm@@l DBEYA[b]thiophenyl, benzoth1azolyl

E E’\-‘F%g/}flf n<a ﬁg{ng%%yhlv&@}f eﬁerp%}ﬁ ?)lplt(lgr)l(éilycs% stgtgu%d with 1 to 2

bubsetueatskiydepsud dnolirsélectdbfrb i thp hanyl conpytirazafiiylogen, CN, NH,,

fﬁ]lalo;%%l_r %H(?ﬂl) %:lo%ér allﬁ@qgwgrj al&&gyl ﬂ‘ﬁfgljoylovvert g]i(gl%ﬁ% rf{é)rghgluﬁﬁ or

b)suwblstﬁatekdwaphml eanagiitey) dsehphie Wluch lmbzoowct)@@mso 3

%ﬁgﬁgﬁf%ﬂd@gfé@%@e ﬁs(eliértgdmp tBﬁlftﬁE Ei) cggﬂl%t:l St(ffzclzérbafnoyl halogen,
e uorcz oegalky ﬂ&pﬁy r PR dP W2 lkeryl, N(lower-alkyl),,

N@Hﬂ@%érﬂadkyl)@@elﬁ@h@yll [ﬂieﬁbh}ezﬂjﬂ phe&ymlftl)ltl@ nalptiynally substituted with 1
u ut e nsubst it ut e

Riprot o ke coRnadt Shas i eher ey

substituents 5 independently selected fromthe group
consi Etitigyrote, fityisl potgrrddaetr R'a@b kyl , | ower - al koxy,

%E%ﬁﬁﬂ%hgxhbﬁﬁﬁ@gqmb (E%y(hn1dazolyl or tetrazolyl.

tions a and c) given above
p hefrapiybvbich ys S@bﬁgtlteflwtéscaabw@fl eF h#ggerenbodi nent. More
preferably, R4 is 2,4-di net hoxy-phenyl,
napt hMo@@p&fdﬁhbly,‘k‘lhyﬁfcméy&FBilbyﬂlen 19, th@ﬂﬁ/lbcarbonyl -phenyl or 4-
éﬂétetraz -5-yl)-phenyl, 4-(imdazol-2-yl)-phenyl,

‘éP&ﬁ%X no phenyl , 5-
Each of the options a) and b) given above individually constitutes a preferred

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 a 6-membered aromatic carbocyclic ring
together with the carbon atoms to which they are attached, particularly those, wherein R’,
R% R” and R® independently from each other are H, 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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phenyl -t hi ophen-2-yl, 2-oxo-1, 2-di hydro-pyridin-4-yl
or quinolin-6-yl. O her preferred conpounds are those,

Wab@BeIw4R4 is a) heteroaryl selected from t heP@r/BRIH07/055994

consi sting of pyridinyl, pyrazidyl, isoxazolyl,
benzi m dazol yl, furanyl, thlophenyl ;i.ndolyl, benzo
fsbon piooptie mhllch theyetstHheed| Brjeferatsy, t?e@zluﬁmﬁnyfurmmom itis

ﬂfé‘féﬂ%afhhtrﬁf’ lis h%b%ﬁl heb e (ﬁ%é‘thyl' §109@}51'e93@?dl M drogen or methyl.
substituted wi stltﬁﬁnts i ndependent

Ewrtermoge fit iy ﬁ{etfﬁéedg%h% ig Bﬁiﬂogm gy O Q:r@eworme%'erably
N ogenNEL AW Kiils preferrédiar Rads lhyﬂr,ogbmvve r - al koxy,
fluoro-1ower-al kyl and norpholinyl; or b)

unsu bfj}t %%Héﬁgr, P%?%Hﬁyéoglpoung?%)&ttﬁy é n%o 31? 1y 1“0&}94?1 @) Hecécrlbed in

subst tuent s in
Heleaemplgs ayiodividval grroppinslops ivell am@la@macealrﬂb@il‘rwreptable salts as well

5’5315H%lgﬁgceu%gally%\e@é'p’[ﬁﬂgé/slters fHeby0- | ower - al kyl ,
fl'uoro-1 ower-al koxy, | ower-al kenyl, N(Iomer aIkyI) 2

N(H, I CO, b phenox hen
i s op?ﬁwgeﬁgﬂ% st hipan DR thorgsdietsaf e fipaipus consisting of
) Mdh%dlﬁﬁ?]l Y- (wha@l&ﬂnfd’m{ﬂﬁal D@Bnacaﬁdude hydrogen chloride,

IE-Q A{E (24 ch %}Sﬁéﬁnﬁm (%S?ei— m)lg S dm htpr%rp[iar?oug Fa_]crﬁ d¥ctl<£\1§etxylamide,
ol 11dh;eighexyu={|4ahorpémiauwsylmhmelqanbamhyldanﬁhﬂwiH benzoimidazol-2-yl}-
B@Az@ eaQIdItNEﬂh 1ﬁ{e?ilg&1%pllﬂ¥rld54 i s

oro - 2-ani_ nocar bonyl - phenyl or 4-
%Fﬂ éwbdMW 5 E’ébﬁﬂ@tp Fheduhnrbesy-ahemhbezognidazel-1-yll-
&QQM@dbndIVIdua||y constitutes a preferred

foag Lot 130, el or et el ned compounds, of OISy cetamide

£ dhhatégrendent | y from each other are H, hal ogen,

hpifo
T Pl PR N e B TR Bt fydrogen

Mﬂgd&together with the carbon atoms to which they are
SN éﬁ?&ghe 51 Q ‘wln%th 12; ek }) -DSSiR]idazBR1 gl |Reetafid@Rflirogen

R |ndepen ent from ther are H, halogen or
ﬂéﬁ%@galkyl or RB and R7 35 are bound together to

b.ov- mc@cl&dﬁlmli?ﬂ—rﬂét 7Bf3kﬂﬁ(yiﬁhdié‘zor 1 9Y -iegeiibehydrogen
g@;h t he WO 2008/ 00064 CT/ EP2007/ 055994 - 15 carbon

’to whi ch they are attached Preferably, R5 is
e diogaohexiy?-{ harpintheleni It ylitsenzpinefl emot-é e/l t- h\@tanﬂﬁe hgdrogen chloride,

Ei@ﬁfégﬁ&?eﬁ/ﬂ- —Eﬁ ((’%%{ho gﬁ%hx{l) %Qﬂz%upl cﬁgcﬁrf" )ﬁc%}XWrogen

I'S pre erred
Hyld ﬁ@@en fluoro or chloro, nore preferably hydrogen.

ﬁg{ t l%%%ﬁll’fze i2ta- H?r#eﬁeili@{y%}{&?l)tﬂsﬁg?gﬁddz%l mwrggﬁanylfbukﬁamlde,
o?Y ?1% @s‘h 5%%1810 @dbé%?fm@%zolaé dlaodiautyramlde

ade, Wwel | as pharnaceutlcally acceptable salts
ﬁﬁc&c O%lFXYl 93 2p&a4r a me%Hct)zlcpr en¥l) kg 1}11611 Az% i phenyl—proplonamide
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)-benzoimidazol-1-yl]-acetamide
hydrogen chloride,
4-{1-[cyclohexyl-(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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Preferred conmpounds of fornula (1) are those sel ected
fromthe group consisting of:

WQ@2Ns@dtsyE | ohexyl - 2- (2- phenyl - benzoi m dazol - 1-BCI/ERET/E55994

m de hydrogen chloride, 10 -16-
chl or o- phenyl ) - benzoi m dazol - 1-yl ] - 4- net hyl - pe

M\Lﬁw@owldhi%ﬁrphé&xlﬂhwb@l 2-vh)- bqnzyunl[defg»fzi1loﬁb>a9qtamlde,

§411[@}Fdﬁﬂfé l[(cfdéﬂexﬂhﬁ'ﬁﬂlln%ﬁ[@l@fﬁ%ﬂ N H-B&tBhiHazol2-y1}-benzoic acid
g}ygzm m dazol - 2-yl }- benzoic acid nmethyl ester

&%fori de, 2, N-di cycl ohexyl -2- [5, 6-di chl or o- 2-
22243d1yﬁﬁﬁdyqﬁlyéﬂfilb1-®liﬂo)1midhe@lz piyitdaedly-peythhoic acid cyclohexylamide,

S g ARyl shom sbeiepbase)- by BR IR e
c}ml@!llejiylaNIll®opr opyl - acet ami de hydrogen chl ori de,

ggqgglépg ﬁlfsﬁienﬁo hz%ézgﬁm wetlgﬁeﬂ%}a{ahoﬁempéy%ﬂmmlde,
Bﬂél clgﬂéplo%wyhenzmpyd@(zs -t hﬂrﬁwlbﬂéa@waywmzﬂowﬁ#oaw&mld@
212Xh4a1ﬁﬁ61pﬂ€ﬂ1ﬂ{3b%[rﬁﬁlgfbl IZE ﬂlhﬂn@frk]ﬂylj Bentanoic acid cyclohexrlamlde,
gfyg}gl]n %ﬁ%—ﬁgﬁé%ledlwhpgg é)llilgr?}é SE#%O ecf?1¥01)1 }pﬁ%?h{?l enyl ethyl)-
2ceNdndiidey cl ohexyl -
%?\T 4 ﬁglbe‘}kf?;[% éX lhyﬁ%&§ﬁ’1‘emyp %EQAyl)lBéﬁzglmlagz%tl EP'gmjgcetamlde,
1t1201efdyA-dmmqthoxyspheniibhenpierigdzpl-behz diphinidbotyramide,
3 £y|( c?&rﬁ} ﬁlﬁ'&% -EBhI6RAA8E, 02y Nb M- HRG clo x‘I}NQJeQJ?ﬁHé’ - 2-

- en20|m dazo

E,RJ 6]@%%1 XB]U%-}{,% iﬁ\(aé tetrﬂoi?cy bﬁg 1Qenzmmldazol 1 -yl}-acetamide
hydrbgerdchtibridy hoxy- phenyl) benzoi m dazol 1-yl]

R& &3@?‘8&’&%{# %yﬁg/cﬁopenp %%%n lﬁr\)enzmmldazol 2-yl]-benzoic acid methyl

fsRer( 2, 4 di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]

%I‘_?D{g XH‘{ ch (ﬂflg)m ?gnzi)%‘guﬂy ro ?rhe%t}lo(?{ %c(?c?cyclohexylamlde,
2 %d@mlﬂhmlza (24 qtha@mﬂﬁmyapherzf &gera@émémﬂé -yl]-acetamide
h d}g 1&ideor i de, N-cycl ohexyl - 2 cycl opentyl -2- [2-

gle%l @E@ L E)h_(fn L) dlr?lgt %))%II p eny Len]io%érlndazo?cle}t/l?tance(;tlaemlde,

Q—-c{/dlolﬁ&yl‘;tqtle X,ylld1ﬁﬁﬁm|x@lpﬂil§1y)|'l)}aéﬂmﬁl’ﬁ§dazdtﬂt YN 1 -hitigityl) -
oi E{d zoI 2-yl}-benzoic acid nethyl ester,
i %’ycl ohexyl - 2-
¢ 21 " hginylratbemogl-gicldpentybinmritiddlz bH- Hengdimid zrob £ ayli- beyzoic acid methyl
Ok di cycl ohexyl -2- [2- (3-thiophen-2-yl -phenyl)
-benzoi m dazol -1-y|] -acetani de, WD 2008/ 000643
Nmyﬁépzwbﬁd%éégnethoxmhezw&Qﬁnéy@véﬁéwryl]24 pheoyl-butyramide

hytrB 10111&1 ophen-2-yl) -benzoi m dazol - 1-yl]
2 %]C S1cycrﬂ)hexyl 2-[2-(2,4-dimethoxy-phenyl)-5-methyl-benzoimidazol-1-yl|-acetamide
hydrogen chloride,
2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclopentyl-acetamide 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-dimethoxy-phenyl)-4-methyl-benzoimidazol-1-yl]-acetamide,
2,N-dicyclohexyl-2-{2-[3-(2-ox0-pyrrolidin-1-yl)-phenyl|-benzoimidazol-1-yl}-acetamide
hydrogen chloride,
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3-{1-[ cycl ohexyl - (cycl ohexyl car banmoyl - net hyl )] - 1H benz
oi m dazol - 2-yl }-benzoic acid nethyl ester,

wQ@2(0800@4hydr oxy- phenyl ) - benzoi m dazol - 1-yl | - 4APCEEPROD7/§55994

entan0|c acid cycl ohexyl am de,17 5
henyl ) - benzoi m dazol - 1-yl ] -

2ﬁ£ hydrox nmet hyl
ficpdeh ol ¢ -é&o@o lzt;é‘h@ﬁ@yyyrgiﬁqtﬁeyl) -benzoimidazol-1- yl] acetamlde,
R dy@topdityl- @Q@J(25néf[h%x;bﬁlﬁle%ﬁ}l)nlie%&%1d§{ol/ h1yi B4 Rl buR@Binide,

n0|c a
cyciola G ? Aﬁé? 5<P 311 rpflsm -Bezsimidagely Lyl NpRyivl-pestamide,
an@drﬂylm‘rl[ﬂ(@yhﬂow@hwy&ﬁbdﬁolmﬂaid{*l(‘ﬂ} -andydopentyl-acetamide hydrogen
Q%I)-benzoinidazol-l-yl]-4-nethy|-pentanoic acid
cygfg exyl am de, 10
2N dicy dbiesaytl -22(1-Rapizh derd- Irt- henepimideroH 1)y vlbestaniviedaz o

2- %ZXBJCX%%%IE% )2/3) %@5‘?4 dimfﬂ)l v o@&ﬁ)glt@%}l dle%kh nzl F tyramide,
Zﬂ%ﬂé&Yﬁf%men‘& |e1]120_1 Iqqthy @pl@tﬁgg@y |ac1g cyclohexylamide
Yrb n&ﬁ@mﬂﬁghoxy phenyl ) - ben20|n1dazol 1-yl]

Nbusﬁtze”ﬁh oS- T gitgEibg by SRERD D ARG idhend. 1 acetamide,

2, [ N{ dlibeyoil @inlexydyl 2~ plinydpioblt) t 14 -bazalimblaydl) 2-phdrytdie bed methyl
g i mdazol - 1-yl }-acetam de hydrogen chlorlde 3- [
(benzyl car banoyl - cycl opentyl - et hyl ) -
[ bd hzxpélahetalcatbamoyl-p-phigeyizopeyl ad Hdberr@ptmyllclazoela@ﬂé} berpoic acid
h%ﬂ“{gﬁé.dlnethoxy phenyl) -benzoi m dazol - 1-yl]

hexanoi ¢ aci d cycl ohexyl am de
>Nedigy IRAEAZR A (D methors- p%@{lﬂbh@%ﬂlmmwl LRy minz o
b N-dr#@bhekyly D 24’#2 thﬁﬁﬁle penggasphb @3-dBmidazol-1-yl]-acetamide,

D enau e LAY b 1 S HEROPS BRSN))
¢ R]oheglflmetdeoxy- phenyl ) ben20|n1dazol 1-yl] -N
E;Eé%g lhyl 2- Ei’"rﬁ’étl%o;% )}ﬁ“%ﬁglzlﬂegfmm%?aﬁé{ ﬂ] -4-phenyl-butyramide,
rzs‘é hid&iél‘l CQHWHOXY’@(]?@Z)@) belzaz@ilraldmlhlyvl -Ne§$-dgopropoxy-
Qgggﬁﬁ&g 2- [2- (3 met hoxy- phenyl)

%ﬁ?_géﬁl ZO| Jﬁeg;)é% Q phecggol 1 ;Jrll )i\li ?srcr)]p(rjoepyl Qyp reg}glelg]utyramide,
N2bdn2yl4z- dydlﬁqieh@*)@ (Fll:h@fp&‘lhﬁa-léir B1-byihzohalaod ni- ﬂ&a@étaﬂndél ]
SRR o7 02 Sy senZBr RSO - Ly e e

pent(yH- dmet}my@ehgl)}bolg@nmdamlo]r yldel-methyl-pentanoic ac1d
?kpgggﬁ - 2-cycl ohexyl -2- [ 2-

phenyl) -benzoi m dazol - H )
étf,‘%lt)lémﬁ}’]d% [2- (KI-%bii,ﬁlfghoxz -phenyl rhgvotaiderel- {yl N-isopropyl-acetamide,

2y b-(bgn@Riet kenyl) beﬂﬂolmrdﬁzcﬂhﬁ?])}'ll\i% V(fp%'mqﬂhenﬁa)utyramlde,
g-ig%g]lecEf F%Lw&*é&{;ogw@m 1 }H?)I(\yq%[fo% Xyl 4- Bﬁeny myggnzu e,
N-benzyl-2-[2-(4-chloro-phenyl)- benzo1m1dazol 1-yl]-4-phenyl-butyramide hydrogen
chloride,

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-yl-N-butyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-vyl]-
acetamide,
2-benzo[1,3]dioxol-5-yl-N-butyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-

acetamide,
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acetam de, 2, N-dicycl ohexyl -2- [2-
(2, 4- di nmet hoxy- phenyl ) -4-nmethyl -benzoi m dazol -1-yl ]

wo awevensizle, 2, N-di cycl ohexyl -2- 12- [3- PCT/EP2007/055994

(2-oxo-pyrrolidin-1-yl) -phenyld-
- benzoi m dazo| - 1-yl } -acet am de hydrogen chl oride, WO

E@@gyleb(b%@m@lﬁ@mhﬁm%bwmml a70l-1-y1]-2-(2-fluoro-phenyl)-
doebdrgiidey cl ohexyl - 2-

S R el BT B i
EZQJmtahaxl}Ithﬂl@l’)Yde}lzelbﬁdmel myﬂ]a]Z@daﬂoﬂc a€1yl|1§opropylam1de,

PY“bl%hle? ?(re_t(?fgz(&{y S{Heﬁ(gll’p}qen}b %rbon]m 20121 E %lmnyl acetamide,

Qﬂpﬁémtgtlyl plveyh fhedegimidazol-1-yl]-4- methyl pentanoic acid cyclohexylamide,

SAPX: B?(hﬁléfh%% b ﬁﬁayzlolmﬁlg o_{ 983 %lyll adéahiide,
e o aretar b Ry Sate w g The

pentyl-acetamd rogen
oty 2:1 dpehmgthozy- pbzmﬁbbmman@ﬁéol 14 vl 3 (4- -methoxy-phenyl)-
adéka-nblaElZOI m dazol - | -yl) -acetam de, 2- [2-

R TG Btk gt el araisoror - 3122 fuoro-phem-

Zecfatnilé- hydr oxy- phenyl ) - benzoi m dazol -1 -yl ] -4-met hyl - p
m&plg ig ?g/,:iddél?%ﬁlo%g%ﬁ&il)ﬁ%g%ougﬁggcﬁgleﬁ %hdélo&m%%iyla%?mO -phenyl)-

ftan2idd- di nmet hoxy- phenyl ) - benzoi nmi dazol - 1-yl ]

Q?E@r&gﬁthoxé hEn}Jl) benzo1m1dazol 1- yl] hexan01c acid isopropylamide,

gk
%—[- Bsz%ﬁ}zﬂﬁ%g]éfglb’ngzsgﬂr?pyl %azr{}q))a ()Ig%/}hﬁ 11+t hg}}zouglél@@}l 2-yl}-benzoic

Acid ilneﬂiyl @M@ﬂ ohexyl car bam)yl 3- phenyl - propyl ) - 1H benzoi
. 15 . .
23 Ry DT S fr kst el R bR o it pvohgsdamide
- —(?4c}llcuogihanyl)}bﬁnzoﬁnklammlydl dhexthlyl-Benthi@oic acid cyclohexylamide,
f\IZI']m]f‘tyldé rgf@@%@ﬁ%&}’ |p}1en§‘?8£1{239n{d§2c§ ldlrl '2W4d1%%91|oxy Iphenyl)

ch[azm@z - di et hoxy- phenyl ) - benzoi m dazol - 1-yl ] - 4- et h

XL bd?ﬁ?l AN S naGhsky- ﬁlﬁéﬁlyl‘?fb%ﬁi’dlﬁf'ﬂaqgl IM b@ﬁﬁé’ﬂ}d%uty{rgmlde hydrogen

112{ nﬁ hoxy- phenyl ) -benhzoi m dazol
oyfenyl - but yram de, 20

2{¢3chlcmhqmyhyl)2 2{[2-(3- dmtitt}rﬁe:tyhﬂ%yylpfmemdlﬂndmealzDlymmiamplropyl

ta%n]g N- ( 3-i sopropoxy- propyl) -acetam de, 2-
Cf ‘met hoxy- phenyl ) -benzoi nmi dazol - 1-yl ]

thmtgleb-l{ 1% Fl-cﬁmpth@p{y{phbmﬁlybamoﬁei,dazol— 1-yl]-2-(4-dimethylamino-phenyl)-
o | -2-cycl opentyl

2- napht hal en- 1- ben20| m dazol -1-yl) -acetam de,
N_(Qﬁ)@@@){@ﬁ&}gy}ﬁ@enzmmﬂazol 1-yl]-N 1sopropyl -4-phenyl-butyramide,

ﬁ%?((z @dfﬂx‘?ﬁﬂf@ﬁ'ﬂy ‘behiidazlensihidadPlpedanbik acid cyclohexylamide,

5195 ClouS ok syt L oAy R drebenyh uwarmid,
W bmglmamhkom@hdnylb 94b-dbaxdih@rhiote; phznydwbbm;dazd-l -yl]-
[2 ta@f%dg di met hoxy- phenyl) - benzm m dazol -1 -yl ]

“NETS0 pr opyl - acet am de, -

p-224(2;cgandi- pﬂefmybxlympmnglazpl etz di-wdetaryt4-phery]-butyramide,

2 N2 i(3REPPYh endh) ARG hii b1 8- R€isopropyl-2-(4-methoxy-phenyl)acetamide,
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,



2- [2- (4-Acetyl-phenyl) -benzoim dazol-1-yl]
- N-cycl ohexyl - 4- phenyl - but yram de, 30
WORW8M0Q0sK3 2- [ 2- (4- chl or o- phenyl ) - benzoi m dazol PCFEPI007655994
phenyl - but yram de hydrogen chiooride, 4- [1- (1
-1 sopr opyl car banoyl - pent -1 H-benzoi m dazol - 2-yl |
29 énddiveraxginhene fhgnzodi 01 1-) enjanogracjdisopropylamide,
Qg)eﬂﬂqn 18}@81%5‘ ﬁhﬁrb\dt))l 2- pﬁ[ﬂzﬁie[ﬂ}ﬂj@@byrrdﬂ 2- yll)]benzmmldazol 1-yl]-
- 2- acetamd
%nﬁ% 3- dlnethoxy phenyl ) - benzoi m dazol -1-yl ]-4-nmeth
ylcy@e]mdx@hm [2-(2didim3thoixg-@heepy-bamioiiaidaZolbie iz N {( 2,8 ;dBiethyl-phenyl)-
s dio xol-5 yl - N-butyl -2- [2-(2, 3-di net hoxy- phenyl )
% zglnldazol-l-yl] - acetamde, 2-benzo [ 1,3 ]
aﬁbdmydﬁhqwlbeﬂﬂﬂkﬁQwﬂKQyp@ﬁnﬂybﬂn@hhb&yﬂdhﬂmykﬁmnkb,
2 B §15Elgé2)58307 0559 ciéﬂllé_xil' 2 %E?E@'ﬁﬁ%tho\lé@p%ggﬁﬁ BO2RARidazol-1 yl]
p@k@@,g di met hoxy- phenyl ) - ben20|n1dazol 1-yl]
22{2((2 P pRerDesnkd miasel-ani deN- Btcg%d@lh&ppmeydmlae hidogen
li ﬁdroxy phenyl) - benzoi m dazol - 1-yl ]
°Bfenyl - butyram de, 2- [2- (4-acetyl-phenyl)
2 fopdialodxyi- Na@@lo-péﬁtyl -2 Hexadioiethoagipthend ppewgyhatazael -ylF-acetamide,

—ch (!lo g% 6{2)’4 diu%%ﬂﬁ&?%h&?ﬂpgl@-(%lﬁﬁ&%oﬁe@z?@%ﬁ&zo% ly};l

w@ém@dﬁnldazol 1-yl] -4-nethyl-pentanoic acid
@Nﬁ&?&&%xﬁnﬁ Cﬂ§4(2 4'&1@1@&1\6'){)1 %‘helﬂ}g) 6- methyllbenlzmmldazol 1-yl]-acetamide,

Xy - benzoi'm I y
15 é264tc8 cyp p%@]éxlghf%g@m@qg(ﬂult yl| fLN ctlczlclohexyl acetamide,
2.2 3rc¢¢lﬂlﬁxbpz(YQQM[ﬂﬂIﬁoyl%@ﬁﬂDJlﬁbﬁ}ﬂ)llﬁid'aiolﬂ J1]=aéetamide hydrogen

&ﬁ ngthoxy phenyl) - acetamn de,
BUESI - 2-[ 2- (2, 3- di net hoxy- phenyl) benzoi mi dazol - 1-yl

P-cRel¢Rexiyl- 202 -4 2 phBmythoxy abetdrbdezoimidadlyl-y12-N{( B1,3,3-tetramethyl-

ﬁngg%ﬂﬁhgpxy phenyl) -ben20|n1dazol 1-yl] -2-

g i me am no- pheny - acetani de, 2-

20 pali- w@mn%ﬂ%@ewbﬁghamowbm&wﬂﬁ ddb&pnzpigidazol-2-yl}-benzoic acid
ﬁz@ &qnﬁﬁgﬁnkﬁBHH@Fy|a”1de 1? b | I] m
uor o- i sopropyl c y

%ﬁ wsﬁ?zla%m <quyv} h¥lob@zoluilezohy fﬁﬁceé@aléﬁ ydfogen chloride,

E-Z4(a3nﬁ@l®lh6n)ﬂhbélyzlolmhﬁﬂilql i) dad elicyttohbtyl dcarmhlil¢] - pen

53993 Refhoick ShRATIbe A Bseol: 1wl 5 phiery|-penfangi acid _ e
25 quﬂmxﬂmaukdwdygkmhbbwﬂanlde N-butyl -2- [2-

th YarB 8}’1'3) ph 04 )dﬁzquengo&Hl&azolz2 -yl]-benzoic acid
(GBI BT £

NWB@%%?@BZ [ 2- (3 nethoxy phenyl ) - benzoi m dazol - 1-yl]-4
2 phenydl ol v s - am( el iyaEREEMmoyl-phenyl)-benzoimidazol-1-yl| -acetamide

hydrogen chloride,

10

30  2,N-dicyclohexyl-2-[2-(3-sulfamoyl-phenyl)-benzoimidazol-1-yl]-acetamide hydrogen
chloride,
2,N-dicyclohexyl-2-{2-[3-(1H-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

35 hydrogen chloride,
2,N-dicyclohexyl-2-[2-(4-imidazol-1-yl-phenyl)-benzoimidazol-1-yl]-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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chloride, 2-(4-chloro-phenyl)-2-
[ 2- (2, 3-di net hoxy- phenyl ) -benzoi m dazol - 1-yl |

WO bboseardpyl - acet am de, 25 PCT/EP2007/055994

N-butyl -2-[2-(2, 4-di net hoxy ptenyl ) - benzoi m dazol - 1-yl
% 2- (4-di met hyI am no- phen - _acet am de,

2-
e @&M?@X&S&%r PSRN A hﬂypljmldazol 1-y1}-acetamide

Yde 4- phenyl butyram de, 2-
zoj. m

H%mwey%%ﬁa T Eypfra%fa %@zmn@lda@ Lyl -acetamide
h)%rﬁg‘drm‘rﬂbrﬁxteenyl ) ben20| m dazol - yI ]
PSR 2Rl A RS e ndptrasridsyeoimigel-1-+1-
acewmzlohmh@g@rmhl(lm@d ]- acetam de 2- [ 2-
b3 Sﬁégégr opyfé]ib)(?]enﬁ%gut y?ﬁ@ﬂ%} ﬂer}i'ol 1dazol 1-yl]-acetamide hydrogen

fllioﬁ ®tyl - phenyl ) -benzoi m dazol - 1- yI ] -N-i sopropyl -
{4118 cﬁﬂ?é 1@1%&11&:?@@%@[@% ylcarbarbytmethyl)-1H- benzo1m1dazol 2-yl]-

' henyl met hyl] -1
Lés E%i“ﬁtg‘i"g stes1 Wro erbgﬁQ%ﬁ?%y 25 a%:llél met hyIy 1ester
4’an5[4 1t {ycwhpryb i d- oetHvapayborphenytd haxelinkeyhyl) -edrbamoyl | methyl} 1H-
t
%ﬁggﬁﬁa% Cﬁaé? lb[i%ZOYJ( zllad th%ﬂérfésiera&dgogg}? lcﬁ’léhdf ZS er,
4Jdé1¢zdplmx¢[h%dlz (4- ry¢tlloxy4:atheyiyph€bmlt)3beam1d@dazo 1-yf]2acetylamino}-
E i} aci ids.hexanoi c aci d
.?8%?%33 o o) ) eciagans oog%amgpmylgézdow 55994 |- 19
@ ezfyjr 2hvd@20%(91an§]éw Bhen%]é rPEBEHRgRZ6]- -_y ]phenyl acetamide
eg@f@ﬂ@nc&gl d i sopropyl am de, 2- benzo [ 1 3]

t h | ~ 2=yl

gﬁiﬁ% Fheaor Carasiongliy ot Ferveigershy rét?lylizﬂ){-z?

éhzéudlldanﬂﬂeydy—bplhmwéc)d alothyk aiterihgdmgen thipkifle,- N-

|
%%mcl e %(exlgﬁﬁggc%?on?lzﬁﬁﬁg?%?ﬁ XD m%th}gl I)H -benzoimidazol-2-
ylﬂm@ﬁ@mlm%z@thyiegtmhydmg@ﬂ&hi
2—5@%@}%@3&%34%&@10%&1‘?&% p@ﬁfﬁﬂcal%an{o%l') meth?ll]] 1H-benzoimidazol-2-yl}-
di pet oxXy ][o X i m dazol

ezpicAclylemethyt ester hydrogen ¢ or1 e,
Zﬁﬂzc;(cﬁﬂ@xﬁr(e 1pBboyYchrboaRiz pimyldabahol) yuhdth @] -NHdb@yoindidazol -2-
glpf)lenacﬁ%cx e yﬁ]gsq?rq'grgn?%ﬂl cgﬁ)hl gri de,
2 Zyalo]ahmbf-lﬁba@ 4pchem§ho)><y=pbem5dbbmzd>am§]aqu- 1] -N-methyl-acetamide

%ﬁ, geg{ng %e?] , N-di cycl ohexyl -2- [2-

Z 4 nmet hoxy- phen

*i2é4uﬁ¢¥YW@0ﬁ@ﬁEﬂ¥ﬁPW@Fdﬁ1ﬂyl Y122, Ncdi¢vglphgeyl-acetamide,
Q\l'(gla@é/t?l'am hergyg -barzolngid4zdli 101D Wi RABRMY)-acetamide,

4? r[?ycﬁ}iiexae(nggrmylar%%r% pf}er};rﬁgarbamoyb me‘&ilyl -1H-benzoimidazol-2-yl}-
benzoic acid methyl ester hydrogen chloride, and
N-cyclopentyl-2-(2-naphthalen-1-yl-benzoimidazol- 1-yl)-propionamide,

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-dimethoxy-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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2-[2-(4-chl oro-phenyl)-benzoi m dazol -1-yl]-2, N-di cycl o

weooglemext am de, PCT/EP2007/055994

2 N-di cycl ohexyl - 2-[ 2- (4- sul f-aroyl - phenyl) benzoi m daz

yl]-acetam de hydrogen chloride, 2-cycl ohexyl -
m d(czclqhwln%t Bréxyphpmdriliophemardobenzaridpzol=lyyl]- acercpmlde,

eN- diky c'f@lg‘blxgleﬁﬂm g@ffox?l@l'é{ l rt@%glﬁl}ﬁe@%l 1- 35] acetamlde,
?P?éﬁ*‘ﬁ"gy p%‘?%}f?( St et bhs hvrm@%méﬁzqh dsflt%@%eﬁamlde
1ro drﬂﬁhlorlde,

%I\N@&IC olhﬁ—i%r!,(%ézecﬁr%éﬁ’%lg?%ygnyl? 37m ftg}glnl;ecr)llzg)rllrr% e%z% 1 yl]yacetamlde
hvidragamd @ienyl ) - benzoi m dazol - 1-yl ]

B e e Sk e sy s
ycygehoahsils- (&ér@mzél%y kpeazeigislapg] 6 dlmethyl phenyl)-
shetphidee,

?h&éé@%{yﬁ (—:‘,lm% opslétﬁzg?étzggo % ﬁ@?{ﬂ%%e )él? [g?l?%li%id]é%lbeg)ﬁ acetamide,

2;cheldhexylc2-gh &y didrettody-phényd) -tedzoyrhlakdlarvply IN 0 h/3y8-fetramethyl -
E) 20| m d zol -1-yl] -acetam de hydrogen chloride, 30

E cyc ﬁ’]exyl 2-[2-(3-sul fanoyl - phenyl ) - benzoi m daz

2),|N- dicydldheagle-drrquenohiper-plgeanzoimmidardl deyl) -acetamide hydrogen chloride,

2. ﬁ‘l' (§|4CC}{ %‘%?XJhe ll Bendodnfdhbbit lekl'] —g%}%en I- s%\lr)tarﬁhgﬁlé{h]

- en20| m azo -1-y acet am de oge [ oride
dyidshedyasen chlppder 4. (1 M1 i dazol - 2- yl)

QNJ@fdyélibh 1921491[lln(QHZ@hdélm}Lb}yi)agl@ér@m%zoﬁﬁdMﬂﬂq&l}eﬁtetamlde

‘z’fl or | N- di cycl ohexyl

E rPﬁ?“u‘g‘}%rlldel yl - phenyl) -ben20| m dazol - 1-yl ]

Nagelohrtyde - [2y @b dineth ety phidngth;bedz dindd ezt Il ghleXx pheidd -af @amide
zol - 4-yl - phenyl) -benzoi m dazol -1-yl]

ﬁ‘gd“’%e]"f&é"ﬂd ljé‘? rogen chloride, WD 2008/ 000643

mf(fzmowﬂmsggmnyl) DenzimidizelytydaNydicyelohppd-aperamide,

ﬁh@ﬂﬁﬁfékeﬁlcm}) accBASBY dits apg 0G0l b dagol - 1-yl |
-acetam de hydrogen chloride, 2, Ndicycl ohexyl -

- hi adi I
!ﬁefé@iﬂlrﬁ}aaefw@ C('m?qéua 3 f%%@p&wy F%@sﬁd@ﬁ%ﬁrm&he group

QOINrsdhgy}f:I ohexyl 2-[2-(1, 3-di oxo- 2, 3-di hydro- 1Hi soi nd
9 H Bru%glal)oh o('f%h%%%l%enzo%mhazo?—q ?}lﬁ%e‘?aemf&&d rogen

2[NS @deh@@h evcldhegyl{@bgioyl enethylot L HEbynzophisiagdl)2-Pdhzoiamide,
h—q a4 QJA'IJHI%L}]}&%’?—Q%—Q&ZBMQHQ%H -yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2-(2-ethyl-5-methyl-2H-pyrazol-3-yl)-benzoimidazol-1-yl] -
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-yl)-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-(2-furan-2-yl-benzoimidazol-1-yl)-acetamide,
2-[6-Bromo-2-(4-chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-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-acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-
acetamide,
(S)-2,N-Dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl | -acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
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chloride, 4- [ 1-
(cycl ohexyl - 3- met hoxycar bonyl phenyl car banoyl - net hyl)

WO 200BllsKy oi mi dazol -2-yl] - 10 benzoic acid neREHEP2007/055994

ester hydrogen chloride, trans224-
él cycl ohexyl - [ (4- met hoxycar bonyl - cycl ohexyl net hyl ) -
be(ﬁzmlpl}l@wbmw[%?xﬂwbmmlcmhmla\zlﬁ -benzpimideeat Z2o¥l¢- b&mecuhyl
gg{zgﬂﬁlldeester hydrogen chloride, 4- {2-cyclohexyl -
Xy bon Bhenyl enz m dazol - 1- yI]

t hoxyca
%Qﬂ%ls o }@ f%i%’e wh ﬁ@oyn@a%ﬁﬁolxyl eetaRide et hyl
BN Bicybipteaten 20B3Haeihgiefurdib2-yl)- benzo1m1dazol 1-yl]-acetamide,

di met h

N AR eSS RNTN RED5R, Ti
E,W: D@dyebohéxyl [232(12 tolybbplyzonmldadolnl- b yelcytamide,
R ORI ) @ %L‘EEB ?‘18‘:'101 Sebegimidagelr-flageapid oo
&N -Biqyelehesyl-2£[21C2-fluayeirbreny enzo1m1dazol 1-y1] acetam1de,
£ 3 Ry BleX Y680 ol s- @ lfiﬁfx@ﬁﬂnly l) beﬁ%‘ilﬂYdalzol iLyl]-acetamide,

n20| ol ?1 n20| aci d 1y ster

Etyg elohetyl 20(‘3 -mgff y]%/th op B 4 ﬂ)@;&ﬁlm azo 1-yl]-acetamide,
) Nﬁmyhlohmrz HQFMLWb}tltgHeﬁﬁD lbaﬂnyﬂn)da*zﬁIEI Y deet-aﬂ:ude,
Z;I\P 910%)91?5%'2 dé ¥ glllne hy? p Cl% %elﬁZOlIrIT{E alg(yl 1 yﬁ a2ltamide,

2.5 Emyhlokwérﬂk{@r()%% @mwlmﬁbﬂhﬂbymaolmrﬁ@zﬁyl Jl]-atetamide,
fll\p QloRE éo[|2d(% etH}Ll{thﬁgﬁ ‘B'eﬁzcﬁﬁ%c&z@ief QMlac@éfn%e,

en chl ori

{’- chm e Haxy-dohsiapy- P@éﬁ)ﬂbbﬁ@w&a@ il -acetamide,
2 Ne-dybvh e e-et [@2nidehyl HHh AgSen£in@daz8ie1 -yB=ackidmide,

5,)2\1 ﬁ?%tfl)ébﬁ’f%ﬁg%ﬂe@%é gn{%g@ﬁp enyﬁgl?enzom%dllzol 1-yl]-acetamide,
2.3+ Biwtlphenyl- ﬂd2|d|3eth}dr9) -4~ e thyb pherddzdnzdinyildhzol - 1-yl] -acetamide,

%§\7 ﬂ'cgfcl%}{&#? e[)éy(:% hgmbgﬁenyﬂ)be{nz&ltnﬁhﬁéf h %h]ezl(é/e amide,
Eil\b@ﬂpzfélphﬁﬂérzdﬂ R fLooo oy abl b - acssted
Bh@)ﬂ/ll oI '2d(9i5 -@RdoNS-FH&] Bp@éi]ltzbﬁkmaazol 1-yl]-acetamide,

(3 ”a"“ slle et el Eﬁﬁéﬁogé%%% besapdagng | Ghk hemide,

b meoagtlohaa/[ i QU(|2{:H ﬂMg@if’cfﬁl%dr{yﬁéb@@@iﬁﬁdm rl]?fl Sfﬁmg?
S RRofloh OBy Ft 150 (o b RistHaA - pHEAgH niae”

2,be Prayclohebgk-aH [24(1¥1- jndo]&épd/)r badiznin2idyiol degt-amtateide,

igﬁ' ZE?Sﬁﬂor%Wh?cg}Jhgﬁ {,/\'P Wﬁ%}?ﬂ?&%&l 13 gtjyﬁcﬂrocﬁéléfo‘h' :g?f acétgﬁqi le,
;iéh(égAéﬁthﬁhmwl)dbenZszlmdelzC&;}cylbﬁéﬁc@lcyszlohexyl acetamlde>

Q gﬁéh b’érrz@ﬁﬁ%l@idll ldy%l]L@N-HIchthe)@P%eQdﬁﬂ% WO
%/ 00064 / EP2007/ 4l 21
icyclohexyl-2-{2-(4-isopropy p eny) -benzoimidazol-1- -yl]-acetamide,
-[2-(4-Cyano-2-fluoro-phenyl)-benzoimidazol-1-yl]-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,N-Dicyclohexyl-2-[2-(3-methoxy-4-methyl-phenyl)-benzoimidazol-1-yl]-acetamide,

[
2,N-Dicyclohexyl-2-[2-(4-methoxy-3-methyl-phenyl)-benzoimidazol-1-yl]-acetamide,

[2-(4-methoxy-2-methyl-phenyl)-benzoimidazol-1-yl]-acetamide,

[
2,N-Dicyclohexyl-2-[2-(2-ethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,
2-[2-(6-Chloro-pyridin-3-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2-[2-(2-Chloro-pyridin-4-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
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2, N-di cycl ohexyl - 2-
-benzoi m dazol - |

(5- phenyl -t hi ophen-2-yl)
- acet anm de,

ben20| m dazol - | - acet adade,

[ 2-
( -yl]
W(22(N8/@0116y3:| ohexyl -2- [2- (4-hydroxymnet hyl - phenp¢)/EP2007/055994
-yl ]

N- di cycl ohex[y - [4- (1 Htetrazol -5-y
2 DhBiytiphexyéaz @r(ﬁrfhmf@H- mlethoyw1phelasdbquou@damldlrﬂ@;@netamlde,

ngﬂl@fﬁ@ro%@ne% Aigh¥ayl IB@P@()llm%l'azol 1-yl]-2,N-di¢ clohexyl acetamlde

di net ho he 5- nzQi yl]
%é? a?ﬁil %éjz'ﬁ {‘R: PB‘F%O&EK{@OH\L &ﬁ J;]WQ@FX}QL acTthmde
QQQQXGEh'lorZ)- sy eb-ph gyt )i isinAohiflazol -IQJEIE]’JZ Ol -icoagidxylladetamide,

3702 BTIREHS 0 BN P SnaRout Rl 20k 2 giepclohpor-acetamide.

2.X-Biafclobetyl2- [Herypkthyl-11d aedelri-gle;beh@oimidazol-1-yl]-acetamide,

E Eﬂgéygllagéﬁi?#gyﬁ %Ee}ﬁﬂfc%(!) Ba%ﬁrzl}g? rl%]e 01m da_zl_ol 1I Tl |-acetamide,

cg{ﬁlpb@cy 292 Hi TO-P e{l}é) ben201m1dazol 1-yl]-acetamide,
022 Bedb T8l RRHH Yleﬁ’b WehzoiRgiNZ6I- Myfaz |l dléchdHexlercetamlde

SN Db Léa@e %"ZO o 28 iR Ysrok ok aretamise

);(adaehmrhdmlhygﬂr bcgﬁﬂumﬁhﬂjhld)é) 2,N- dlcyclohexyl acetamide,

ll\{% C&Elgﬁgxyl(l: Qg[%r@ { ro?%%z o%}hen ZDoelnm 4a o [1‘ é/if]] Acegnpl
é&ﬂ anydl@he@l R- (31 (Syledioreeixarty- den{/lQ be[lzblméc]_azol 1-yl]-acetamide,
enzc%a%ﬁla 2y|2)(2§3 ghd rﬁhéélyl) -benzoimidazol- lg eg:etamlde

- acet rogen ch

WP&Y@IIQBR 22[2 ([Zdl (lczromeéhqmtnhs ‘[bﬁ@?ﬁﬂn)‘ azol- 1 -yl]-acetamide,
2 ND@tl@hQs@LQL 2]('4yd1]1u0r2)1rpzlﬂﬁﬁ<\g’llp}@ﬁﬂ‘) HehASmidy el §EMcetamide,

SN Siorihetiyr én@ bl prremAty ey bz zgh | y3 agetgmide,

2.9 Dixyebojibxyhe 6 tdidlorcanethyl hatrenplg diehicdmiidago b yH picatahsde,

??\* b%ﬁya%ﬁf@? tze["z 3t4 glcﬁl%{rcr g%x@@r ]?Q{ngnt%ﬁlgzeoq lc}qggge%}gfde()f

hose
édﬁéﬂﬁrpm@ phengl) feemrapdadazhle kyll-2N- d1cyclohexyl acetamide,

%%he)@? 0z QL(@I‘A%@W %aiﬂthaleﬁl@ l?ﬂh%im%ézol 1-yl]-acetamide,

Qicdplo le:?yﬁ] ]%ﬁéﬁg%ﬂugg)%et g)?y{ gl?errr]glé (Pllandazoil' ee?cze?almlde,
QNLDh@tlBhaxy]/ b) [2bE@retind i itz ofurd - yly]) -benzoimidazol-1-yl]-acetamide,

f%] PEC%C Be[)ﬁy 3- f?uoerg qmrgl%orométhlgr ﬁ:éflcf)qb nz%lrﬁingzol—l—yl]—
Sceramtildy,| - 2H— pyrazol - 3-yl ) -benzoi m dazol -1 -yl] -

iz{ bﬁiégklgﬁe)lc}égl\bQ6cd’i zﬂl}{% gﬁ‘r1d1£123 él& beszfmd?zPﬁ 1-yl]-acetamide,

gé@é}hlq@ 5-ngphyl-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
bk Bl &loonexarh 1%1&12;7& BehRYhIdRkol2r-yi| )ZI{?QI‘%QIdeﬂﬁlZa@étahde
a

62@?‘33’5% %@Yiwééw@e%wﬁf%éﬁ' DR Bt ectamide,

E,N' Dityaloh &eyy-2- (Deqmlﬁxmihdeﬁzymbehzmlnhda@d}et;&m@&mﬂe
g—gi—ﬁl_g —g"ifﬁgc;)/rg _—%—%@91&*} L8 h e ! 11121d%z0? 1 E‘}’W alcyﬁohexyl Xcelamlde

Q,N—D&dyglpbe)prhéf{yl-(ﬂ—mbtépzpBﬁr@iazediy-l :phylhy]l) -benzoimidazol-1-yl]-acetamide,

2% —Bic‘}kl%ﬁ&y?—a —e[ﬁy(l2;3a&i%e@lm&gphenyl) -benzoimidazol-1-yl]-acetamide,
2-[2-(3-Chloro-4-methoxy-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2-(2,5-dichloro-phenyl)-benzoimidazol-1-yl | -acetamide,
2-[2-(3-Chloro-2,4-difluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2-[2-(2-Chloro-4,5-difluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2-(4-diethylamino-phenyl)-benzoimidazol-1-yl|-acetamide,
2-[2-(4-Benzoyl-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
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2-[2-(4-Chl or o- phenyl ) - 6- net hoxy- benzoi m dazol -1-yl]-2

WQ pbodioeosdd ohexyl - acet am de, 2- [6-Chl oro-2- PCT/EP2007/055994

(4-chl oro- phenyl ) -5-fl uoro- benizoi m dazol - | -yl]

-2, N-di cycl ohexyl - acetam de, (S N- Di cycl ohexyl -
(9:2-(2 (4 Coanrephow)- lpﬁméﬂyml)iambémé Qﬁﬂ disydphexyl- acwa]mlde
2@@95@@['0?1@){}11 2([ 5)34 ﬁwnb;@y Eﬁé}l é?fz@mﬁﬁ%yjl) 1] acetamlde

benzoi icyclo et amd WO

é@b@}%‘@nh@gff PAF ém@?mB‘E@@/ enzgmyg 2[01 W aleramide,
2 Q\@@dy@lbﬁ&ysﬁl 2C)ZCd3qilﬁnyk}C§h&@meb/énzﬁﬁﬁlﬁyﬂol 1=W]-acetamide,

IR Ry BRORGyr B 2 far g B ——

acysta)rmdacet am de, 2, N-Dicycl ohexyl -2- [2-

ace cgp%he{yyga{a % Ml 1)2 2 REPARIR- gﬁ%%)’—pﬂen’yﬁf] I—‘lJenzoimidazol—l—yl}»—

acefnmdey cl ohexyl - 2- [ 2- (3- net hyl - i soxazol - 5-yl ) - benzoi m
b daplyclohiyl -2a0etam ide2- tet?aﬂ'ﬂb& @ﬁh@k@hﬁiﬁﬁl}ll& %senzoimidazol-1-yl}-

%2 mtol yl - benzoi m dazol ace
eidpdey ol ohexyl - 2- [ 2- (3 fI uoro phenyl)
2,beDigtlohear-al [2- (|4 tr’yﬂdorelaeﬁtyﬁhipdenyl 4-yl)-benzoimidazol-1-yl]-acetamide,

g Ef\bwgc%ﬁ%}gfv%xﬁl (|'3 q' c{ 2}1101(0251%3l1e Oli 91 }Hp%egzo)lmldazol 1-yl]-acetamide,

2 NNDidiychpbexyh@xiy 22 lelzlorC( -3; salf@lmneltiﬁgﬁlnyh) Joreaivlidazoly | yyl]-acetamide,
%59%1? Cﬁlcﬁi@éo ?ﬂloroy}gzﬂengﬁ ﬁ(g@o%z&%ﬂazol 1 ))II ]) 2,N-dicyclohexyl-

cycl ohexy | -thi ophen-2 ‘benzoi m
ptarpides) - yl]-acetam de, 2, N-D| cycl ohexyl -2- [ 2-

£ 4-Di ylbhé»ty@ay(lz) ia@fnmlmeﬂﬂmhdazbl ryl)lacetaﬁﬁaé;lm de,

g E}Q‘P E X[_%l (|6 mflthll py&bdé{l a%n;(l h%1mchzcr)1y %71 -acetamide,
2N\Dﬂyclphénhéx[)ﬂ(BZﬂeMLp)(rﬁlﬂ—ZdythbbﬂmdlmnhMyl -yl]-acetamide,

Rﬁ%?llcl%?%ﬁ \t\%l pﬁ’ﬁ(ﬁ}é?hn%/l %é]ﬁZOlm cBazol 1-yl]-acetamide,

2‘6@1’(2&@“@&2}@1 H I3 YJ» ?nzoa@éltaa]hldy;l 2;|1‘Q—d1cyclohexyl acetamide,

N(@Jcsbéﬁ!) %ﬁdhﬂ 3%I)Ll%n§&nNﬂ%£98ﬂg|IWb wb&g&&ﬁexﬁe&%%ﬁug a

%?J Ql‘%}llo ﬁ?ﬁ’g .%y[|2;?2 -BehoBT-RY la%lfloﬁ v q)engnlimdageé{ Alagstamide,
= N(D@M&IOOMHIYI%YHBQT 34- lfdnd@ﬁﬂd&-omt}myh Nparpdbhexyl-acetamide,

%W%‘W%ﬁ Gl s TR el g ey acetamide,

2,bePrgtlohegt-dt (2-quinglid-3-yhbenznindizol-1-yl)-acetamide,
2; gf\b%ga}éﬁ%&i‘ §X(>2' cpﬁnol}rf4 y( %e@zoﬂh@ak’&r gylg Ql%@[wnlde

N@)%}@n%ﬁé&@wa@n{eﬂw{ ghenyii-benzerpidpredriyy)-2BEricstlaheral-
g&lta-nludyl] acetani de, 2, N-Dicycl ohexyl -2- [2-

éc?e{gk]é]}c l&gf)orrg?%ﬁp%?/ gwogﬁ OI m Zorlnethyl pent]anmc acid
é}&ldhedylﬁrhtdaro phenyl) ben20| m dazol | -yl]

% g& ?hgorfol 88 %:IE%A{: ¥I(1:lo Q h ez%}y}?]zbaeél%%pld?zol 1 l}jl |-N-cyclohexyl-

aqtzenides de 2, N-Di cycl ohexyl -2- [2- (1 H-| ndol - 4-yl)

2 tEQrM %Hﬂ):]%a}ﬁl@ny lben?(gl 6&&8?& grﬁ' S cyc %&e)g/le 2-(4- trlﬂggrzogliet?yl phenyl)-

N- Di cyc IH1In nzoi m
’3’/‘[6} et ami de, 2- [2- (5-Chloro- thlophen 2-yl)

shen 4@1{1&@6\5}% 1) Iben¥dimidaZzoNi i [N CdyoloB W - 23((3911@16&16% -phenyl)-
(4 Acetyl phenyl ) ben20| m dazol - yl]

a"ft%{li“&Fcycl ohexyl - acet ani de,
2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-N-cyclohexyl-2-(3-methoxy-phenyl)-

acetamide,

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl|-N-cyclohexyl-2-p-tolyl-acetamide,
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2- [2- (2-Acetyl-phenyl) -benzoim dazol- | -yl]
-2, N-di cycl ohexyl -acetam de, 2, N Dicycl ohexyl-2- [2-

W@ 20088es1dpy| - phenyl ) -benzoi dazol - | -yl] PCTI/EP2007/055994

acet am de, 30

}L_Z (4- Cyano- 2-f | uor o- phenyﬂﬁ ben20| m dazol - yI]h
2dP-dy<Hhdorexphengl dreartisadazob | E:i\fccwehobh@iqlr(ﬁzﬂuqrg p enyl)
f@rdhhide! hyI am no- phenyl ) -benzoi m dazol I -yl]

%35 351 ?ﬁre[{l M&@ngalgaZOEiﬂk oNrﬁYalsE@fyl 21 (4-djflyoromethoxy-

I)adﬁeglande 2, N-Di cycl ohexyl -2- [2-

&i%g?t(ﬁhq%%) g}l?yﬁl%‘né@aug%gi g chll %9' (2,5- d1ﬂ¥10ro -phenyl)-

é@tmﬂh,oxy 2-met hyl - phenyl ) -benzoi m dazol- | -yl
%?%3% : %%W Dozl bRy 2 el B

BharyH aazcélaml %l ]-acetani de, 2,N-Dicyclohexyl-2- [2-
é} i‘—@?‘)@hﬂﬂ@@lﬂﬂom A ')meﬂﬁﬁﬁh'ldazbl tyll2, Na(ﬁ 8lcRIHeRR-acetamide,

le]&ﬁl, 21 E Xéé?&éﬁeg@% p?en}[?g%grllzr&r% azol 1 {/l acethlde

(-2r-03- Olhhy644dmﬁth4)xy4p}1en}kb)3h€rmomldlaz(ﬂl yll-2; N’Jd]lcyclohexyl acetamide,
(% JT\IF LSKS 5—)@ 4- 1me XV%hePXl) ﬁ)enzo{mldCh 5197 }91]% %Eg c?lmethyl

oro azo
p@erml)dacc‘gamlckhexyl acet am de, WO 2008/ 000643

?/ (E@Q% ?ﬁ%enzc?iﬁngazwf P‘yﬂyf lc(}’éﬁI l ¥- (4[42§1I1|ﬂ]uoro cyclohexyl)-

i uoro hoxy- phenyl) -benzoim
aczfé"é‘fﬂ fri de -
[52) 1-fo- @tﬁ[&o%h@ﬁﬁmsknmﬁmkal bganzzowaaﬂamM@ wdifluoro-
1I\I— di.cycl oh -acet am de, [2
%(&?Wféceﬁa ’nyl phenyl ) ben20| m dazol - 1-yl ]

69 N paliobigyyitinag-el) drandemidiol-1-yl]-2,N-dicyclohexyl-acetamide,

b §\T chgah%y? %3(;§ f:llﬂ)%) 9 %ﬂ'ﬁgﬁf |2)-)g henzehm e ?lyI) cﬂalmde

2»1\{ Piqyglo bﬂd24(2f4i @llme(ﬁh(pﬁepigﬁln)’l-) tsefig@riorhetaoiotidazol 1yl ]2acetamide,

D%ff@lloﬁg@l(w 6afﬁﬁ)tr§@—@emeth%xi>’l' Qe l)@ﬁk%ﬁ%id'agol 1-yl]-acetamide,
z 0| I‘% dazol T

ﬁlloghyl 22[2:12 glﬁgp%gly}ﬂyl poro- enzo1m1dazo¥ I-yl]-acetamide,
(’.2\1 Bacﬂfdbhé)fyﬂ Qqu2F3|3@1ﬂ36tlioxyqﬂféﬁ?ll)m fl@@ol behzyihlidazol-1-yl]-acetamide,

23 B oS ot prlar R BB grsa g - Thuqgp penvoimidasol-1-y1)-

atanidei de, 2- (2-Benzo [b]

b g’ %?%?@{}%fyy ?e@e(:%%g%%}egw—géeo"xg%%—w—yl) -6-fluoro-benzoimidazol-1-yl]-

NIIE)Fl@ycI ohexyl - 2-[ 2- (5-fl uoro- 1Hi ndol - 2-yl ) - benzoi m
Q@BD@ ll)hé’)ty] Qa{%eﬂLﬁﬁer(lH pyrazol-4- yl) -benzoimidazol-1-yl]-acetamide,

5% Ef%?@bw ﬁgﬂ%yﬁlz a@a?egﬁi ggﬂ Pgr%%‘ﬁl-%}’l'é%}l‘b‘ﬂéﬂﬂm%mlﬁ%ﬂ 1-yl]-

fcbtdnsidpr opoxy- phenyl) - benzoi m dazol -1-yl] -acetan de,

g k'[)\f\bwg(c:l#ﬁ%)gfgﬁx[%l ﬂuqrj) [2 (a3 Igjt%ths'ﬁl %83%%1219@,)[)? nzg%{mﬁ%zolll )Q ]-acetamide,
p.2-DixyBlob ey HoxtluopheniiiH- Pbﬁﬂlzbiyl')‘rlttazmlmldazy)l]l -yl] acetamlde
”“’%’%@?’%éﬁ& fuprp2-(omethy]- aha?%hn%t%zlx)ybesﬁ%anﬁ%z?kéﬁ%
fqefadaigsl - 1-yl | - acet ani de, 2, N-Di cycl ohexy!

N4Béjiz§1l| QQWEM@F h@mﬁ}gtﬁelonﬁﬁlﬁi&l lnjflﬂjézé%l'oﬂleﬁjl hcetamlde
Na‘g ﬁéﬁéﬁﬁ%ﬂﬁ wﬁ% 5%91?60134@@6%% ot dagglohgxylapetamide,

Qémfétl{@hldle) pheayN-Honeyialiddrekyiyl |2N-dy2lohexyl-2-(tetrahydro-pyran-4-yl)-
c%tatnltildgl uor onet hyl - phenyl) ben20| m dazol - 1-yl ]
nide, 2, N-Dicycl ohexyl - [ 2-
2354 -Hpron? Mﬁhlpnepbtr)ﬂ) bélpti- hfrd@zrmdaz_olyﬂ ll-2a¢ ahicyplobexyl-
20 2- [2- (4-Brono-phenyl) -benzoi m dazol -1-yl]
-2, N-di cycl ohexyl - acet am de,
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2, N-Di cycl ohexyl -2- [2- (6-nethoxy-napht hal en-2-yl)
- benzoi m dazol -1-yl] -acetam de, 2, N-Di cycl ohexyl -2-

WO 2080®643 i f| uor omet hoxy- phenyl) -benzoi m dazoPEWERL0D7/055994

-acetam de, 2, N Dicyclohexyl-Z- [ 2-
(7-et hoxy- benzof ur an- 2- yl') -benzoi m dazol - 1-yl ]
aggtvenidesi de, 2, N-Di cycl ohexyl -2- [ 2-

ﬁ-efzf(hl@ﬂ&é)gg}géln'ygly@ﬁ%&&gkn%%kal 1-yl]-2,N-dicyclohexyl-acetamide,
PR oMy bzﬂlfrlznga(lef By mcmw Nyhtstephpdeg-pxrpy-4-yD)-

adeenzide,m dazol - 1- yI] -acet am de,

g—i?—(ﬁéﬁérg{ @heé]% %(@.{Tg% b? " Z@éhexyqlal% cyclopyop]yl—acetamlde,

2.5%-Didyolobexg ﬂE[QF(ﬁFmphélMAh% Ylbgamziml-ﬁﬂdi)abmzoilmylla}ol—l—yl]—acetamide,
(AL ot i

a@téﬂl ?cycl ohexyl - acet ani de,
&) &@Dﬁé%l&h‘&wt {é’-ﬂznamﬂz:@m%ﬂ n Renl @&ﬁéﬁﬂuﬂhﬁm% dcetamide,

i; E?of‘fn%gk%whfnx}%en@lw%? y]cV ﬁg%f)ﬁﬂﬁ?éﬁ{f\ﬁmyﬁépmpﬂ acetamide,

BL(IBl@ry)el (yheb(lyko @henyl) 5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-
XY hyI phenyl) benzoi m dazol - 1-yl ]
Etetrgl%ydm d gran 4231&315? &y hexyl -
(D-1-12-84 éﬁhlmt)mﬁwlbhemlmldamzbyhhwﬁzqﬂ)hekylyik {tetrahydro-pyran-4-yl)-
%@a‘?ﬂﬁ@‘ de, 2- [2- (3 Chl or o- 4- et hoxy- phenyl )
enzol m dazol -1-yl] -2, N-di cycl ohexyl -acetam de,

SIN-I§ @&r@ﬁe%y?m@’-of@e{lﬁl)? BneuerbsmgoigHdanpl-| %Nz@ﬁmh@aﬂ 2-
zelrabbdyd-Jo @@ezt 1madaam2de [ 2-

§ ﬁ%f{&@fo 12@ ﬁ{]g@y {)gnfoprr%ggz%ll r{] ﬁ?%% d1cy¥loﬂ1exyl

{a@{a(rﬁdé;hl or o- 4, 5 di fl uor o- phenyl ) - benzoi m dazol - 1-yl ]

t
gsﬁ i\'p]' bﬁ%%@ﬁ?é%g %ﬁ%ﬂ‘%’eﬁ%@?& ﬁ?’%{@ﬂﬁ?&%ﬁ&ﬂ [&tamide,
%C%Namycu@ohegyl p-22- (g,& woroyhepedyflyoro- ben201m1dazol 1-yl]-acetamide,

c
e R ek S

%%?QE%W PHERY) - benzoi ni dazol - | yI ]

¢ Nl CalabohexiHlo@dcgiicam) defluord, Bnkbieyigd phexyl-hebtadode acid
é4- hegoxr- phenyl ) -benzoi m dazol- | -yl] -acetam de,

¥e dShexyl -2- [2- (2- phenoxy- phenyl)

¢ eh zoChl cata2e(4-cHloroypHenyl e flaerioekenzoimidazol-1-yl|-N-cyclohexyl-2-

| - 2- [2 (3- phenoxy- phenyl)
gy&ﬁg& m cfaélz}gf8¥ -acet ani de,

N(E)%}@ﬂ%ﬂ&@yl) %ﬂ{lqulzm(zwnmdézzotltyé]re AF Highilehayhaseipmide,

P ﬁ’(%&l&lopéﬁlz@}Pcmkﬁlﬁ}zl@irbim%@llmetﬁﬁﬂmﬂl@mro 1H-benzoimidazol-2-yl]-
C

cl o
gnzgicacsl 8&‘V§‘¥Fe&oro et hoxy) -phenyl] -benzoi m dazol -
Q,N—}Z)lldycloh&qﬂmé(ﬁl@@lﬂuard\lz-@yﬁﬁﬁﬂ DlybkytlzoBniddzol- I[-A)-acetamide,

?—][ggﬁ?@h% 1033];' R @é%téh 8@%} Cghenﬁm]da%okfg ZIFEIN %wyaohexyl
fttanpidef | uor onet hyl - bi phenyl 4-yl) ben20| m dazol - |
%%BJCHI@!% @{?ggﬁe)@ll %K Dé&ﬂbgl)%%&%lneﬁl 1)[-§ uoro- 1H; benz?ljmdazol 2-

enz azo
Wﬁﬁreycl ohexyl - 2-
926 ‘E}ﬂd)&)hit ﬂﬁ@ro’52§)§}hﬂﬁ1@¥d b&ﬁ@ﬁﬁid)izolbleﬁ;izl N detF28hexyl-acetamide,

)(|6]Chlo Ce% ?luoro 2-pyridin-3-yl-benzoimidazol-1-yl)-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-yl)-5-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-

acetamide,
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(S -2-
[ 6- Chl or o- 2- (4- chl or o- phenyl ) -5-fl uor o- benzoi m dazol - |

WO 200B/00@4N- di cycl ohexyl 15 acetani de, PCT/EP2007/055994

2, N-Di cycl ohexyl -2- (2- pyri di+272- yl - benzoi m dazol - |
-acetamde, 2,NDi cycl ohexyl -2- [ 2-

2662@1@3@#2 ychlgrntigohen- -mlérﬁzﬂumwmpumﬂawl}yl I-2,N-dicyclohexyl-

a@eshiai de, 2, N-Di cycl ohexyl -2- [2-
Si-c?gf%@ghbépyrzzld gzd%l}ltqn&h—g@e( ﬁc?rlgnl])e?qgé%ﬂazol lyyll]] 3-ethyl-pentanoic
é(ﬁdbﬁ:ﬂ(ﬂ}éb{yl@mﬁdedl n-2-yl) -benzoim dazol- | -yl]

A SRS e hsrosp Yy s dr v | 29 floscipbe-
asetAnodexyl - acet am de, 2- [2- (6-Cyano-pyridin-3-yl)
- . . C 2-m _
%qg{% cyc'l%a}ﬁgéi?/’) b2e_n¥<%1 ld%gi\llm(}{l h%)%{’/&pyr ldNa(qelE(ﬁﬂ})gﬁ 2-methyl
prwiboichiedédol - | -yl] -acetam de, 2- -
é%s@ﬁl@ﬂooz 61 @Elbtw h&wi )- slifivo Rs- Méﬂzonﬁﬂaz&lmngﬂcrohkxyl N-
N- d| cl ohexyl - acet am de, -
@% ‘%B?PW Bceéa hyl -pyridin-4-yl) - ben20| m dazol - |
2y DJ(4-@dkodployel) ahexiifl roac-dbautiiflazol26y1]-N-cyclohexyl-2-(tetrahydro-

cl hex | -2-(2-quinolin-3-yl-benzoi m dazol -1 -yl
Wan% C%ac‘% ﬁ%N- Di cycl ohexyl - 2-

(52 hm h%ﬁhbrd-p}nlenﬁéﬁsz4q1wd>azm1mldazolyl Y -2 edieyel abexyl 2cetamide,
E%Z (ﬁ:t oé}%nﬁ')tg 64l ﬂ'b%%’ 'E@ltl 11111&393%’ kl)] -2-cyclohexyl- I\é (tetrahydro-

-benzoim i cycl ohexyl - ‘acet am

PBPD‘ZI—Y?ﬁ%%a@ﬂeoro phenyl) ben20| m dazol -1-yl ] - 4- met hy

lz Biﬂlﬂ@rrcbol @mﬁlbéo B&lw)yglﬂgbaacub@%dﬂazal 1]-2-cyclohexyl-N-
%ﬂ or o- ’%?641¥ J (4-chl oro- phenyf

tﬁté YO PR P oT )Tacetﬂn]l ©N-cycl ohexyl - acetani de, 2-

R.2-DfcdelGhbot-a- || F(érddhl)ethyﬂmmnmphedﬂZﬁ 6-diflybto-benzoimidazol-1-yl]-

a&l{ %lagohexyl - (4-trifluoromnethyl-phenyl) -
Yanm de,

21\{ @lqyalomwbﬂd2piﬁedlme)hviﬁémnorphed‘dwrﬂqaryfqenw@y@azohéxdﬂ
heefifide4- di chl oro- phenyl ) - acet ami de 2- [2-
I -b d I

L Chumebnsh s Mbere by moniory L Hicenslibaui s (1 -sopropyi2-
h%thﬂ@f@yn)og@tamhaayl ) - ben20| m Sazol 1- yIO] 0o

0 acet api de, |
ek g07 | hkulphel) 5T %Pﬁﬁ'éOﬁ%ﬁi-ﬁyﬁY%ﬁexﬂ-N%1-
isberopyl- Antalzdipropyly-yedtamidecy cl ohexyl -
iifé{%l A lQroBﬂ%?:ﬂﬂS 6- Blgﬁg%?%xgz%lmfdaz+lzf g; 1-2,N-dicyclohexyl-acetamide,
ﬂﬂd%n@léwémhmzl) Yedlvorerbeereimisozgl-1- piHe?rN’rC}w}'cloheXYl acetamide,

cetathifo-551woro-2-(4-fluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-
a%ﬂ Chl or o- phenyl ) - benzoi m dazol -1 -yl | - N- ¢ycl ohexyl -

i§e.di f | uor o- phenyl ) - acet am de,
(S) 2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-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-benzoimidazol-1-yl|-N-cyclohexyl-2-(tetrahydro-pyran-
2-yl)-acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-N-cyclohexyl-2-
(tetrahydro-pyran-2-yl)-acetamide,
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2- [2- (4-Chloro-phenyl) -benzoimdazol- | -yl
-N-cycl ohexyl -2- (2-fluoro-5-nethoxy- phenyl)

Wo awevensidle, (S) -2- [2- (5-Chloro-2-fl uoro- pheCl/EP2007/055994

benzm m dazol - | -yl] -2, N-dixsycl ohexyl - acet am de,

(53)?-’?5 Wmlemb%&ﬂwm R 43 (rmetByldthinatkosdy v pherrpimideestzlovl]-
hJ&éﬂﬁé@l -yl]- acetam de, (S) -2- [2-

ho I benzoi m da -
SRS %l%ﬂéiw Brafve: ben«gﬁm’dam& A dkgicvabhpgl-
éc?gtafimdb nmet hoxy- phenyl ) -benzoi m dazol- | -yl] -N

Eé &fg{r@hgﬁgﬁ&? 5%6@]1%? %%72(%“161?&1’2?1 i- { 2N cyclohexyl-2-(tetrahydro-

pﬁanﬁc‘jdblaeetgmldl&k (4, 4-di fluoro-cycl ohexyl) - 15

COEL SRR ) ok AR polop] 3 g
Eyélldlh FejtamH]@etam de, (S) -2- [2- (2-Am no-pyridin-3

%LQ) [2-Pe ORI giRAR) -6-lucr¥!benzoimidazol-1-yl]-N- cyclohe)gl 2-(R)-tetrahydro-
di cycl oh%(yl acetam de, 2, N D cycl ohexyl

?76“‘?11 Z08r35¢8 M i di n- 2-yI - benzoi mi dazol - | -yi)

GSE)G}J(Z&(VI d’hlorélQJhenyl) -6-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-(S)-tetrahydro-
ranQ Gy Clet%h?c)f | -2-[2-(2, 4-di net hoxy- phenyl)-6-fl uoro-
nzo dazo -yl]-acetam de, 2, N D cycl ohexyl -2-

{262f(l4t(6ﬂ@r02ph€(n4l)fﬁeﬂhmybq@hemﬂézol-be«h]zbﬁ-cwicmgml-&(]tetrqhyklm-pyran-
g,g i fg., 2, N-Di cycl ohexyl -2- [ 2-

S 3-di fl uoro-phen - 6-f| uor o- benzoi m dazol - | yl}
%Q@cgﬁlpa@(yl 292 ,\qj[ﬁy élylélpghgk?nyl)z -methoxy-benzoimidazol-1-yl[-acetamide,

b22(2, (ﬁﬂ@lﬂcﬁiﬁiéﬂ@ﬁ}% ﬁﬂﬂfbyc&)b'eﬁzéﬂnl}k{hrzﬁl' benzoNndieitdtexyl=atbthmide,
2 35 TS G i T SrR RS PR B ingidnzel- kS diariobem-

actaanolde,l -yl ] - 25 acetam de, 2, N-Di cycl ohexyl - 2-

[ 2-
B by AR [ 8 net

chta‘mlés%r azol -4-yl) -benzoimdazol- | -yll -acetam de,
2, Q‘E(@(ﬁﬂ&looﬁﬁ)ﬁﬂo éher{ B 6-trktiRsxd LHF%E(I)'Hﬂlda]zol 1 vl y2 ]I\T—dic%c(l)ohexyl—

H- fl"uor o- ben20| m dazol -
é‘i? >de 2 I\I-chycl ohexyl -2- [6-fl uoro- 2

Q@'ymﬂhbﬂ}‘l N-&ﬁ@kﬂie@ty-l@-— W2k (3,4-BR ARb pheidd b -méthosl-benzoimidazol-1-y1] -
m de, 2, N Dicyclohexyl-2- [6-fluoro-2- (1

?—iegiﬁ‘ -2-yl) -benzoinidazol- | -yl] -acetanide,

X- (E.Iydh)lwy:ll-l}hmkgpenﬂﬁl 2} [@- f3h44dicbloe-phenyl)-6-methoxy-benzoimidazol-1-yl] -

Jgeto le th| ophen 2-yl) -benzoi mdazol- | -yl] -

acet am de,

Rl BdhLhlon- mhzmq/ld ledosy sy dagein kol m-aesdiexyl:icyclopentyl-
Socediaexyl - acetam de, N-Butyl-2- [2-

- chl qQr o- pheny]) -benzoi ni dazo
éi%%ﬁ%@x it S BTG bane g Aa@al Eloy: Prstheyyl-acetamide,
2 bEDZ@tlﬂipd&?l@]! {24(3,43didhloMy- ﬁ)@lybffemtho%y benzoimidazol-1-yl]-acetamide,

dr o- ace

PR AR et BT R P b B s gsariopenti-
agektdmid@, N- di cycl ohexyl WO 2008/ 000643
E’@-’ (E—@Q%—Q—%ﬁggﬁphenﬂ) -6-methoxy-benzoimidazol-1-yl]-2-cyclohexyl-N-
cyclopentyl-acetamide,
2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol-1-yl|-2-cyclohexyl-N-
cyclopentyl-acetamide,
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-

acetamide,
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-26- acetam de, 2- [2- (4-Chloro-phenyl)
-5,6-di fluoro-benzoi mdazol - | -yl]

WO 2q0Bloalicey/cl ohexyl - acet ami de, 2- [2- (4- Chl orREPRRINYT/)55994

- benzoi m dazol - | yI ] -2-cyclmhexyl - N
ét et rahydr o- pyran-4-yl) acetam de, 5
(P23 (@ laer @WWrﬁhe)lﬂbén@@thﬂézmmmu@ﬂll?L byl %16&5@@&657(}'1 2-

Lyc[g- W6 g&&é}mﬂle acetam de, 2, N-Dicycl ohexyl -2- [2
i din-3-y 0|mdzol I;

g%é@ gﬁﬂm Ith1({p§)en 2y15 2met&1,@ Frbztobmgé yl -N- cyclohexyl
yivaétaadide, | -yl] -2-cycl ohexyl

tﬁﬁﬁ %hﬁﬁjiﬂo SatEace =X ézf%ﬁ%fpr%tﬁgzlm f%ﬁwwswwldaml 1yl

ad@emmdem dazol - I -yl] -acetan de,

%?ﬁ %m‘o“h H2h¢ ﬁb%%thogfﬂé&fmﬁam' C ¥y Rneythe:

cyc ropy acet am
pelapsnit éceﬂ_’af(lléﬂfchl or o- phenyl ) - 5- f | uor o- benzoi ni dazol - |

2y bl(6-A6C Lyl h 7 1491Y2)N-dicyclohexyl-
gce(t‘gm de, ﬂ)ﬁg? )32Y 2[6(21h&( gghdﬁ%{)r@gﬂﬁgﬁﬂy%y ) dicyclohexy
58P dazol - | -yl] -N-cycl ohexyl -
2I EI(B&IlydﬁoOpI&ylﬁlbmﬁreﬁio)(y*beﬁﬂﬁﬁﬁiﬁszI —yI]] 5N {Rohexyl-2-cyclopentyl-
4 6-,Chl or 0- 2- (4- chl or o- phenyl ) - 5-f | uor o- benzoi m dazo
?Ce 1fi N-cycl ohexyl -2- (tetrahydro-pyran-4-yl)
Qd@éﬁﬁhld@ 4-qg)hoxy- p}{ezyl)(64mgﬂogy1bepmémjda)zol—l—yl]—2,N—dicyclopentyl—
aQelnidkf | uor o- ben20| m dazol - | -yl] -2, N-dicycl ohexyl -
acet am de, (S) [2- (5-Chloro-thi ophen I o
2DeRiariRherakdt [6- methwq] 2:(5; tNﬂapwéqﬂ@ﬂéwﬂnaééfi/)a rgeimidggol-1-yl]-
{&)andidN- Di cycl ohexyl 2- [2 (2, 3-di fl uoro-phenyl)-6-fluo
e SRaRe e e s 15316 SRRy beTeimheel e o riclohuai-Y-
eptldhexllacytaimadeexyl - 2- cycl opent yl - acet am de,
; ] o
§3):3: dhﬁ?%&fnygﬁao&gthagp &&Hﬁ&%@ I 3. g&'lo%fgﬁ% Qb Bexyl-
e@)anzdp@neim or o- 2- (4-chl or o- phenyl )-5-fluoro-benzoimd
NZ@iIc'l(;héfc}rll %&M%@X%L 42ﬂu&¥%}féﬁﬁ'j‘16yllne@1‘6gf %Bﬁﬂ)@mﬂ%zol 1-yl]-

or o- phenyl | uor o-benzoi m daz
ac.?t*’fﬂl Pcycl ohexyl - acet ami de, 2- [ 1-

45y shahrxyiticalicdcobygxit st Radetbrs Midrévf] )
-5,6-difluoro-1 H benzoi m dazol -2-yl] - benzoic acid

gewébéesltpg{%icu?é?lyfre(fgrr%d R uuélrdg 05f06r)}1rula dﬁI%arﬁ th?seg ele czt%cll from the
giogaxohsistinglof - acet ani de, 2- [2-

ﬁgl g&gag)? %htﬂgﬁﬁ%lgeﬁ?%%oyl methi)]lH benzo dtmda crl thl J-benzamide,
Db NPgeclotpexyl &L &hp.grdimethoxy-phenyl) ben201m1 azol-1-yl] acetamlde,
(Qy;[ph@mlmsmleﬂﬁ%yﬂlmhmﬂayi yireitdidyctobetyl Uk t@mide,

té-) b2e PZZ ?41 61901’0 phenyl) -benzoimidazol-1-yl]-4-methyl-pentanoic 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-dimethyl-
phenyl)-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-(4,4-difluoro-
cyclohexyl)-acetamide,
(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-N-cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide,
(S)-2-[2-(5-Chloro-thiophen-2-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,



yl'] -benzoic acid nethyl ester, 35
2-(6-Chl oro-5-fluoro-2-pyridin-2-yl-benzoi m dazol - 1-yl
w0 208Mb@ixycl ohexyl - acet am de, 2- PCT/EP2007/055994
(6-Chl oro-5-fl uoro-2-pyridin- 33@/4 benzoi m dazol - 1-yl)
-2, N-di cycl ohexyl - acet am de,

(Se -THi-6h 52”40611@0%@1«1)& ﬂumroybmb@mléémﬁ datloheptangiq acid
cRldediisviedeohexyl - acet ami de,  2-

s T Grenspeos b gphen: ot s ez
200,80 H4AnPCH) EPAARTID55994 - 27 2-

%g%g? @l%ol—plg?yﬁl_@dg 81%02% heor1]m dgé?la]rilég g (cgsycl% ?Jalérétamide,
[%- ZGHFIbrc;z)clahe@c;tl—bﬁﬁﬂmoaphe(ﬁyhgthﬁ-thhapdnm-Zb)dhbemmmwawl- yl]-

Ld dg’ et hyl - pentanoi ¢ acid cycl ohexyl am de, 5 2-
Eé()é &hi"or o- 5- 1 uor o- 2- (4 fl uoro- phenyl) benzoi m dazol -
Svd-]2- (%Chlcap@@nﬁhéﬁd ugkoeben#pgaidaznl-1pyd]-2,N-dicyclohexyl-
g&tagﬁu@ro phenyl) -benzoi m dazol -1-yl]

(é-c?éi/ ﬁéf g?gti((%? phen)gl} 6- u%@cr) %DXmeu{n%th ! oﬁgﬂlgxyl 2-(R)- tetrahydro—

prratial- yaranetzmﬁdle chl oro- phenyl )-5-fl uoro- ben20| m dazol -

%jdﬁ gr ocdlg elrij%leg{ylj'gz %1050 ﬁ%oﬁ% cgaté%lz of g:%n dﬁéfy?'?'](g)ztetrahydm'
pNanﬁchﬁmemmldeZan@t etrahydro- pyran-4-yl) -acetam de,

ﬁ? (3 ﬁk}l%l_% e}%ez 8%—%%%8%?81&31@201 1-yl]-N-cyclohexyl-2-(tetrahydro-pyran-
291 I\ﬁcﬁ'fa@}l@‘ﬁohexyl acet am de 2- [2- (4-Chloro- phenyl )

ad phtirfabaiRicatbeogaitlk gag ahd Estydskherdofcycl ohexyl -
(tetrahydro- 15 pyran 4- yI) acet am de, 2-

! S| ]Ch L @;98 fl}gﬁrg aﬁeg '%?at?lg a}%](i}lélrd% of %&%ra?%r}rzq%)lanh? t?us ifivention
HHE bt dmlw’se@tmmtwd 8Ihep<syﬂo -P2ovifl@derivatives which are capable of

‘)g%sgﬁ#woro ag%??nljgg diI - acetam de, 20

2 N-Di cycl ohexyl - 2-[ 2- ( 3- d| met hyI am no- phenyl ) -6-fl uor
0- benzoi m dazol - 1-yl]- acetam de, 2- [2-

(4- Chl oro- phenyl ) -5, 6-difluoro-benzoi m dazol - 1-yl ]
-2-cycl ohexyl -N- (1-isopropyl -2- nethyl-propyl)

-acet am de, 2-

[ 6- Chl or 0- 2- (4- chl or o- phenyl ) - 5-fl uor o- benzoi m dazol -
-yl'] -2-cycl ohexyl -N-(1- 25 isopropyl-2-nethyl-propyl)
-acetamde, 2- [2- (3-Chloro-phenyl)

-5, 6-di fl uoro-benzoi m dazol - 1-yl ]

-2, N-di cycl ohexyl - acet am de,



2- [2- (2-Chloro-phenyl)
-5, 6-di fl uoro-benzoi m dazol - 1-yl ]
W0 200Bl00liedy/cl ohexyl - acet am de, (S) -2- PCT/EP2007/055994
[6-Chl oro-5-fluoro-2-(4-fl uormlphenyl ) - benzoi m dazol -
-yl'] -2, N-dicycl ohexyl - acetam de
('S) - 2Theinvanteh) fyriberiekiss ty aprecess oy ﬂ@rfbafb’eﬁt?i@ﬁerﬂf demppunds of
ﬂoriﬂula' My W(felflﬁ@& %B’clv’e 2wh1€ﬁ ?If(fc@ﬁ)é@frﬂfrﬁé’sr@ﬂlsﬁnéﬁll »f a compound of
or o- phenyl )

“"I"‘ﬁ%m)o ben20| m dazol 1-yl] -N-cycl ohexyl -
(t et rahydr o- pyran- 4-yl) -acet qm’ de, 2- |[2-
(4- Chl oro- phenyl) -6-fluoro-b oi m dazol -1-yl ]
-N-cycl ohexyl -2- (tetrahydro-py

§1enyl )

4-yl)-acetam de, 2- [2- (4- Chloo
- 6-fl uor o- benzoi m dazol - 11% cycl ohexyl -
(tetrahydro-pyran- 2- yl) ceta 2-

[ 6- Chl or o- 2- (4-chl orR) phery] ) - o- benzoi m dazol -

-yl'] -N-cycl ohexyl - ( ydr otlpyr an-2-yl)

-acetam de, WO 2008/ OOO /| EP2007/ 055994 -28 (S)

-2, N-Di cycl ohexyl - 2-R§ aor oN2s_ + (11

(3- et hyl -t hi ophen-2-yl) -lkenzoi rﬁld zol-1-yl] -

acet anide, (S) -2- [2- (2Rchloro-phenyl) |

-5 6-di fl uor o- benzoi m dazol -1-yl] -2, N-di cycl ohexyl -

eta de; 4 15 16 p7 8 .

CEFBRORE A2 b B d Rt 52 1 e BB mi dazol - 1y
-N-cycl ohexyl -2-(tetrahydro- pyran-4-yl) -acetam de,

( S) - Phe §yzlisation O h epwpptvethyf fprmula (II) can be performed under reaction

Ecﬁicflﬂl&grv%ﬂ%ﬁm' tmtﬁléa};&]l; st eh in [flliegéff: lS?a‘?%‘})dlsa%ons can conveniently

et rahydr o- pyran- - -acetam %
ACATHEGP-8-IPReHRble S%qut st sendishier eraglpoeatyy 5]mable temperature

ir¥he Yedsekt@xy b sditab{ deagedn@ bl ®ie@ PPADor resin bound PPhs.
pyran- 2-yl - acet am de, (S) -2- [2- (4-Chloro-phenyl)

: t6 eI Lgﬁ{/grregeen? ﬁVF%O%a]ﬁ) reieg%s( %,ﬁOH]éJOYIEdS n‘gxymula (I)(as )deflned above,
Whelcptepamdmyarwbc)essﬁ debartred-abewrez oi i dazol 1-yl]
-N-cycl ohexyl -2- (tetrahydro-pyran- 2-yl) -acetam de,

%ﬁe com}éounds of formula IEcan be 4pre§)are \{methods known in the art or
e% henyl ) - gret 03%5

Mﬁ@p‘qﬁi P P %ﬁeawﬂgéted, the stLs_tltuents R, R,

it Rhirenodgberad gbove- met hoxy- benzoi ni dazol - 1-yl |

-2, N-di cycl ohexyl -acet am de, 2- [2-

(5-Cnhl oro-thi ophen-2-yl)

- 6- met hoxy- benzoi m dazol - 1-yl] -2, N-di cycl ohexyl -

acetam de, 2- [2- (3-Chloro-4-nmethoxy-phenyl)

- 6- met hoxy- benzoi m dazol -1-yl] -2, N-di cycl ohexyl -
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20 acetam de, 2-
[ 2- (4- Chl oro- 3-fl uoro- phenyl) - 6- met hoxy- benzoi m dazol -

wa 200800623 N- di cycl ohexyl - acet am de, PCT/EP2007/055994

2- Cycl ohexyl - N-cycl opent yl - 2-- 122~
(3, 4-di chl oro-phenyl ) -6-nethoxy-benzoi m dazol -1-yl] -
acet agpapounds of formula (I) according to the present invention can be prepared e.g.

b @é%&h@&é&lndzprgyéalll%%%ﬂ |bel%Vs{ A thFicat p‘%&:’ﬂhﬁf" f@r ﬂliéepﬁléﬂa)fatlon of

6- met ho [ acet a 2-

FATRPHY 5t fbfﬁérh% is 1 swéie é‘%}leﬁé%‘?ﬁw%zol 1- yI]

- 2-cycl ohexyl - N-cycl opentyl - acetam de, 2- [2-

(3- d}l%*hp-phg}yl) - 6- et hoxy- benRQl m dazol - 1-yl ] R'
-2, N-di cyghohexy - acet ani de, S R
2, N-D) cYyclopent yl - 2- 2- (3, 4- d| c@%Rphenyl) 6- met hoxyo—
ben oi m dazol -1-yl ] -acet ade

[ 2, b
N phenyl ) -6-rethoxy @ m/d"azﬁ—l—y%] R’ N,
ohexyHo2- cycl opentyl-e nmode, 2- )R
zoI

R2- (4 hipr o- 3:fRuor o- phenyl) 6Rsrre'f'hﬁxy benzoi m d&:

1- yIT - 2-c¥cl (%ezxyl N cycl opentsyl -ac® ani de, 35

2 [ 24( 3- Chl or 0- 4- met hoxy- phenyl )* 6- net hoxy- benzoirm-dez=H
-1-yl]-2-cycl ohexyl -N- cycl opentyl - acet am de,® E

2, N-Di cycl ohexyl -2- [2- (4-fluoro-phenyl)

- 6- met hoxy- benzoi m dazol - 1-yl] -acetam de, 2- [ 2-

(3 Chl or o- phenyl) - 6- net hoxy benzoi m dazol - 1-yl ]

Lé%%% g%g%% f¥.‘f| 2 ent e%%?t erﬂ %aryy\o 1r219 983/ %01964ﬁc acid 2,
élBLscmilt@heé amdrmtaldrhydqohmybylderﬁedm Sioeysoe hexbUgrhi tope laction (step a,
J[yglcké!#roté&& %hggﬁk MlC“IT(PlQ %%ﬂﬂlesaﬁ E%gs e Fh[)ﬁ%f vol. 2,

X

R? = |lower alkyl

or o- t benzoi m
gademiqPeeye IN%@J(%O pp é éde@nftiH S%Jéﬂblﬂira@o esular Staudinger-type

&aéatkﬁ{owm%xhndmé:ﬁégg&h&wﬂ as2e.§. 2Ph3 the Hi@biosRdRBENYdNveRed to the
e Ql.m
bTRRrE DTS- o-gpndly NefRORGE b RbaPirrhizppitya srong base

teyd. NalRechitINDAX yhd Mbsmhoﬂ@ﬂmﬁht aitkhanikgiating agdn?R -X with X

SQP% lt)% ﬁ%l %X\l;lhg fgl[bhg s¥1 H as -S; ?gte gir(h)é éeﬁlgéog(?;ﬁl%%goa kyl, SOzaryl (step
()3 Metiy of &qcthlehdyig)bb@s ﬁeft ip@lstyubelmzl@ﬁ ¢rirlolayb¢ acidl 2, ark fommercially
antilGyiel 1phex ﬂ{ey%neﬁlylfél RS Y fromac%ﬁ{n%?cgﬁy 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
prepared in three steps from the corresponding 2-aminoarylcarboxylic acid, which is
converted into a 2-azidoarylcarboxylic acid by diazotation with NaNO; in a suitable solvent
(e.g. methanol) and subsequent treatment with a suitable azide salt such as NaNs. 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
as triethylamine) 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)
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2- [2- (3-Chloro-4-nethoxy-phenyl)
- 6- met hoxy- benzoi m dazol - | -yl] -2, N-dicycl opentyl -

W@ zesaedr, 15 PCT/EP2007/055994

2, N-Di cycl ohexyl - 2-[ 6- met hoxy-3-(6-trifl uoronet hyl - pyr

i di n- 3- yl)-benzoi m dazol -1-yl]- acetam de, 2- [2-

5l @bisestusnt easpiaehwizh ginmonda. rhlisaaxigle berenvirkaddateol in 4 so called

HY %annzreﬁﬁf&‘llléé?détny by N‘eatﬁ%%lt %ﬁ&éhltﬁﬂ@?&@&g%uc@as I{Ta')OBr

(3- Cnhl or o- phenyl) -6 met hoxy- benzoi m dazo - -yl

- 2- cylobu ﬁj-N-C cl ohex 20 ace rp lnlg

N-Cyc 615‘&)9& eéta&} %’B?ﬁ@%lorﬁomwun‘i%’ foraytlas () repigin one or more

furctieiidh @rotrpo ehzahi a1t dazibld eydr} reacacehader de;, reanidn conditions of one
haé?ear%gclr'{tdncs l l,?/a[p%(r:cgpe a#abl a%tﬁ,zoul%ﬂg % ]tscerrbsédteher e?{r?tectwe

areupsho Segand eberagtrft byl tVHeGreEBe R MoWgittst 2 Hgdefl 9L Wiley

K, 3?-_2 A YEhabEsl b(éYO% %%ﬂlcﬁ%[%aaggxﬁngﬁgﬁxw well known in the art.

benzoi m dazol -2-yl] -benza
Slzchhprgfeés;lég gﬂq)ggg,fa.njze r[eglpv?cbat@_lgqeﬁgggﬁcg&; q)qy@ﬁyepl)s using standard
rREHHE0 dBIcEiBED I the Vitehatuacet ani de,  (S) -2- [2-
(4- Chl or o- phenyl ) -benzoi m dazol - 1-yl]
-2, N cl ohexyl - m de, : :
(5 e PR Y a2 EeRi 01 bty stiresspic cpnire sompayiy () can be
bbpawet anoiixtuasiod di3Rraywdrobesnananinges, which[@n be separated by methods
cvé[l %{’;‘9% exla%ﬂyla% (29 ?ﬂ s ong%sﬁa]r 1%|t1hn Re1cem1c compounds can e.g. be
seperaiad g th(eg)ani@o@c@qﬂlg@s@?qeoglenf galts by crystalhzatlon with optically pure
écgdﬂorcﬁy‘@{)znﬁﬁyn Qh@i@)éhilpo&@ ?@bé&ﬁa&ﬁsbmaiogra\ﬂlﬂc mbthods using either a

n -acet am de
é@ﬁa?.?gioﬁbe(“ﬁoéﬁlcg‘lrg g‘l‘?é‘ﬁyl) benzoi m dazol - 1-yl ] - 2-cycl o
hexyl - N- (4, 4-di fl uoro- cycl ohexyl) -acetam de, (S)-2-
[ 6- ChAorberalive equlr@arch 1p Henykparbtidd efaompoandoonfodaniall-idillustrated

exyl -2- (tetrahydro-pyran-4-yl)
”y‘lhlft“ﬂ&ma%eio - 2- [2 (5- Chi or o- t hi ophen-2-yl)

- benz mdazol [ -yl] -2, Ndi cycl ohexyl - acet am de, WO
2008/ ﬂ643 IECT/ EP2007/ 055994 - R'

(S)-2- [36\6hlo joR2- (4-chloro- phem%l?l 5-fl uoro- benzoi m d \ ~R?
azol gel-yl ] - hept anoi ¢ acid cycl eftexyRani de, 2- 0= p3

k6- Chl of 9- 2- (4- chl or o-aphenyr}.- fI or Q= benzvi ni dagol 'T
&@Eﬂ ycl ohexyl W-—(T—r’rah p%/an 4-yI)y — ﬁ R
YRs

R
D[ 2 3 |org,>5heny|) 5, 6- di f | Korgs benzoi i dazol "
]1-2, e N- F€ycl ohexd/| - acet ani de,
RZ=H
C
[’ R2 = lower alkyl

In this approach a mono boc-protected ortho arylene diamine 6, a carboxylic acid 2, an

7

isonitrile 3, and an aldehyde 4 are condensed in an organic 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 LIHMDA) and subsequent treatment with an alkylating agent R*-
X with X being a typical leaving group such as e.g. Cl, Br, I, SOalkyl, SO»fluoroalkyl,
SOsaryl (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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(S) -2,NDicycl ohexyl-2- [6-fluoro-2-
(3- net hyl -t hi ophen-2-yl) -benzoi m dazol- | -yl] -

wa@e@samode, (S) -2- [2- (2-Chloro-phenyl) PCT/EP2007/055994

-5, 6-di fl uoro- benzoi m dazol - 134yl] -2, N-di cycl ohexyl -
acetam de, 10 _ _ _
ah dprgrobywl disarbenatp ey pigasicisplyertoupbeazog. rittfanothe| pregence of a

i)as%l‘sﬁdhceiscé 4o tp?opy(e%}ylaﬂiﬁfer ahydr o-
pyr an- 2-yl -ace am’'de - 2- [2 (4- Chloro-phenyl)

] t6 e{ lr %gy OQ'FZS%J&TIW Wtwg&]&r}éﬁpwese ﬁ IS@Sé}/ elis_—%_()ZSlE?rl, amino
bidupd -cSZ?(ﬂchrOu]pﬁk&fdydtheﬁ)- 1fnhylbd? derbarizeal tmcﬁilﬁﬂ(fhnchoylhl] groups using
QIH Ocaysﬁanocﬂ?a( érocedlg now tgagl kqlgd éle ar d(le és{e %E:t{floml cgte :COqalkyl

armaceutTear y acce e saltsdh
théz@IH whith LailH, ,klnefdmb)prsexf r@ﬂ)e@lkylhaCQzHeand(mpsﬁqnd@t qpftional

85RefsIn tfo%%lué? ¥ 913‘31(;}1 (t)thdn%nb nay be

derivatised at nct 1 onal gro%ps to prOV|de
deriv t|ve§ whi ch are capabl e of qyer3|on back. to
t he parP@ht ﬁﬁﬁﬁ%ﬁ%ﬁn?ﬁ“@FW%COWEP? a1 o )Conmuloneorn“”e

Rﬂﬁﬂi&m @Qi{p@ 5519&1Aare naﬂstéfBIeoﬂ v ewcnwuﬁd& tHéQi’eadt@n&bﬁﬂltlons of one
qor gcte S ? r e l"[m oups srggg C eg tective
’Flﬁﬁ a (1" éeéjnaé’PF?Pé ea% Ve, &/ﬁ’fc}’ﬁ’ E’%o S ARTS
Gymlpssmﬂrgﬂm@@hamsmfbbmﬁd/v ofrechoamuP.&. ¥l WutR12"ﬂI-ERZ 199, Wiley

F?é| n {}k%ed%h’r&i@ %éllél‘ﬂﬁ%ep a@ﬂ}&ﬂﬁ%l d%ghggsr \Iglell gnown in the art.

\Smh RTetFchpOFRUPTHE heemozed dtaratss stagec ivprotmthegis using standard

frRfHYdk Aedchibdd ﬁ‘lalﬁe berpgrd ormed under reaction
conditions well known to the person skilled in the

art. Such cycli | conveniently. be carried
e. g. ﬁﬁoglpgﬁ @? 323?1/%({%) §%tﬁ1nas§ergogj ic centers, compounds (I) can be
dbtaimled nomitthanef dias@reudrabl enanenpersatvtiich cah ibe tsépmrated by methods

REBRENGS 1P e%Eﬁ%%t@g P}ﬁﬁ%e&t S EﬁIhzaﬁg{lfIEa%ngzP J&)%ipoounds can e.g. be

resin boun resent 1 nven
sephrtessintotheumponndss vof dtﬁmmmarlc paltsdy caestallipationmoihegptically pure

NO& O BYERBEEHo P ¥ e RhAFEERS b3 SpAERCIHIERGRPPRR methods using either a

chiral adsorbens or a chiral eluent.

R' as present in (I) after steps a and b or steps a, b and ¢ in above shown schemes may be
transformed into or replaced by other R' using one or a sequence 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 e.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, SOalkyl, SO»fluoroalkyl, SO,aryl, and
R' being C; 1p-alkyl, lower-alkoxy-lower-alkyl, lower-alkoxy-carbonyl-lower-alkyl,
cycloalkyl, cycloalkyl-lower-alkyl, aryl-lower-alkyl, di-aryl-lower-alkyl, heteroaryl-lower-
alkyl or heterocyclyl-lower-alkyl) or alternatively by a Pd(IT)-promoted coupling with R'-X
(R' being aryl or heteroaryl and X being Cl, Br, I or OSO,CF5)

b) Amidolysis of the —CR3CONR1R2—m0iety 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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The conpounds of formula (I) can be prepared by
met hods known in the art or as descri bed bel ow. Unl ess

w@rwenies: i ndi cat ed, the substituents R, R2,PQRBEPIRA7/055994

R5, R6, R7, and R8 are as desixi bed above. WO
2008/ 000643 PCT/ EP2007/ 055994 -32 Coq‘pounds of
fiordebioad cpy theodwidimes! wsong drearpingBRR R aueé attyrienl pertidseoupling

RABRALGCh & <k EDRY, bDE dietpegs and procedures given

ow. A typical procedure for the preparation of
E;élpn(]é nllg?fo%];s gqgsrerr{%{n %w‘aécmlla}e:ﬁjos[tf{a%[e%ﬁd a%&?retgp[kegeslqc gerge reaction
R)Ii@tﬁbtﬁ&)f BnaoRmode bf tRe YeaRson Nejrs, MR dproldQeR vathQ ppRapridie
E&)tectll’ng \%Ieoups l(@s‘?escr@efl c. gglfns ?r&ts Btlweel\éorpugsn mC(grsgoPk? edr:] em1stllé)|1|:]’ by T.W.
Gisceae gnd RISEM. éN 2t dolarlgphriviey N.Y. hbqf@nebbe(wuqal giep applying
%etho%l@ wefl ‘Rﬂb\;vfl I11]1 ﬁle?hrla @gcl?ﬂo?écﬂﬁg %1%% é"cﬁf e &%@@@p §teﬂa{ep stage of

so cal type react ty
BW@&E@BS%I%%SI%WI@ H}?&lordééﬁwlbﬁd mrtlhé hF“éﬁPFedes" by
G oss & Mei enhofer vol. 2, Academic Press, NY.,
198OdTﬂ@c&ﬁ75rsﬁ)8ﬂc)lf a dothpausd s ﬁﬂﬂﬁﬂﬁi (I) Mité aﬁfiﬁrﬁmktﬁically acceptable

audi nger - t ac nW|t a t e .reagent .
R G R ERE Rl RRSL ey dmRo B bR R shGRR e for

exan’qﬂlea hipgobaliv adakz ehah ds, fonkkaphple dayd pehbpiciacidalrihy drobromic acid, or

%fn%%é sﬂapgs% aLLan Wrica néﬁ&s%ﬂgng 98& etcl, &r Frith an

atgaylcaﬂdnglcagérft)r wmlﬁf%ﬁ%db‘éﬁ%@ ﬂl}ﬁ&ﬁl@@ﬂld Ifé%wrlﬁ gcid, tartaric
848, l%ﬁetﬁh&@@ul@&n@ a@d ofb-tolBenesliforsiORal KPe salts with an inorganic or organic
B sty 5 forf g?%h%ﬁ%gpr)y tp n%%%%ﬂﬁsﬂfﬁen et e-8- by
al,ssoﬂl\hﬁg leermiﬁ”fpbluaﬂ loy folﬁnu%(la)l ihaBliabld folveat sudhhey.gnaiypxire: or THE
PAFER ol SR RLELR MRk Pradnl o0y 1 ihradysrpcon
andenigpilcd isylatcddmﬁlmilmdef @kmmategralphy tIhe caboxy grhep 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),,, 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 lyophilisation.

The conversion of compounds 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-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride (EDCI) or O-(1,2-dihydro-2-oxo-1-pyridyl)-N,N,N,N-tetra-
methyluronium-tetrafluorborate (TPTU) to produce the carboxylic 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 (I) as well as all intermediate products can be prepared according to analogous



isonitrile 3 can e.g. be obtained by dehydration of
the corresponding formamde RI-N- CHO with a suitable
WO 2@geoe4such as e.g. phosgene, POCL3 or Me2N=EEHEP20CI/055994
. Aldehyde 4 can e.g. be preged fromthe
ﬁl%ﬁ{é)%§ BQg%IOPCgII%{OCt%Q Qllletlp(y(%s%)e(‘f fgﬁ 'aBHYe\(\'S{aptir%Jl’?lwehgip laFe commercially
oxI dant such as e.g. tetrapropyl anmonium
peilpblt bekaow( W the artThe 2- azi doarylamine 1 is usually
prepared in three steps fromthe correspondi ng
2-am noaryl carboxylic acid, which is converted into a
2-azi doaryl carboxylic acid by diazotation with NaNO2
in a suitable solvent (e.g. nethanol) and subsequent
treatment with a suitable azide salt such as NaN3. The
resul ting 2-azidoaryl carboxylic acid is then
converteted into 1 via Curtius rearrangenent of 25 the
2-azi doaryl carboxylic azi de obtained fromthe
2-azidoaryl carboxylic acid by its activation of with
a suitable reagent (e.g. chloroethylformate in the
presence of a base such as triethylamne) and
subsequent treatnment with a suitable source of azide
anions (e.g. sodiumazide). The 2-azidoaryl amne 1
can alternatively be prepared via the 2-
azi doaryl carboxam de obtai ned by activation of the
2-azi doaryl carboxylic acid with a 30 suitable reagent
(e.g. chloroethylformate in the presence of a base
such as triethylam ne) WO 2008/ 000643
PCT/ EP2007/ 055994 -33 and subsequent treatnent with
amoni a. This amde is converted into 1 in a so called
Hof mann-rearrangenent by treatnment with a suitable
reagent such as NaOBr. 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 5 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, 2nd 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 methods described in
the literature. 10 If conpounds (1), (2), (3) or (4)
contain stereogenic centers, conpounds (1) can be
obtai ned as m xtures of diastereoners or enantioners,
whi ch can be separated by nethods well known in the
art, e.g. (chiral) HPLC or crystallization. Racemc
conmpounds can e.g. be separated into their antipodes
via diastereoneric salts by crystallization with
optically pure acids or by separation of the
anti podes by specific chromatographi c nethods using
either a 15 chiral adsorbens or a chiral eluent. An
al ternative approach to the preparation of conpounds
of formula |l is illustrated in the schenme below Rl
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HR NRZ R8 3 CH4 RBOy R3 R80 R3

1R1 NOQG-Rs N
bR71R,NM2 N 81 HORG6 011 i-R R

laR NRa

WORDOROMMRE Ns 1 s RBOC O 2 RBoc RS 6 7 PPEREEPRRZ055994

= lower alkyl In this approacid7a nono boc- protected
ortho arylene diamne 6, a carboxylic acid 2, an 20
i soni 8 deseriBied shogedhe apvrbpyrpounds 06 theaneksnsiaden tipdrave been found

fH 9a8ié& a@ie"e%ﬂ@el? HGRaRT R g‘he‘ﬁ&lnhﬁ&%korb Be u§e|a('in EESERNRENL and
n acid (such as e. bi.s am de. 7 agai

Pwpgﬁla@@ nglwées ARy @ﬁé%?cp’gﬁe‘% EY EgR aﬁomgﬁ A giseapey %lcf?lde
e asdddgiie ﬁin&\tﬁd’ﬂes_fdfél lavtk, pamkulaﬂ@l high HﬂlﬁclﬂﬂédtdrSU high triglycerides,

RRE T SRASLEy ST aP R i SR 28 OB ek ey o

NMatliodefdentivDA)abated nsliizss qm&aholtc rseatroert cheildsteragallstone disease,
F‘l&é’sltéﬁsyfﬂ)goﬁggﬂhe Weaséééswogh&%ﬁgbr&s &%Pk&?ker, particularly

eavli hg group suc
goppiniestigal qpeer, ossoparasis, ?@fﬁéﬂsr&%ycc s waseprs plagke,

BRRIds6 AR UReAse ahdlos ABRRIRAGRIjMe described e.g. by
Tenpest et al. in Tet. Lett. 2001, 42, 4959 - 4962 and

4963- 496 or 2004,

6757 LhonvrRling HENET Sbeie R RO AHER SomPRR R Sptprising a
asrepaordmrdefinéd abovawad h abhenaeutivally bhecpnblpasetdr dnd/or adjuvant.
the correspondi ng unprotected diam ne by treatnent WO

2008/ 299 B 3n RALIERRQAHRRY ﬁﬁngo&dﬂs\% tdpscgbe& ﬁ{otv%ggt&éla as

di carbonate 1 n an organic soO such
theeapspbendi eetivsfsubstanygs esppgieHy astherageutically actlve substances for the

ﬂbétﬁféﬁf Qfﬂﬂ bepiphARiNef dllséasé%le/ﬁhaﬁﬂe %odu‘ﬁﬂé’d B}QFIXR agonists,
resent in as - Q02al

%Jﬁ%%%llaﬁ @}g@%g@%ﬁg aﬁlrvs ablgstaéﬁas %f ﬁ@rtgsatrﬁw agd/ (}4 prophylaxis of
dﬁfdaveaithpzda and chadésleeol 1wahg h1ghr1a)L ciddespsoly B1ghgr1§1y¢eyml|eg &bw HDL-
(?hoqesgero égﬁsﬁlpl grﬁllil%eﬁlelégsgw fic dlsefise, gléﬁélal_llngn uﬁsuﬁm Pﬁpcfent diabetes
metited, yeitabobif synd@Pat, I@jnblest@rc(l‘@ll-st(awdh@a@sdqﬂ@tﬂms/ﬁbrosm of the liver,

Qi?%{i&s chol@&@%@E&B%i&ocﬁﬁe@%%int%ﬂlla%ahgg} Qgtecﬂmr&?s peripheral
gccluswe disease, ischemic stroke, Parkinson’s disease and/or Alzheimer’s disease.

In another preferred embodiment, the invention relates to a method for the
therapeutic and/or prophylactic treatment of diseases which are modulated by FXR
agonists, particularly for the therapeutic and/or prophylactic treatment of increased 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, diseases
of cholesterol absorption, cancer, gastrointestinal cancer, osteoporosis, peripheral occlusive
disease, ischemic stroke, Parkinson’s disease and/or Alzheimer’s disease ,which method

comprises administering a compound as defined above to a human being or animal.

The invention also embraces the use of compounds as defined above for the
therapeutic and/or prophylactic treatment of diseases which are modulated by FXR
agonists, particularly for the therapeutic and/or prophylactic treatment of increased 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, diseases
of cholesterol absorption, cancer, gastrointestinal cancer, osteoporosis, peripheral occlusive

disease, ischemic stroke, Parkinson’s disease and/or Alzheimer’s disease.



If one of the starting materials or conpounds of
formula (I) contain one or nore functional groups
woRioslo@meE not stable or are reactive under thBCT/EP2007/055994
reacti on conditions of one ]{B&N’ nor e reaction st eps,
appr o riate protecting groups descrlbed e. in
" Pr ot k¢ inyent@nakissrelatesty gha@mseo crlrbwabove for the

ﬁeﬁﬁtﬁﬁoﬁlﬂfirﬂg dfcatentYid i the tl?e@&beﬁﬂc ancﬂ/ggﬂr g‘frﬂa@&c tr&ltﬁ{eﬁt of diseases

h@?chgg%%ﬁ 9“@53)@{ e%s%%ffést a?rflgﬁl'a@'n @H'tb? E@@Fﬁﬁ@gﬁ&wglﬂhﬂww

gadinieat oEionéeadd &hblcbaﬂdadll@les&t(ﬂg@ebf h1glln eDsydhbheetd, Mgln fdplycerides,
Eo&van%gﬁé%%é)le?%%&??y%&igﬁ%%ii elicg?le O’[lﬁ tdéseetﬁseeg él?eéegsgrel%n 1nsul1n
dercndery diabetep meatdss, (nlle)talnﬂm spadronist diohestirelgaliitomadiessof

%&%&%LW& 1‘]0[F1 Eﬁ%\?\%ﬁ({%ﬁ@[& chc‘él’%gté:rlc’]l ﬁﬁii:%ﬁl @%ra%_'a%promtestmal

GCElh PHEARITPY R PRBPhCr RAcElpize élém%usf?agm Oéeé’aﬂﬁéson s disease

SRpaF AlZRGinicRt Aistdrel JuchMhddRAHRS ts\dothpiis@ s L &MPOHR hCdescribed above.

salts by crystallization with optically pure acids or
aration aof the ant

E % r gnﬁ’?&@“r g)&ﬁ %qu&agnthﬁ%@slﬁ ﬁécﬁeséerolzleveésh pltggltnglycerldes,

dyisipidoeris cholegterohgallatone ldiseast, caRderasorpimsskimtiependért)diabetes mellitus
ggc;]%retaﬁgﬁcpér aroq’ﬁétjls% %rrg&ﬁégﬁlcﬁ aal?(})l?gh epIF glgoelg’sl?%gle hf%xotwglycerlde
Ryclysihdysbpdenia.a sequence of reaction steps. Tvvo
possi bl e exanpl es are given below a) Rl= CH2Ph may
for instance be renoved using debenzyl ati on conditions
(e.g. 25 hydrogenolysis in a solvent such as mnet hano
in presence of a catalyst such as Pd(O on charcoa
powder) and a new Rl can be introduced e.g. by
deprotonation of the resulting CONHRZ with a strong
base (e.g. LiHVDA) and treatnment with an al kyl ati ng
agent R1-X (X being a typical |eaving group such as
e.g. Ad, Br, I, S02al kyl, S02fl uoroal kyl, S02aryl, and
R1 being O _| o-al kyl, |ower-al koxy-I ower-al kyl,

| ower - al koxy- car bonyl - | ower - al kyl, 30 cycl oal kyl

cycl oal kyl -1 ower - al kyl, aryl -1 ower-al kyl,

di -aryl -1 ower-al kyl, heteroaryl-lower- alkyl or

het erocycl yl -1 ower-al kyl) or alternatively by a Pd(I1l)
-pronoted coupling with R1I-X (Rl being aryl or
heteroaryl and X being C, Br, I or 0S02CF3) b)

Am dol ysis of the -CRBCONRIR -noiety of (1) to

- CR3000H may be carried out using suitable conditions
such as heating in isopropanol in presence of NaCH or
Li OH. A new WD 2008/ 000643 PCT/ EP2007/ 055994 -35

am de bond can then be fornmed using an am ne HNR R2
and a typical peptide coupling reagent such as e.g.
EDCI, DCC or TPTU. Functional groups present in (I)

whi ch are not stable or are reactive under the
reaction conditions of one or nore of the reaction
steps, can be protected with appropriate 5 protecting
groups (as described e.g. in "Protective Goups in
Organic Chem stry" by T.W
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G eene and P.GM Witts, 2nd Ed., 1991, Wley NY.)
before the critical step applylng nmet hods wel | known

WO po0Bl@6a¥ t . Such protecting groups can be rene@EEPZNT/@55994

| ater stage of the synthesis igsi ng standard net hods

described in the literature. The conversion of a

conpdum B llofvikmlesta veerq ¢arrighew 1a opsiea imdrierptinecdiclagtivity of the
ﬁpb?forﬂaglas(ﬁ Ba PorPRI iR iaB8n QHtéhchﬁann%%ﬁ? @%n B found in:

u i norgani c aci for “exanple a
gfgﬂ'o&rl art gp d%qvalopgwehog%sa%lﬁﬂ%& BFAYITRILY psplr (9 RETORjsgme
?ﬁihﬂer@tbr-ﬁ&t@kfa@é@lﬁ@fﬂp@o?hdna Bganddinding Ho@aEAN{199&CAS. Biochem.
Z¥ﬁqlﬁg &ulfurlc acid, nitric acid, phosphoric acid
c., ‘Wi th an organic acid, such as, for exanpl e,
acetic acid, citric acid, mal ei c aci d, fumari c aci d,
tart aBﬁ@eriaégn@mamﬁm@gmeﬁmﬂ vectop wergrconstructed to produce

uEanluHﬁ@ @Stféllngtggﬂsg (@§T )dand-@a% At A Elnﬂ’ingﬂo%lﬁ K@Agﬁwg@eiﬁ fused to

ganlc acl can t al ned andar d

fsdigand Binding qaenaie ﬁL%IR @ﬁ fagnamEXth éaaa1r9t3 478)-d.0 aggomplish this, the
gbi%ioab ¥f the séfiRnEQRREIHMSL @k FXR TBID atte) ammlf@dwlptoa/%@ase chain

g Opm oo foet fRG AR SbntheRg Ui Hisdthe plasmia

pecoatsCile fomhclocowyereriéind by DA se:qubmieadallyys filtration
or by chromatography. If a carboxy group is present,

the C“?Eé fRInondi, Q%nr%£¥ 0513{31 b‘ée g'n{ %ur‘?@cgu@ﬁ on}@’PaﬂBﬁfﬁjfuswn protein

from the conpoun ornu treat nent
pRyRirEireygHdaF] Cyﬁ’lléﬁﬁlﬁdihzﬁ(@}’ﬁ)%iﬁgs by@ﬁ@%ﬁkmem@s feere Protocols
IIPMB%HPaﬁEfHIbg? Bale} Prds$ 8. AusubY caglgi tion of 1/n
eqU|vaIents a basic salt such as e.g. MOH),,,

ar in.M.=.nmetal or amonium cation and n = nunber

! ipding A s, to a solution of the conpound in
a suitable solvent (e.g. ethanol, ethanol-water
m xt uBmdirtgaifrtesh ydrsofgesan thvalfXeR ligandk hinding dandirt way @smsed in a
F%o1 th ngf)la? &Y QJ,%Q% gf.‘He%gs ?%alklé@%ﬂé)d%ﬁta'b%ﬁer &silfiff of 50 mM

conv rSIOﬂ 0]

plea¢snald e, |1@amM>l\TaeCéc%ml\éMéllz direpd reagtiopevdlan e 9edvaliplate, 40nM
8f GSTJMRtEmmﬁmpr@feuhmim%d%qa JPUESESHe i Inumﬁlcate SPA beads

laﬁf%gll%gw&@h%@%?fh f ?aﬁ ﬁlﬁ'fc%%@ﬁffgg e asf*?f?ilfbsan% (e 40mM) of

¥ INoR iyt o Isdxeli- IFMJ@,M alﬁﬂlé}tth))ﬁ)hpﬁa’(}d))nbdjﬁmmﬂazol 1-yl] -acetamide) was
d&fée?{ lorﬁdgtils Fegagf:' (ghat e‘RgISt%(gD %%r@b minutes in the presence of test compounds
fllpBed byrediniyll adioin pogriopty Icpuiing t\lhHieding agdaysniate p@formed in 96-well
gl)éfgs 96 H‘&rdn‘ij&rﬁ %P%llncpﬁ and was easured on a Packard TopCount using

r o- 2- oxo- 1-pyri Ps N, N, N Ntetr
@@flﬁ’&altea r(BfFﬁ)Lalfﬁ)t @9%&?499@?%5@6{%@@6 Vﬁﬂ%aé@g@ 73

e drcfr@steat 10t Maaoxyd 1. ami de. Furthernore,
carboxy groups present in the conpounds of formula (1)

gangb% gre%ctetd miﬁh sg%ggblgaglcohols under anal ogous
2w . sofar as their

preparation is not described in the exanples, the
conpoBayshapfster Kidrfey cells| (§H(I<12)1 ACeeXIL1gswerelgrown in DMEM medium

ana?‘lr%ﬂ?%v%%%%b% 595P R RSP RO RARRGE XA §rd Reded n G-l
Pr]@feﬁébl% @rsﬂaef:b(} Grlgve bartdféemrgﬁmf@%eds\@tth fhf—rnﬁzﬁ EEBdeBD or

StpéskioN DIATBI@ i1 laSedreer GRIAEL. irahdfat tioA Ak habhlidied with the

lk-lrllgoe\f\l/re] 6|rgagterr1]te(Roclt1e Molecular Biochemicals) according to the suggested protocol. Six

hours following transfection, the cells were harvested by trypsinization and seeded in 96-
well plates at a density of 10* cells/well. After 24 hours to allow attachment of cells, the

medium was removed and replaced with 100 ul of phenol red-free medium containing the



WD 2008/ 000643 PCT/ EP2007/ 055994 -37 As descri bed

above, the novel conpounds of the present invention
wh2008/0teeh found to bind to and sel ectively aRCT/ER1087/055994

FXR. They can therefore be usethin the treatnent and

prophyIaX|s of di seases whi ch are nodul ated by FXR

teglonibstarces Suednttil Sigerrdsd fingldMME@ conermitratiged- 1%% Fgllaying incubation

Smle %ats%pi4 lll(ﬁM@lNﬁh sQ@srtﬁﬂc@éJ |5@r | Mf tlﬁle %&%aﬂh@s%&@ﬂd@ﬁ and then

ycer| ester
gﬂ?ft & i Cortshaic &é&hté%fagqné <%?§1@£éelea§%ra%e‘fbé§mals> was added to
ryaé ﬂﬂe@bﬂs&fnﬂ){mlﬂl@fé -thé Rgiférase Ifée@eﬁdemhuﬁs@hed, @Sa fiRhduré Ubluciferase

ﬁgﬁg&f%geﬁ%{lgﬁ? 3Lp %kag? IT émluf ’g %lscgs 185 {igﬁ%%qh the presence of
¢ hot edtend ws_&trspremed@m fold:ﬂhn:r@e in banmexmﬂuarcbmpared to that of cells
BRabd0d Hlttﬁg'ébé%ﬁke 813[[18?1{1 bsta®ed. %@ﬂ%a‘ﬁ?e's %vlgréoﬁiduﬁ’ﬂ&{ @ing the XLfit

occl usi ve di sease, Ischemc¢ stro ar ki nson

Biogeas 611y Ruyingss Aplykenshid: YK¥ sease. 10 The i nventi on
therefore also relates to pharnmaceutical conpositions

C OinhéSd:diﬁ Gunds QPRRdIng taforaeld M?Hav%l%ﬁ\éetlﬁﬁﬂn at least one of the above

R TGN 2 T AT T

above for use as therapeutlcally active substances,
es pekoadxhmphes theHell @apeg tomabiydsabbved thedblddvang E€sfamd ICs values in

T @Q%/ LyRrophyl axi s of diseases which
g?gnﬁ%5€?%?€%£gy f% ggonlsts 15 particularly as

t herapeutically active substances for the treatnent
and/ or prophyl axi s of E@gcreased l'i pi dycgpd chol estero
| evel Bxankilgh LDL- chol rol, high tri &ﬁcerldes | ow
HDL- chol esterol, dysIP/ denia, atherég erotic

di sease, diabetes non-insulin dependent di abetes

mel litus, netabollc syndrone, chol esterol gallstone

di sease? chol estasis/fi0btosis of the Iilver, diseases
of chol esterol absorption, cancer, gastr0|ntestina
cancer, osteoporosis, peripheral 20 occlusive

dlsease i schem c stroke, Parkinson's disease and/or
Al zhei mtt' s di sease. 1Hh9%not her preferpéd enbodi nent ,
the invention relates to a nethod for the therapeutlc
and/ or prophylactic treatnent of di seases which are
nmodul at ed by FXR agonists, particularly for the

t herapeutic and/ or prophylactic treatnent of increased
l'ipid and chol esterol |evels, high LDL-chol esterol,
high triglycerides, |ow HDL-chol esterol, 25
dysli pi dem a, atherosclerotic disease, diabetes,
non-insulin dependent diabetes nellitus, netabolic
syndrone, chol esterol gallstone di sease,

chol estasis/fibrosis of the Iiver, diseases of

chol esterol absorption, cancer, gastrointestina
cancer, osteoporosis, peripheral occlusive disease,

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

Al zhei nmer' s di sease which nethod conprises

adm ni stering a conpound as defined above to a hunman
being or animal. 30 The invention al so enbraces the
use of conpounds as defined above for the therapeutic
and/ or prophylactic treatnent of di seases which are
nmodul at ed by FXR agonists, particularly for the

t herapeutic and/or prophylactic treatnent of increased
lipid
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and chol esterol |evels, high LDL-chol esterol, high
triglycerides, |ow HDL-chol esterol, dyslipidem a,

waewenewdel eroti ¢ di sease, di abetes, non-i nsul i PCT/EP2007/055994

dependent di abetes nellitus, 38 hetabolic syndrone,
chol esterol gallstone di sease, chol estasis/fibrosis of
the | Thesomppunss obtormyfa lansl erstheir pharatsertisallppcceptable salts can be

GstdG@s 'inedﬁ%ﬁieﬁ@' &k 88 ttl'lé‘f@lrm(‘dfﬂ Bﬁﬁfmac@lﬁdﬁpﬁ@ﬁ%h%s for enteral,

r al Ive . ase, em.c stroke,
BieRbid BHt‘?l‘&f%‘gﬁg@t‘ﬁﬂaylo SKCIRE T e SR G, perorally, e
2&@8&&&06&3&9@&5&2&@8&1@5&9&%, h-a&BarﬂaTQ)fﬂ delagine Icﬂfsuhfls SsOlutlons,

%IH ﬁSIOHF 8p§1%sg?n51onss§1%egt{%\él gm t orfmo 9 eu%%cr)sﬂgmre% F?guetn?eral?y, .g. in the
fonraly dnnjpctupwﬂlam or suspesentor afifusibs eelsgens, whiophcally,e.g. in the

f@%f%ﬁ%éﬁl@, 3 agPRilS b?iﬂ aﬁﬁ{utusﬁytllcﬁ{ is %ngg&ecf he

therapeutic and/ or prophylactic treatnent of
i ncreased |ipid and chol estero] |evels,
LDL- chb§ %@@é?téﬂn of} Hﬂ@ﬁ %rffiaéf"%}tcélrﬁ’r@%@a“o@ an%e effected in a manner

wRlchaHn |be$ein@1h@ﬂ to dily pltsph diilledin 1t be fb@%@lhgfn@tth@descrlbed compounds

REPRrRaY P ThET P PR D “eiRaE TP g F g bimaton wit

dihsetempeuttatly eslialde sulfsiancessimgo a%altlhlealIadnﬂ&mmmil(mefasrastogether
%th %Hﬂib?é tn%h%x{i‘ B50% p[hér%peutﬁcéﬁﬂ?&%%ﬁﬁ?é JoBL: ﬁge g;k%lner materials

ost'eoporosi's Ive di
a&%h‘fedfpléedswlmk@ ammtktﬂtr@ jevagiissease and/ or
Al zhei ner' s di sease. Such nedi canents conprise a

conp Oglﬁlﬁhbﬁescagﬁéi%ét@@ﬂs %91;6@ O?I%JQH(F%%@ Birh@ﬁmafé@'l/ag I'but also organic
estero

treat nent 0
HrTe et iy ErTaradhe e tpsEce glerijaits thseot, tale steari
aliid eafesalts anchy ysedanedrrisunarriae pertdents, diatdetldsts, dragées and hard

g(g I%eccéﬁsul?%ngﬁ%L %E%tér as[?rgag{ o1 o?ijt g%ﬁﬁrﬁefcgpgu?% are, for dﬁxample,
yegeabke calﬁ,dwqjéygﬁ@tp plakbsanai- soh@ag@@gul(dmgw@,s (dependlng on the nature of the
FGelE BR2O04 (929 e rs 13 '[T}tl-@/\’é‘vgll Ib@Y’éq{ﬁ Grell G IR UR' & soft §elat1ne

carried out in order O etermne eact|V|t
tnditable qprerumaierialy for Bacgr Beline ¢friplotinat ’f‘I%SjnSY&S‘FPS are, for

I:)biﬁlﬂlé deﬂtdigp(ﬂﬁ(ﬂa)éu@rﬂﬁb tﬂﬁ/eft('su 84t anf the NieC ?@Eﬁ)l@lcﬁrﬁér radterials for
scin OXi i ass

pUcLRn SIREO 7 Pr St il e Bl PRl egng Meetable il

Smmﬂmlcabmrdm{tgmieftmsnppos(tdzﬁ&&)re AoadxamBle ahtenal ob h2isiéned oils,

Ny 1&% anBIGHE fl%lﬁd o?ﬂg igﬁﬂ;g}%llg ?ﬂlta@fﬁ&?ﬁeﬁij Hied&S h?r }alcal

Wer e constructe I one-s-trans

pEsTptighvaregiyenia, s@mmyrﬁbetmm spintheidg Jlygarides |hmérog@|@é@i oils,
Igg;‘dmgeé hgr@aqmpafmb RGuid 4B} DcdHoBDte s, BHIV&Hyl%ﬂ@%lﬁz&ﬁ‘s and

0 acconplish thi's, the portions
IS ERILVaEN¥&odi ng the FXR LBD were an‘pl ified by
pol ynerase chain 10 reaction (PCR) froma full-length
cl oneUbyal RaRliasd, ﬁrb&éWaﬂUhCW@ﬂﬂlﬁg ahd emutsifginglagans, donsistency-

\flff rtogm% ager[}% ffa{/o u cr:l%prgwgg V\g%tsv gal{sffhre‘gargég wg)sﬁlo 1C t1res($:(‘ure, buffer

1 on ression
plhstaﬁlpﬁaqqhdnhzj:ﬁrs, ggma_nmrfdl,masrkmgﬁggmt@ iand ant10x1dants come into

consideration as pharmaceutical adjuvants.

The dosage of the compounds of formula I can vary within wide limits depending
on the disease to be controlled, the age and the individual condition of the patient 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. Depending on severity of the disease and the

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



was performed in E. coli strain BL21(pLysS) cells by

standard nethods (Current Protocols in Mlecular
wBr@Booss3 Wl ey Press, ed. Ausubel et al). 15 PCT/EP2007/055994

Radi ol i gand Bi ndi ng Assay Bi ndi;ng of test substances

to the FXR Iigand binding domain was assessed in a

Aailyi dolsaggamdts of- S ph Adepreptagaysidy. The assay was

performed in a buffer consisting of 50 MM Hepes, pH

7.4, TRe pMri¥autical M@%-coﬁ%mi&ﬂ%&o?ﬁﬂ?iﬂdﬁ@ 19980 Imd, Preferably
usi on protein

- wel | ate, 4 f GST-FXR L
aﬁggﬂgﬁﬂ aanEﬂHEHﬁg?ﬁ?g?ﬁione ytriumsilicate SPA
beads 20 (Pharnmaci aAnersham in a final volune of 50
pl byThh@lowig ckamabts sdrivgmntugtede théPnddpniofivention in more detail. They

' | [2-(2 :
e PO AL el st cope i 9B BIAPRSE ot i de) was
added, and the reaction incubated at RT for 30 m nutes
in the presence of test conmpounds followed by
scintillation proximty counting. Al binding assays
were perfornmed in 96-well plates and the anount of
bound |igand was neasured on a Packard TopCount usi ng
25 Opti Plates (Packard). Dose response curves were
performed within a range of concentration from®6 x
10-9 Mto 2.5 x 10-5 M Luciferase Transcriptiona
Reporter Gene Assays Baby hanster kidney cells (BHK21
ATCC CCL 10) were grown in DVEM nedi um containing 10%
FBS at 37C in a 95%92: 54CO2 at nosphere. Cells were
seeded in 6-well 30 plates at a density of 105
cells/well and then transfected with the pFA- FXR-LBD
or expression plasmd plus a reporter plasm d.
Transfecti on was acconplished with the Fugene 6
reagent (Roche Mol ecul ar Bi ochem cal s) according to

t he suggested protocol. Six hours follow ng
transfection, the cells were harvested by

trypsini zati on and seeded in 96- well plates at a
density of 104 cells/well. After 24 hours to allow
attachnent of cells, the 35 nmedium was renoved and
replaced with 100 pl of phenol red-free nedi um

contai ning the WD 2008/ 000643 PCT/ EP2007/ 055994 -40
test substances or control l|igands (final DMSO
concentration: 0.1% . Follow ng incubation of the
cells for 24 hours with substances, 50 pl of the

super nat ant was di scarded and then 50 pl of

Luci ferase Constant-Li ght Reagent (Roche Mol ecul ar

Bi ochem cal s) was added to |yse the cells and
initiate the luciferase reaction. Lum nescence, as a
nmeasure 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 (ID Business
Solutions Ltd. UK). The compounds according to formula
(1) have an activity in at |east one of the above
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10 assays (EC50 or 1C50), preferably of 0.5 nMto 10
M nore preferably 0.5 nMto 100 nM For exanple, the

WO 200800uewmyy conpounds showed the foll ow ng EC50PGEHEPI0CEE5994

values in the binding assay -discri bed above: Exanple
EC50 ICS0 [M [M 2 0.7 1.5 34 0.086 0.5 WO

2008/ 000643 PCT/ EP2007/ 0559&%amples The conpounds of
formula | and/or their pharmaceutically acceptable
ABbicSia€idAs:be used as nedi canments, e.g. in the form of
pharmaceuti cal preparations for enteral, parenteral

sy Bl 2 2P 0t PRS2 P Sarc -

sebtehytageetaboditagdéesO, haodivandilfaef PSgelbahatae- poylstyrene

%%%ﬁ%arb%&h%kegﬂfq%l f?(%rgr i} ﬂ#e?@%lp%gg?r?%ﬁdasbm%cros Cat. 30134

mﬂélrsamrwted ed.d-aGQs, PHd sSNEQ¥Ih Bolysiyene iseppostskdiesybydrazine
PAIdﬁEﬁQ?B@DQS%? S%ziﬁflﬁz'égél’” solutions, or topically,
in the ormof ointnents, creans or oils. Oral

dm njstration is preferred. The production of the

RATAECB fScal preparations can be effected in a
manner which will be famliar to any person skilled
Reactihes weie chyriedroun ghdg ritregeatias argdredmosphpoe) mdsn apProptiate.
formula | and/or their pharmaceutically acceptable
E%irﬁ le 1OPtionally in conbination with other

peutical |y val uabl e substances, into a gal eni cal

adm n| stratjion formtogether wth sui t ahl e,
Adhdicgsdplexyl- %éhphemé}eaa@ml%zal Ly Dcessisaninp hediogen ehlpxide
liquid carrier materials and, if desired, usual

phar maceuti cal adjuvants. Sui tabl e carri er materials

t t . al
i Gait i b D AR 07 S ) TR 2 sl
t)a:hﬂmsmecarbaldels}tda!(éh6 org, 088 invabl, Vesqtitver ey&foheMIis@;yanide (30.6 mg,
§.o82lth& 1@%391 icltl\? 1S bhdx %?b@ﬁ/ gﬁe%‘}legn? JERLih ga'z 1 mg, 0.25

nateri a ets coat ragees
anel 1 gq;maﬂ irh@etbapgldpe‘?smLmd thp nExigae Wiise‘ﬁl”f?étaé FGcan éemperature for

fORosaf 1 wﬁdl@bgpﬂc@ apFih @as @d(l)(lfed afngrnﬂé@{ﬁ%ffﬁfegﬁas\oé?ﬂ%t&p%ﬁh
| | |
gﬁé‘ééﬂa?tﬁ@n%ﬁ% Fhaiaar iRt ooy @mgmu‘gn;o mg) and PS-

T@ﬁ HNQTZS{AI lﬂu@bl/g, S00Mgedre acﬂxhzdrteqlw organit phid@and alsembdfture was shaken
Or t nu e g e, {Zn(i)xtﬁra Ox?ausl ﬁs d al S:[fleg ﬁ r%itecgfgécl)r%]gerdg%tvl?ngloabﬁriﬁcation
byawphletlvaPéC (gpidieylt.)blgtlos umt@d@cemnuekwlﬁu@ar% arfthordagetic acid)
(%ﬂﬁfcll %Sﬁeglr%ﬁ (?ﬁ'l(fﬂe%/’l ng%?‘bﬁé%xgéaﬁ)aw (ﬁfﬁl‘ﬁ% Bh?ngl} -carbamic

gquj/ Est Bty hepervedyae ab%) #id ellowai; Médﬁé béé-il (i H)

materials for suppositories are, for exanple, natural
op hardened oils, waxes, fats and sem-liquid or

S e L T
&y dbhetyi -cydphesdrartespylhyedthgl emaine thhenyls-carbamic acid tert-butyl ester

(64 mg, 0.12 mmol) in methanol (2.0 mL). The reaction mixture was heated in a focussed
microwave (CEM Discovery) at 145°C, for 3 minutes with stirring. The reaction mixture
was then evaporated to afford 2,N-dicyclohexyl-2-(2-phenyl-benzoimidazol-1-yl)-
acetamide hydrogen chloride, 46 mg (85%) as a pale yellow solid. MS (ES+): 416 (M+H).

Example 2

2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid cyclohexylamide
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l'iquid waxes, liquid paraffins, liquid fatty al cohol s,
sterols, polyethylene glycols and cellul ose

wa@leosmeteyes. Usual stabilizers, preservati vespPCIEPI00TION5994

and enul si fyi ng agents, consi-st4dency- inproving agents,
flavour-inproving agents, salts for varying the
ddnotic pressure, buffer 30 substances, solubilizers,

g%%qgfrgtg%zo@raad{@% Ehggg og@ ml ggtcél gglt)u@aslaqaw & £9ffion of 3-
asthyluitgn d@h@a ééﬁﬁé%@QSd?Hngr MAY) &%ﬁ%olhm yswwgwo 6 mg,

oel ﬁnhll)llml g?eqdﬁpetﬁdll\n@ert Bﬁto&?@rlgd dlS@ll yie@e ﬁaﬁiml_ne (52. lfmg, 0.25
cont,rol | ed, . the, a i.ndi vi dual condition o

R Deqiny GRS BRdal) Sridetiondiuf P Bat hisilt fa fpeussed
oficrowavesEEM ®ifdovdrgtattl000Gdor hilimmdesavith gquinge Feasgvém was
%511(9/%8'?{1 AL a%‘d'tl%é regﬁl?gae Eﬁgolx?e‘?l%tm Fﬁf@&?&g (QFHP) Ywashed with 1

sage o about , espec
RLERS H@hé?smuLhtS@tué%?éa%pm %lenéﬁ%a%@@é (3ml), dried over

N@}G@L abnd eozf oirzh@d Qh§@%&1@ﬂ@o L& d RERCDS Q4 chloro -benzoyl)-(1-

neti.c pr e co un

DRSS PO T e B BN L SORFORR stert butl eser, 83

RGT6ER200A GRSO94ES+ A BodaVky)dosage units, e.g. in 1

to 3 dosage units. The pharmaceutical preparations

ggnvenlently contain about 1-500 ng, preferably 1-100

, of a conpound of fornula |I. The follow ng exanples
§emﬁ@trlat¢d| HEUSE Heinavat¢re0.pmaldarms adedsiord softion afsrusle {2-[(4-chloro-

g&taY1h- (I-EEJQMhex?lchb%motﬂpg‘@HQB 08?1 Jaﬂﬁ d}%’en&@ dattintic acid tert-

ts}%%%@%ﬁ%s@%mmw plde.0 %)or r&iGtigRdnixfyrq was heated in
?ﬁ(?fg?r&gt& (ﬁ)in@ﬂ‘(blwaffé deEM mﬁhc@verym gtglﬂj%ﬂ G683 frﬁnlllt'b?oﬂrtg stir;ineg. The reaction
SN B R e s B HPEE D RO M BG grater

&wppmﬂﬂeduh@ﬂbbnaﬂeommemamad)ﬁm@nwmonmm&mﬂdatwﬁmhanéﬁﬁsmmsﬂwn

%S?d] gﬁq sflﬁﬁﬁ%ethigéﬁf g%oéar%r{alge 1%?&13!1 GGy £900 mg) was

rene su
pdsiegdiang dpamioviere sbﬂslfecylrfpé%hg@tzsi be sg;turesmzfﬂter@i qridceyaporated to

Qf%rd 2Cener- aholroeﬁwnl@ -BRaa6ih1i@ns]- 181 je4 %@eﬁlﬁ}}l%n&%hc%lﬁler
%gariu(fe, ?0 %Orz4g’})/051088ap vt}ﬁlttee soh\ghM% (%EE BAE I(l@[tnL?I) 10

2,N—d|cyclohexyl 2- (2- phenyl - benzoi m dazol -1-yl)-aceta
Rxaeplapgdr ogen chloride 1.1 Benzoic acid (34.2 ng,
0.28 mmol, 1.1 equiv.) was added to a solution of

4-{1-[cyclohexyl-(4-morpholin-4-yl-phenylcarbamoyl)-methyl |- 1H-benzoimidazol-2-yl}-

benzoic acid methyl ester hydrochloride

3.1

4-morpholinobenzoisonitrile (109 mg, 0.58 mmol, 1.1 equiv.) was added to a solution of
mono-methyl terephthlate (95 mg, 0.53 mmol, 1.1 equiv.), cyclohexanecarbaldehyde (81
mg, 0.72 mmol, 1.5 equiv.) and N-tert-butoxycarbonyl phenylene diamine (100 mg, 0.48
mmol, 1 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 NaHCO; (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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cycl ohexanecar bal dehyde (42.6 ng, 0.38 muol, 1.5
equi v.), cyclohexyl isocyanide (30.6 ng, 15 0.28

wWorneB/ 00043 equi v.) and N-tert-butoxycarbonyl pPEREPBATB055994

diam ne (52.1 ng, 0.25 mmol, -M45%quiv.) in methanol
éO.S m.) and the m xture was stirred at room
ehpbenylarlanoi) -methyhoigrephthnlavnia gcid sugsh Hiester, 15¢mg #A880). MS
adagdsandrihe M xture was extracted with
di chl oromat hane (2 x 1 nL). Na2SO4 (50 ng),

-carbonate (4 mmol /g, 50 ng) and PS- TsNHNH2 (4

/g, 50 ng) were added to the organic phase and the
(rbmtetmtrate‘d&mls(na%ﬁn werf @6 nAl) wasndd&bto aldobutivindfurelevi@s (4-chloro-

E)érlztoepg cc)ihet hf‘:f:ar‘blalrnt [ PL mgﬁﬁmg egmrllcg] %l?et%l}'l/ i fblaghlc acid tert-

rative
aitybester (&i:mgo(hili mm@l?w mhkth@nal (%OtmL)‘ | Therreationingixtug¢ wps heated in

?(fcggsgg %wro ve ( EM Dlscovery) il’[ 145°C for 3 minutes with stirring. The reaction
enzoy TI%goex - cycl ohexyl car banpyl - net hyl
al

%P%WPPQ? etrified by |Ptﬂeﬁaé9rtt"f Iy (gé’gdl@}t eltﬁwwﬁh Water /
Q&Y%trwuﬁdd akh@N c@hﬂltlol\@ dndQvApor®34 u ¥ hacudmto alrd 4-{1-

E&Flgﬁ L?‘Lfﬁl({rg H%%?gyhgny\fﬂarbamoy% mem‘ﬂ lﬁﬁgenzmmglazo? 2-yl}-

bﬁyoicoiaebqylbthgzlyastem hedrpkaactiariday 78 mes (6919 » ara cobolrjeksesily MS (ES+):
(ﬁi\m{ﬁ acid tert-butyl ester (64 ng, 0.12 mmol) in
rret anol” (2.0 nmL). The reaction mxture was heated in

a focussed mcrowave (CEM Di scovery) at 145C, for 3
Fxamopled with stirring. The reaction mixture was then
evaporated to afford

NIty aykdxghexy6-dclldrar b enyl dibeiho bedzo¥thidagél-1-y1
g’cet%@ede X:;1}yd)r{ogencchf o??%}e 46 ngﬁy?hgl%mag Zg palae 7k

solid. M5 (ES+): 416 (MtH). Exanple 2
2 [ 2- (4- chl oro- phenyl ) - benzoi m dazol -1 -yl ] -4-nmet hyl - pe
#flanoi ¢ acid cycl ohexyl anmi de WD 2008/ 000643

qurggggf@ g{cgﬁgg%% ](_1 38 g 6. g ﬂqmo'l Cf' i@p?%gé&deﬁ% g s&r‘}?g’? & lution of

-Gl et lmnz;:rpqil a@%@e(@ﬂo B, Fn@5 rm)ncggl fraguiv.) in 'strahydrofuran (10
£1YiaMd N Nc(ylgb}%% {hyla%ﬁﬁé' ansde 6(21%@10[@‘1 quuv2)8atm°r@ land the

1.1 equiyv ut oxycar bon | ene
Eﬁa‘étllﬁrh@”ftg% was ﬁﬁrre% 51631 nd a:}_loga% Fq,\f/?f? TROTh IeHyjerature. The
fcthomijxturbh@sreegairatod 1madluraﬁd\l\l@6crhéapﬁﬁlutﬂ’ﬂr§ loaded onto SiO; and
{gﬁ? S edcohgpﬁrqrc rorrrrlaﬁ n%rgq%@l 25 Ie’}flgl[ %/c)et g}gt%g% 1 %q{) 1%9 to afford (2-
ammoaé:,aahdﬂ@lrormnylésqadmmw eciditat bm)yé@bterno 81 g (52%) as an off-white

h h th 1 M aqueous HC
th‘a ,@gﬁ 2?2?£%aqu§6tu%mzl %ﬂ\%n of NaHCO3 (2 nL),

drled over Na2SO4 and evaporated under vacuumto
42ford crude {2-[(4-chloro-benzoyl)-(1 10

gymawg@w kmlﬁ;ﬂtang y2:23 béf&f)hf)’dcrcb uyc%lbexamcmb}d@lﬂﬁny&;}cmaﬁyl
am c er u er
R OB IR P iR s e Do B T FDeOR Fler gave 2-

diay@ohex@L 5[ wb)didderoati(bd- dirnethosplphenybnbafzoonidaml {12yl | -acetamide as
b oAl Of10MS (ES+): 544 (M+H).

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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benzoyl) -(1 -cycl ohexyl carbanoyl - 3-net hyl - butyl)
-am no] -phenyl}-carbamc acid tert 15 butyl ester (83

wOorgos00w23 nol ) in nethanol (2.0 mL). The reackPCTRP2007/055994

m xture was heated in a focustsed m crowave (CEM
Di scovery) at 145C, for 3 minutes with stirring. The

t2e Est-domet mphﬁryl)w@@zom@da@bépékhfr@qpropulrmta@ud@wdrogen
BHI6RAE Atd e wHRbd, 08 4%”&3 et ipn: water /
acetonitrile with 0.1 %trif uoroacetlc acid) and
E ngl?o]e ted under vacuum This was then re-dissolved
| oronet hane (2 nL), PS-carbonate resin (4
nmol / g, 100 ng) was 20 added and the m xture shaken
2O dRydl obkxyl-2-TRé4-nmeth aryepvems] ) fhez @iné dazahd-yéaeomaide Hydrogen
Elgoriagford 2- [2- (4-chloro-phenyl)
enzoi m dazol -1-yl] -4-nethyl -pentanoic acid
cycl ohexyl am de, (4699 as a white solid. M
['Eswlogy 40 axaunples) 3. l-é)g;na-wghgxyztbqn_gmc[a@&d@ Frshabeyanecarbaldehyde,
G ORKARQRIC 4 des, }ﬂld RbeRyh 8 %@ﬂ%}ﬁ L) pHemblend Jhamlne gave 2,N-
(&

ﬂ%ﬁlg%%lgi# 'i%g Zoe'ihowv Eﬁfﬂpﬂﬁ 5%312573 eﬁi-aﬂl %Cﬂar%df Fsogen chloride

h bidwmB oIS (AS): egpuidM+H)was added to a sol ution of
nono- rrethyl terephthlate (95 ng, 0.53 mmol, 1.1
%g%h% , cycl ohexanecar bal dehyde (81 nyg, O 72 mmol ,

quiv.) and N-tert-butoxycarbonyl phenylene
di am ne 100 0.48 30 mol, 1 equiv.) in nethanol
N- élcml?hexrhé ngé&émqtbwmbanwéwn@l@mhé d-ylhaggtamide hydrogen
fiiergsed m crowave (CEM Di scovery) at 100C, for 10
mnutes with stirring. The solvent was renoved in

oS R 4 1 B S S

a;qltéremﬁ isolartido andN-tNetHE@Exy(c2rbohyl, pml:hylerde Oaerind\N@R SON -

cl&f ?tgl ? éllflgﬂg(%{yl %%&Bméng@ﬁ%&{zgg? r ch#%ildg\ﬁ‘?drogen chloride
Waiﬂeriom sqb Mﬁn( i)k ¢46MHHD. 1 % trifl uoroacetic acid)
and evaporated under vacuumto afford

Bkdmplt@r t - but oxycar bonyl ami no- phenyl) - N-[ cycl ohexyl - (4
- mor phol in WD 2008/ 000643 PCT/ EP2007/ 055994 -45

PV PIa R 4 oS %ﬁn%%?%%gﬁﬁm S ripde pydrogen

tdodéat rated HC1(25% in water, 0.5 nL) was added to a
sol ution of crude {2- [(4- chloro- 5

ﬂﬁ?c%%y)to (ﬁ'a &l o Xy g Crﬁétﬁ@)gpwnzﬁlc%fdh X}Lc cg%%ﬂelal‘gmfgwde,

-carbamc aci
%ﬁmh)exylrlﬁq%q% and Nateg- bmyxymb@nvldﬁ@nvléﬁe dmamum VoadN-
BRAY SN | @(f-@l@é@&sﬂj{gﬁ'@n ¢n DRYSn{i§EY - Piyfic¥nyille B¥drogen chloride
145C for Sg/fge(&gtes Wlélglh tirring. The reaction
1 APy Qila Hor4P P@url fied by preparative HPLC
(gradient elution: with water / acetonitrile under

Beamyplald condi tions) and evaporated under vacuum to
afford 4-11

2,N-dicyclohexyl-2-(2-naphthalen-1-yl-benzoimidazol-1-yl)-acetamide hydrogen chloride

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
yellow oil, MS(ES+): 466 (M+H).

Example 10
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[ cycl ohexyl - (4- nor phol i n-4-yl - phenyl car banoyl ) - et hyl |

wakboBeowas m dazol - 2-yl }- benzoic acid met hyl eBRCEEP2007/055994

hydrogen chloride, 78 ng (60 %47 as a col orl ess oiI. VB

ES+): 553 (MrH). Exanple 4 2, N-di cycl ohexyl -
- é].cmqtlghem@’k -[2-(3-ethoxy-phenyl)- “benzoimidazol-1- -yl]- acetamlde hydrogen

(Hofigdi met hoxy- phenyl) benzoi m dazol -1-yl] - 15
acetamde 4.1 Di-tert-butyl dicarbonate (1.36 g, 6 21

ui.v s.added .to a stirred solution
IR Sl sRaHE S b 1 S itAee cgdocighonngs it e,
d.ycﬂ)hem)ﬂlu)bd'amdlh bﬁdl Naiaytdthﬁf)m;fcafbO@ileheﬁjzl)snﬁdhdmme gave 2,N-
Hllc&clgllll Slo? %@( < x%{ Fhe )8? nzo cg20161 ljf ampmide ydr 1988 chloride as

Peaction m xture was s
abﬂﬂmﬁﬁﬁ@uwg(ﬁﬁﬂ)db®6ﬂé@ﬂto warmto roon1tenperature.
The reaction m xture was evaporated in-vacuo and the
ExdffleRoduct dry-loaded onto Si02 and purified by

col um chronatography (Si 02, ethyl acetate:n-heptane

ffor 2- . .

ﬁfrﬁYﬁ@%&%%ﬁ &I"gﬁ’é“%ﬁ@&yﬂ’ﬁe—“@ﬁr'?f&ﬁ‘i’%“ﬂ%%"&ltYélr‘i*‘PBﬁWTb“t‘/mmlde
ester, 0.81 g (52% as an off-white solid. M5 (ES+):
Hﬂdnal(%illo ¢Mmple @8.6; hirdyhethbkyrbed)zoi2iidd 3Dhenylprnelaogly ctcvhexyl
X
5 ‘g’m‘nex%@e%%r PBQ‘E?’] i i Q&% i oo 232y an gty phenyl)-
b@zammdazolill ‘ﬂlérpmnblr@tméngl‘t,)l\d% SamS @Etd)-

tert-butyl ester gave 2, N
gk@ﬂﬁkqﬁexyl-2-[5,6-dich|oro-2-(2,4-dinethoxy-phenyl)-
benzoi m dazol - 1-yl ] - acetanide as a colorless oil. M5

%‘ISCY& O&eﬂééﬁ@x’v{;}%ﬂlﬁ‘%ﬁl 8 ﬁieé‘é%‘ Clld%(); )i]yl]—g—mitlgyl -butyramide

hydrogapetdgnide acet am de hydrogen chl oride I n anal ogy
to exanples 3.1-3.2, 2,4-dinethoxy-benzoic acid,

ﬁa?gé‘?){ggfaqisﬂ saSL rklygﬁ dind ﬁ‘wxgﬂ%hzdlc? 0G4 af‘fn%ﬁlyl ﬁ'ﬂ)‘?}anal cyclohexyl

tert> but ox am n

pogipridshad N -tzrtmtwefggg@:d@hsnmrpl@z@@zﬁ%@waoheww 2-(2,4-
dndtiRo ﬂ{eﬁﬁw&mlﬁhwl 1 yPenzQiting dag hmﬂde)ﬁyhrd‘é’eh%ﬁwﬁ@le as a

E%%& %gggk2§§2g4&%a§n )ghgorlde as a bromn sol

2, N-dlcyclohexyl 2-[ 2- (4- nmet hoxy- phenyl ) - benzoi m dazo
Efamgplk1acet am de hydrogen 5 chloride In analogy to
exanpl es 3. 1- 3 2, 4-met hoxy-benzoic acid,

&{S}JCR)@% _Q@ gg%;?{&ggﬂh% l l%g &Hldéz%?—cl\ ﬁgg—%ﬁﬁfﬁ%opionamide

tert | am ne g
hydrogen chlorl e

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 chloride

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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di cycl ohexyl -2- [2- (4-nethoxy-phenyl)
- benzoi m dazol -1-yl] -acetam de hydrogen chloride as

W@ 2080005430l i d, M5 (ES+): 446 (MrH). 10 Exanpl BCT/EP2007/055994

2, N-di cycl ohexyl - 2-[ 2- ( 3- net hos®y- phenyl ) - benzoi m dazo
_1- yl ] -acetam de hydrogen chloride In analogy to

B ehpidesetBoxy-ghenyl)3bangeinidgzoba iz b dyeiding2-yl-acetamide hydrogen

avehahexanesarRahaatryds 471 evcliphexyl i socyani de, and
Nt ert - but oxycar bonyl phenylene di am ne gave 2, N 15

gIC Shexyl 2-[ 2- (3- et hoxy- phenyl ) - ben20|n1dazol 1l-y
Tﬂéﬁ% am de hydrogen chloride as a brown solid, MS

(ESt+): 446 (MtH). Exanple 8
N Nchlihe)y)m 2etyelopen@i-P42{(24ndiechoxypithenyll) -beharimidazvld by lacetamide

de hydrogen <chloride 20 In analogy to
héhﬁ% %ﬁ%ﬁg 2, 2- nethoxy benzoi ¢ acid,

cyclohexanecarbalde;{ cyclohexyl |socyan|de

and
N anslagy e exnyler bbryh 2ghdimpthars benzit pe gadepgltﬂcarbaldehyde,
he@h@tydmide, hitd N2repellioxptatiod Dﬂﬁenﬁ@ﬂ@&bmu‘?@ga% Nlcptlohexyl-2-

@%@ac rel’g Egég((%r_éllme%f&% %gnzmmmﬁizgl— { - ﬂV\e/ic(e)tlalmlde'\{lsydrogen

Z1bkdé ayetatveky) M3{ER+ naghtN\iaHen- 1- yl - benzoi ni dazol -
yl)-acetam de hydrogen chloride In analogy to
Eéﬁﬁ@hgg 3.1-3. 2, naphthal ene-1-carboxylic acid,

cy exanecar bal dehyde, cycl ohexyl isocyanide and
N-tert-butox carbon% phenyl ene di am ne gave

thillyenclhexylt (cpclohexylsanbamies gwtlnyla}tﬂbbﬁlz@mmdwzlo?t yh=bgpjoic acid

ggq & de hydrogen chloride as a yellow oil,
MS( ES+): 466 ( MtH). 30 Exanpl e 10 WO 2008/ 000643

;a/ Fé‘azfog Fwoiﬁ%gf b2 ?zte(f%vhéleﬂwfﬂddﬂgmsthﬁleea%. m dazol -

tyc}dh]exareeztrhaﬂlddlwdhy@tkogexyl isobytaaidedend N-tamdluvogyycardbonyl phenylene

n
R st L e i SN R R Sy PRI k-fenoiiazol-2-y1)-
Nvertaciuneshykarbenyhitp iy Nerigsar: 4 fd-ghve 2, N 5
di cycl ohexyl - 2-[ 2- ( 3- et hoxy- phenyl ) - benzoinidazol-l-yl

Exaf gqaide hydrogen chloride as a brown solid, M
(ES+): 460 (MtH). Exanple 11 N-cycl ohexyl -2- [ 2-

iR ey Bp beten s NSl it plstosmids.

2, 4- di met hoxy- benzoi ¢ aci d, 3-phenyl propanal,
hya:da:hthy kxamples 2.1-2.2, naphthalene—2—carboxylic acid, cyclohexanecarbaldehyde,

cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2,N-
dicyclohexyl-2-(2-naphthalen-2-yl-benzoimidazol-1-yl)-acetamide as a white solid, MS
(ES+): 466 (M+H).

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,
cyclohexyl 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
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10 i socyani de, and 2-azi do-phenyl am ne gave
N-cycl ohexyl - 2-[ 2- (2, 4- di et hoxy- phenyl ) -

whemsoiwiilazol - 1-yl ] - 4- phenyl - butyram de, N5 (ESHEP204D@55994

( I\/H—|) Exanpl e 12 N-cycl ohexyd49- [ 2-

§ 4- di met hoxy- phenyl ) - benzoi m dazol - |-yl ]

rBanwagyyP ﬁmltl]@lﬁsa%d de, 5fﬂhéflﬂgtéwpbhlll®21cd@0¥ﬂlq asidanal ogy

E l&%%&kﬁ%al@e Gclobe b M&X%mf’tgﬁlﬁt@&kﬂbonﬂ phenylene

clohex an|
mélflq gqafa @ ?1%@9- PREAN ){“éﬂlél DATE Q)axl?enzmmldazol 1-yll-
MNetirgildo Bexywhit@sol{d2MSAES+): 498 (M+H).
di met hoxy- phenyl ) - benzoi m dazol -1 -yl ]-3-net hyl - but yram
Lde q¥ggggen chloride as a brown solid, M5 (ESt): 436
F anpl e 13 20
N- cycl ohexyl - 2-[ 2- (2, 4- di net hoxy- phenyl ) - benzoi m dazo
3- iLlyts]CIOé,wsﬂe(nmlolwwbmtbﬁmvbmet dridbbenzeimislarzele2-yh-benzoic acid
J@gﬁaio exanpl es 3.1-3.2, 2,4-dinethoxy-benzoic
aci phenylacetaldehyde cyclohexyl i socyani de, and

N Lelighusonyaarbpny Rhemy] ene, & AT, IR,
)&}(ﬂﬁxéhedarb'elﬁhlwdy @olhyty] isbepableartall abrtbuydjyc@bphg mhknylene
di?ifncf & ga'r\]/%g] g@& a}fggle(?xﬁ%lexy c%})la%% Isnfaiy?)ﬁ f I_PY\—,‘SIertlz%imidazolQ—yl}—
NéIIZ}DGI a@hbmytlhylZ@ste@ 2s a white solid, MS (ES+) 474 (M+H).

(2, 4-di net hoxy- phenyl ) - benzoi m dazol - |-yl]

EdarRplebgi n- 2-yl -acetanm de hydrogen chloride In
anal ogy to exanples 3.1- 3 2, 2,4-di met hoxy-benzoic

? 3%2’35/ Qs){ ﬁ s Pg‘?}é)%[h. e ba gﬁ-ggf’%g%éfyll %E]Z%P]éﬁléld cyclohexylamide

di am ne gave N—cyclohexyl 2 WO 2008/ 000643
RCAakig2 00 &y 802 1-2:24 8-Hydroxy benzoic acid, 3-methyl butyraldehyde,

g}?c ozhegybl % n? g?%’eh ngc? Ry e}t &ﬁﬁ%}p amé)g?lég‘len{dg& Jhal%ug)%/ éfa'v%%rD?(?)—
bEEQ)(Y phein_]y )( Mﬂqplm@a@)‘hﬂﬂé -48nethyl-pentanoic acid cyclohexylamlde as a white
Ny sAsalpexy-lq08 (evighopent yl - 2- [ 2-

(2, 4- di net hoxy- phenyl ) - benzoi m dazol -1-yl] -acetam de

g %ggkﬁgen chloride In anal ogy to exanples 3.1-3. 2,
X t hoxy- benzoi c acid, cycl opentyl carbal dehyde,

cycl ohexyl isocyanide, and N-tert-butoxycarbonyl
phznyhedsoxgtimathyhehegayl e bédzojral daba xiy v H -2-methgl-ppeah git add

%éloileé?’lamtl%oxy phenyl ) - benzoi m dazol -1 -yl ] -acetam de

hydrogen chloride as %{een solid, M5 (ESt+): 462
[vmjogy 10 exuaptpd 2126 4-hydroxymethyl benzoic acid, 3-methyl butyraldehyde,

dyddnbxa yéblcgma@{ hnd SyeHohas¥EARAIMEhy IR Bkinide ol DENZ 4-

dazo n ac
ﬁyc[n oxyn;let yl-pHen %rl) l1)en%c())1}nc1;dazo —?—yl] -4-methyl-pentanoic acid cyclohexylamide 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, 1H-indole-5-carboxylic acid, 3-methyl butyraldehyde,
cyclohexyl isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-[2-(1H-indol-
5-yl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid cyclohexylamide as a white solid, MS
(ES+): 429 (M+H).

Example 24
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met hyl ester In analogy to exanples 2.1-2.2,
terephthalic acid nononethyl ester,

weymBoesxanecar bal dehyde, cycl ohexyl isocyani deCT/BEP2H07/055994

N-tert-butoxycarbonyl phenyl em®- 15 di am ne gave 4-{

51 cycl ohexyl - éﬁyclohexylcarbannyl met hyl )] - 1H-benzoi m
d2£ bi-indgl-§-yh zmlmlé@pblﬂﬂtﬁwet@émntaaglqmldWCbmeamlde
M5 (ES+): 474 (M+H). Exanple 17 2, N-di cycl ohexyl -

ﬁ?arﬂi ttb@ka@lmplzsyl-abzemmhau@a@@irbo lyhélda&ﬁ{e@wl @atymdehyde,

B T T L R

6 web’@mbxﬂ[ﬁdaz@m-d -yt enéthiduieaxanody ethysiclghlaeyiythladydrogen chloride as

%%enap %ﬁ%M%A%§D§4g%§% |2$3§Lol-l-yl) acetam de as a

white solid, M (ES+) 466 (M+H). Exanple 18
Bxawple@§cl ohexyl - 2- [ 2-
(3-thi ophen-2-yl -phenyl)-benzoi m dazol - 1-yl ]

2324 amifle pRonyI bt AL z410 - P AR ®S1- Berkaroid acid cyclohexylamide
3-t hi ophen- 2 yl - benzoi ¢ aci d, cyclo exanecar bal dehyde,

E}vﬁlﬁ%hexél %qr%;ﬁ]e%g f &%Vé a%%%p ll§|-ertlz%r1ct act CP % Xt?lalrbutyt)e/ildehyde, cyclohexyl
dbomaldehexdyN -t2rt{b2t¢:Fedrbboy ipbon2enel digheieghye béhtdamidaphenyl)-

Bél}z% d'}{ﬂd]ﬁ%)qclgg?q] ﬂgtggﬁgﬂ%quc E’?(&] n%c?dh%%%%&ﬁ h%lrog%n chloride as white

QﬂkihﬁﬁﬁéﬂbwéiﬁMﬂiﬂ[z (5- phenyl -t hi ophen- 2-yl ) -benzoi m
I dazol - 1-yl ] -acetam de WO 2008/ 000643
Pkalh 5162007/ 055994 - 49 In anal ogy to exanples 2.1-2.2,
5 phenyl-thiophene 2- carboxylic acid,

PSR L T ARy LRy S RE A, aﬁ-&i—‘?mﬁ Phenyl-ethyl)-

&memﬂeyclohexyl 2-[ 2-(5-phenyl -t hi ophen-2-yl)-benzoi m
i dazol -1-yl]- acetam de as a white solid, M5 (ES+):

I
g‘pﬁ g&ég% X ;géﬁai'fj 29, ?%hcg(nf Iéo g)aerrlr%mf acid, ﬁxclf)ﬁxafﬁagbaldehyde, (1-
@pmaaazeﬁwl)zbwyneoéﬂ bf t?rtaletiltaxméowf/plee@vléne fiamanagayg -
gﬁ%cgiéém {eﬁ(%%] gnﬁﬁzoa E@@J}I)h@ém&n@aiﬂﬂgﬂplme((m phenyl-ethyl)-

s y Xy
W?B@VQﬁ?ﬁ%“Lgﬁﬂ)ﬁlgﬁ%éi6hf§§§ tHonyl phenyl ene 10
di am ne gave 3-{

EfamapleRBhexyl - (cycl ohexyl car banmoyl - net hyl )] - 1H benzoi m
i dazol -2-yl} benzoic acid nethyl ester as a white

%%{ ggz’%wﬁa% ;I%/ %?}% Whﬁ’z Eé’?}gp %?idlafqlzﬂ-_#é_taﬁetfr.nide

ent anoi ¢ aci d cyclohexylam
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 HCI (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 mmol) dissolved in H>O (50 ml) whereas the temperature of the

reaction mixture was kept below 5°C. After 1 h at 0°C the mixture was poured onto an icy
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In anal ogy to exanples 2.1-2.2, 3-hydroxy benzoic
acid, 3-nethyl butyral dehyde, 15 cycl ohexyl

WO swspemiile, and N-tert-butoxycarbonyl phenyl eP€I/EP2007/055994

di ami ne gave 2- [2-(3- hydroxysiphenyl)
- benzoi m dazol -1-yl] -4-nethyl -pentanoic acid
gafeitioh ek yodiningisetats (36 mw@m@l@ pRdisodimBn @Ede ( 15¢48%) mmol) in ca. 300

ﬁ%ﬁvatemﬁpd &4. 3 times) extractlon of the resultlng suspenswn w1th ethylacetate,
hydr oxynet hy IQ%P enzoi. m

5wwg<¢féh% dmbatderehic ateﬁﬁnél’?é%ﬂré%%%fa ﬁﬁ S%lﬁ%ﬂté@‘iﬁ <18é 8 58%) of
2xaidplRazdc Acid. S @&Shy-dwaxyraihyl benzoic acid,
3-met hyl butyral dehyde, cycl ohexyl isocyanide, and
%k ert - but oxycarbonyl phenyl ene di am ne gave 2- [2-(4-
ydr oxymet hyl - phenyl ) -benzoi m dazol - 1-yl ]
2-A\zivbst- bgrizowenidd 3ol & 23 ingmel) ah dhmesdrylforindenide (75anlahivasecooled to -

?@’b Eﬁll’d t@t&i’“__v%ﬁ) eth%rgdﬂl((r Hibhate?® (Egml%ogsAfter stlrrlng fOé lth at -10°C,

%F ; I ndol - %> en20|n1da % pen
NAbhs €74 él?cylélll%h ipiediig ELOY (RO Hﬁdﬂ@gyd ¢l aés@éhﬁ rré%ture allowed to
Qeaah 2m81enﬂ-iérﬂp'é9@h@ B0 aBH0RY) Wt ad@édan Brhewtikivke extracted 3 times

RED PS5 b BYRy T ERbrgt B e e B0 234 strrd for 96 hrs a

{alﬁb(eﬂlt-tenqﬁtdtureSleé preeipantz ohatihdd Z@imet-wds]filtered and chromatographed

on Fﬁ? tvtf%getﬂgg&éﬁg (exaql% fg el%\ﬁ}ﬁ_tl’_‘?g %E’% gﬁ%‘h‘%e(é gé%f mgitdg—phenylamine.
bz@o@ﬁ@bdéa ) EP2007/ 055994 - 50
2-[2-(1Hindol - 6-yl)-benzoi m dazol - 1-yl ] - 4- met hyl - pent
agei c acid cyclohexylanide I n anal ogy to exanpl es
aci

1-2.2, 1Hind car box - et hyl ..
5&?%&? aé%%@o %69%‘?16‘ e %Béﬂaﬁog 2.3 ety benzoic acid (91
Mgl @6 tmiiaul) pXkphanboopina (6NyHge 06 ndinalh)l celoase isdeyanide (55 mg, 0.5

2- :
%mdli’ 1 éeﬁlg 8% rrrrlle él%l(())]l was. st1rr]ed 24 hrstar‘% RTT g}éﬁ all)r(]tcl)llrecweés dlldl'[ed with 7 ml of

dyh]ommmhmnrdbtrm@}wgl@ A5 ghbfahl,sdproaglet}ﬁlamlyeIAftwvcooling to 0°C 450
ﬁl%ldf %F%m()@d hr lﬁ%ﬁhlne%?%b@ﬁ% 3 mmo r‘ré were added and the

ol m dazo

f@ﬁérecaﬂweé te V@Flb iWF@W@@ Thg r%ﬂﬁawaﬁg%w@ ltered whed with
dlCIll‘OZ@Iﬁethén@z[Hd’Hi’lrﬂﬁfMﬁk Gn @6luéhe a3-1 084N RlemBUzﬂ)()‘f & cdedii 8@ filtration

| ohexy. ocyani de, 0 y
SErgpaonos e o A S AR P ReHERT 2 g 2.5-dimethoxy-
bleaz b andeinatladol yL}il}&pmtenﬁyju{pemmmm)rawndohd MS (ES+): 498

% hexyl am de hydrogen chloride as white solid, M
@% i 405 (M+H). Exanple 26

2-cycl ohexyl - 2-[ 2- (2, 4-di net hoxy- phenyl ) - benzoi m dazo
Examyple 28 ((R) 1- phenyl -ethyl) - acet ani de

2-[2-(3-cyano-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to examples 2.1-2.2, 3-cyano benzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-[2-(3-cyano-phenyl)-
benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide as a white solid, MS (ES+): 441 (M+H).

Example 30

2,N-dicyclohexyl-2-{2-[4-(1H-tetrazol-5-yl)-phenyl]-benzoimidazol-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
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15 In anal ogy to exanples 2.1-2.2,
2, 4- di met hoxy- benzoi ¢ aci d, cycl ohexanecar bal dehyde,

W@ 2008/0808¢3/ano- et hyl ) - benzene, and N-tert-but oXRCHERPINY55994

phenyl ene di ami ne gave 2- cyclshexyl - 2- [2-
2, 4-di met hoxy- phenyl ) -benzoi m dazol - g&
él(amylue gve Ay Ibmq&ah)?xyl Za%?ei‘lath&éetaigolaﬂdﬂer@H {bedzoin®lazol-1-yl}-
L&EBide ﬂ?&o&@ﬂ*‘ loride AR #f-ZRit€blid, MS (ES+ 484 (M+H).
2, N-di cycl onexyl - 2-[2- (4- hydr oxymet hyl - phenyl) - bénzoi m
daz&F- -yl]-acetam de In anal ogy to exanples 2.1-2.2,
ynethyl benzoi ¢ acid, cyclohexanecarbaldehyde,
cyclohexyl i socyani de, and N-tert-butoxycarbonyl
pherydreplkaxbiaaroyh ey depeaty?-nethyl)-d Vcbotzeiyidazsl-2-yl]-benzoic acid methyl
k& 4- hydroxymet hyl - phenyl ) - benzoi m dazol - 1-yl]
-acetan1de as a white solid, M5 (ESt): 446 (M+H). 25
|l e 28 N-cycl ohexyl - 2- -
erza Ayrie exeRslephery?, %-fﬁ@h@ﬁicmb@azlobempww]d
ﬁﬁﬁkca%ﬂl&’éh@ﬂé Cﬂ)@n ﬁo a'ﬁ[Hehirﬁf‘N ltbﬁ A& cdrbdnyd penylene

31@8%6@% il S e alénﬂf)ﬁt %éﬂﬁke%%gwal azol-2-yll-
batzbaneld ©bByhds)er a a Glﬁltals‘tdldl; I\/Ea(tEéd).d%e pPMi+SE). 30 with
NaNO2 (7.6 g, 110 mml) dissolved in H2O (50 m)

EQ§§&%§ the tenperature of the reaction m xture was
ep e%ow 5C. After 1 h at OC the m xture was poured

onto an icy WO 2008/ 000643 PCT/ EP2007/ 055994 -51
%d?t(%»ﬂTdemeﬁtOXw@mm -hewroamidagolsl gl1-lexmpiendid aydohesinmmde
azide (15g, 230 mmol) in ca. 300 nm of water.

Rﬁzﬁ&@d do @f@n}ilﬁ 28. ?,L@&)dllﬁ%ﬁlbﬂ}ﬂbé&ﬁlcqad, B@ntﬁﬁzﬂ L&ytclrcr)g@xyl isocyanide,
1on W e e Cco
iR Ar g0 LU e 0 S P T PREm b PORR GaG | -

h&aboy, acﬂ&%lobéxylaﬁné@,ll\d&(EfeﬂzﬁOdM%eHﬁ. M5 (ES+): 164

(N%FD 5 28.2 2-Azido-benzoic acid (3.7 g, 22.7 mol)
gg ghyl formam de (75 nmL) was cooled to - 10C and

tre ed wth ethylchlorofornate (2 6 g, 24 nnDI)

After stirring for at. -10C, 7. 2809,

Ahoticy elphesy! %g&(ﬁwqtb@eesl@miyhmé) hw@amahaoltlhéll -acetamide

Ay dopéeclabligvved to reach ambient tenperature. H2O
(300 M) was added and the m xture extracted 3 tines

0O wth ethyl gce The eth Iac at e.phases re

SRS B o S 2be PP F G AT SIp O/l angearbaldehyde,
t}@lqiEK)dﬁsmtmnidm encpNetertpbtttamathayl Hedyleor diechinegve 2,N-

U B 2025k AT ORI S POl it L yl-pcggpids pyrogen

alzd@j@f»qdnewlsahﬁl AdS (ESus: 4EsM+H). 35 (MrH). 28.3 15 A
m xture of 2-azi do-phenylamne (68 ng, 0.5 mmol),
Bxainple Bt hoxy benzoic acid (91

N-benzyl-2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to examples 2.1-2.2, 2,4-dimethoxy-benzoic acid, cyclohexanecarbaldehyde,
benzylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave N-benzyl-2-
cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl|-acetamide as a yellow oil,
MS (ES+): 484 (M+H).

Example 35

2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-(1-methyl-butyl)-

acetamide
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ng, 0.5 mmol ), 3-phenyl propanal (67 ng, 0.5 nmol),
cycl ohexyl isocyanide (55 ng, 0.5 mmol) in 2 nl of

woredoRaowh3 was stirred 64 hrs at RT. The m xt ur RCTEB2007/055994

diluted with 7 ml of dichl oraaset hane and treated with

25 pl of d||sopropylethylan1ne After cooling to OC
hegnalegy tefxapaplosd k- 206 ddddimetlprEmenprio ap cmdogspnqcadmckhyde) 2-
L84mndpd Rl Sd NEeER- @ﬁ@ﬁﬂéaﬁeg ltﬂﬁ%nagné'ﬂl?ﬁtnﬂ{ a@&l: b nghexyl 2-[2-

reach RT within 5 hr e tered
Eﬁ% RV b%ﬂ?@m@% tsﬁﬁ QAR LPWancstamlée #5fin orange
sadldumrse B8t ): M8 QM +Renoval of the resin by filtration
and evaporation of the solvent gave 70 ng (28% of

pﬁalﬁ@%?gexyl - 2-[ 2- (2, 3- di met hoxy-

ben20|n1dazol-l-yl] 4 phenyl - butyram de as a
brown solid, M5 (ES+): 498 ;& 25 Exanple 29 2-
f-21- (b@%k’ﬁmnmbﬁml()pebéﬂznmhym benzpuqu]azol 2-yl]-benzoic acid methyl
esterF di cycl ohexyl -acet am de I n anal ogy to exanpl es
2.1-2.2, 3-cyano benzoic acid,

1-
hexanecar ba cl ohex i socyani de, and
Rt gmafmﬂa%%gﬁwﬁﬂ@ﬁéﬁéﬁ@oa?ﬁal?ﬁnﬁ%w@a e
Eyc[c%)eﬁﬂﬂéqaﬂmhddhlyéﬂ)blehzyl isocyanide, and N-tert-butoxycarbonyl phenylene
IFER. Dt oM PR it o
Q@dehmybhdhywyhﬂzsamhueBﬂxlb@%ﬁﬁeﬁﬂéﬁébtﬂiyl)-phenyl]
-benzoinidazol- | -yl }-acetam de hydrogen chloride In

€537to exanpl es 3.1-3. 2,
4 (1H-tetrazol -5-yl)-benzoi c acid,

RS RPEBO-la A BOngD By o b3 bogRgy Dutyramide
REoEiiPeHGidH 5994 - 52 di ami ne gave
2, NDicycl ohexyl -2-{2-[4-(1Htetrazol -5-yl)-phenyl]-be

Q}Zg{a@%‘}tﬁ‘é 8%%419%4 3, ,Véazc Egﬁ‘ghg)gsﬁéfr%m? %)%ﬂl E@h%{(lgr%ﬁﬁala&dopemyl
BogyanideeaneyN ﬁqrtwalmlcarbymrl@bemﬁlwe-drmvmylg)well}lhcmélnzmthha [2-(3-

a7t p\flleﬂlylp—%@ﬁz(yuﬁlcﬁ%ldl DBIOYhenyRb&STREIdL Ry %@é@&ﬂoﬁ@e asa
exa nmet oxycarbonyl ben20|c acid

gﬁt%ﬁé@%fbé?@@ﬂ?&@ benzyl isocyanide, and

N—tert but oxycar bonyl phenyl ene di am ne gave 3- [1-

EhanglyBear banoyl - cycl opentyl -nmethyl) -1
H benzoi m dazol -2-yl| - benzoic acid nethyl ester as a

+

VR R e A
rgg¢nichdgiidohexyl ami de I n anal ogy to exanple 28. 3,

2, 3-di met hoxy- benzoi ¢ acid, pentanal, cycl ohexyl

ir§é}féy itd@xamPB 2337 b qodlﬁféﬂfb\kly%ﬂﬁc 88y Q:yclohexanecarbaldehyde,
%7 4- di tho gh g |n1d%;ol- y !

cyc 0 1socyan , and N-tert carbonyl 5-methyl phenylené diamine gave 2,N-

dicyclohexyl-2- [2—(2,4—d1methoxy—phenyl) -5-methyl-benzoimidazol-1-yl]-acetamide

hydrogen chloride as a white solid, MS (ES+): 490 (M+H).

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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hexanoi ¢ acid cycl ohexyl am de, M5 (ES+): 450 (M+H). 15
Exanpl e 33 2, N-di cycl ohexyl -2- [2-

W@ 2oawedeanesul f onyl - phenyl ) - benzoi mi dazol - 1- yl PCT/EP2007/055994

-acetam de hydrogen chloride 34 anal ogy to exanpl es
3.1-3.2, 3-nethanesul fonyl -benzoi c acid, _ _
phaiybhesoapiavdadebil déhyde dicydgrdnsi exegthmidedisidarded ehlogidd as a white
Qﬁgpnﬁ;@g;yayg@mhqul phenyl ene di am ne gave 2, N 20

|cycl exyl 2-[ 2- (3- net hanesul f onyl - phenyl ) - benzoi m d

zol - ] -acet am de hydrogen chloride as a brown

I?I?}e §/5 (ES+): 494 (MtH). Exanple 34

N- benzyl - 2- cycl ohexyl - 2- [ 2-
NZhetrzhydrgt-Raxglolpdxgh9d [l{b,értﬁmietﬁo&a—@dllen)ﬂ)—jvhljzoilailiatdni -g8-acetamide
In anal ogy to exanples 2.1-2.2, 2,4-dinethoxy-benzoic

dﬂ%@g?%'e W?Qf%§'4 fmégrw b%ﬁzcﬁ?gééfléKaBﬁé/ﬁHE&?naldehyde,

ert caropony I'ene” di ani g
emZyethylizarrandde apd Notert- utoxycarbonyl phenylene diamine gave N-

B@Tzﬁ l'@k?@&lﬁ@@ﬂ‘?ﬂ@%@,ﬁlamﬁﬂﬂ)ﬁzl ( Eféﬁz—glenzolmida}zol 1-yl]-acetamide as

Hﬁ“ﬁl%’hgsM% E5ela ﬁ{g&%ﬁlg' (2 484 (MH)

(2, 4-di net hoxy- phenyl ) - benzoi m dazol -1-yl] -N
Efample Y| - butyl ) - 30 acetam de WO 2008/ 000643
PCT/ EP2007/ 055994 -53 In analogy to exanples 2.1-2. 2,

g«ﬁelnsgr@g g%htﬁglgﬁ qig anl%ﬁk@t iG45) PP RRREAS on&k&sﬂy&e

nt ane ut’oxyca

he Iene dlan1ne_%ave cycl ohexyl - 2-
EIQ Q1R EFEBIEphEryA NanhiBalgRs- fricar 6Y11C13~Cy1 P-rhrpylpropanal, benzyl

%:ﬁfd'@)/zirrdmité’ﬂt)but@@@irﬁmlﬂ @héﬁ@le’ﬂé BEARYGavS Lt cllzyl M5 2-
%ﬁ'zyx‘ﬂ 8%@6‘5‘%3@%40}3@%%%%%8 ihife solish MSH(ES+): 496

@ﬂ@WDZ yl]-benzoic acid nethyl ester In analogy to

exanpl es 2.1-2.2, 4-nethoxycarbonyl-benzoic acid,

Eg&hﬁ@qgtanecarbaldehyde, benzyl isocyani de, and
tert-butoxycarbonyl phenylene 10 dianine gave 4-

£1 (benzglcarbannyl cycl opent yl -

Frelpaey b iz d g dulimethexy- Pbéﬂ&lbbenza%mtdaﬁ%lr hyll-Ned ¢-apethaxysphenyl)-

whikdmgideol 1d, M5 (ES+): 468 (M+tH). Exanple 37

N—cyclopentyl 2- [2-

b Tr ST 42 Ao MsBRRT et b pheansggldehvde, 4

meﬂmapfp?lnehSdByalH& 2and B-wet horyydarng gheaglede diamine gave 2-
%chL%QMbQ [R Pfg—ﬂkmetﬁxgyj— Bpé?f}t)ylgenzoimidazol— 1-yl]-N-(4-methoxy-phenyl)-
acetamide as a yellow oil, MS (ES+): 500 (M+H).

Example 43
2,N-dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-4-methyl-benzoimidazol-1-yl]-acetamide

In analogy to examples 2.1-2.2, 2,4-dimethoxy-benzoic acid, 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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i socyani de, and N-tert-butoxycarbonyl phenyl ene
di am ne gave N-cycl opentyl -2- [2-(3-

woreiokosos4phenyl ) - benzoi m dazol -1 -yl ] - 4- phenyl - RCE/EPRAT/A55994

e hydrogen chloride as a brovws solid, M5 (ES+): 454
MrH) . Exanple 38 20 o o
| Npadhh gy yie Extendsd 3. D-3122 3((2; axodivivesd idox §-yphlesngpir asidpet hyl -
BRMARKMEABAdeHydé! dycRASHALGEnidD AN A0 &R -6 oY daiSordyN phenylene
nal.ogy to eganﬁles E.%-B.Z, 2,4-d|qethox -ben2ﬂ|c o
R_mdne §ye Pondiarabawbatide Ry dedxo-Ryka @Hékv?ﬁrglbw reggoimidazol-1-
ahdcdametethydticexn Yeidkide ayd whitesdlidy MiEsayl40neMdiraim ne
gave 2, N- dicycl ohexyl - 2-
2- = di nmet hoxy- phenyl ) - 5- net hyl - benzoi m dazol - 1-yl ]
Eg%é@%é?de 25 hydrogen chloride as a white solid, M
(ES+): 490 (MtH). Exanple 39 o )
2N-dicydoladxyb? ¢ 2 hBreng11)2-didwdrsi- piridinct-yl1-bynjoimidezelk byHtagetamide
pentyl - acet am de hydrogen chloride In analogy to
ﬁi(ﬁil EIRig??t? 3xa1=nﬁes§2. I1 —@TZE] blrﬁétﬁ%%ﬂﬁéﬁi:c&iﬁ@ b@i.d,_ cyclohexa_n(ejcarbaldehyde,
c opent anecar ehyde cl.open I socyani de,
P %Piﬁﬁ@fu@{@c‘g—ﬁﬂ%%‘i%f%ﬁ%%ﬁ Rt i gavepin a process
hofrpaniel by byNOLZB QS HAOD 64 RETYERZE 6w dH 5P92-oxe 842 -dihydro-
henyl ) - benzpi;M.dazel - I.- N-di,cycl opent vil - acetam d. .
g‘/rh‘%? }&goéeﬁ‘/’%k’g@rl‘f‘/&fé"%a?’éy laﬂ%f%@%’("‘g’%r%{@‘{‘&@‘é}‘/{ i ? D83 Oimidazol-
(v HjcetaBxdeqd an of 6 wiNith eolich My YHS+2-439 ¢ Motgkyl - 2- [ 2-
(2, 4- di net hoxy- phenyl ) - benzoi m dazol -1-yl] -acetam de

Pxdipigagl ogy to exanples 2.1-2.2,
2, 4-di met hoxy- benzoi c acid, cycl ohexanecarbal dehyde,

gfhg'g mé%&?—éﬂé—lﬁ#—rs{g&é%&ép 3 'nyﬂtllgen%itmelagz_o?—%y?f%—% reg)%[ytltyramide
benzhydryl - 2- cycl ohexyl - 2-[ 2- (2, 4- di met hoxy- phenyl ) - be
hzaiahdgyaa exandplyd 1.1-20 anettlexyalsenzaic bridys phatyilghopMal, cyclopentyl

+):, 5 ..
KPeyahise ARV Dy GEEITBOG) herliene diaming save Nragppenpih (>
a{oxpiphynd mbeezoimidapel byl -4 phasykhplyesnide as 2white solid, MS (ES+):
paphihal ene- 1- carboxyl i ¢ acid, 3-phenyl propanal,
benzyl "isocyanide, and N-tert-butoxycarbonyl
Ehen | ene di am ne gave N benzyl -2-(2-
%ﬁﬁ%%é?en-l-yl-benzoinidazol-I-yI)-4-phenyI-butyran1d
e as a white solid, M5 (ES+): 496 (M:H). 15 Exanple
22ydelaxyl-2Hi2x g U-dmefhidxy-phenyl)-benzoimidazol-1-yl]-N-pentyl-acetamide
(2, 4-di net hoxy- phenyl ) - benzoi m dazol -1-yl] -N

fn%rfﬁ%g@qg}giaqmgsyi.i—Q.ﬁg,qt—ﬁmeﬂﬁ)xy—benzoic acid, cyclohexanecarbaldehyde,
pentylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-cyclohexyl-2-[2-
(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-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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In anal ogy to exanples 2.1-2.2, 2,4-dinethoxy-benzoic
aci d, cycl ohexanecar bal dehyde, 4-

woreaoRososphenyl i socyani de, and N-tert-but oxycarmyP2007/055994

phenyl ene di am ne gave 2 20 cysd-ohexyl -

gs& 2, 4- di met hoxy- phenyl ) - ben20|n1dazol-l-yl] N- (4- et
éwpﬂemutyu epphthdenat-yhb Woumvdamlrl yiBc¢tmside 500

(MtH) . Exanpl e 43 2, N-di cycl ohexyl -2- [ 2-

ﬁ?arf]a'l ShyTB LR e PN eNYA, haghtARERY| - c@%%ﬁicrﬂcﬂﬁZ@lﬁpknié'nl?carbaldehyde,

etam.de I.n an o0 exampl e
?YC PGN f‘ﬁéﬁ%}}d%éﬂa 510 ?ﬁybﬁwwﬁ% ﬁ%ﬁ@&%ﬁﬁ‘&?%@ﬁ%& N-
aﬁydlypﬁnqh%@d hghelyAsi-de]-banaiiNidaesit t-pltaoxycaddasmyhite solid, MS

§3 ( ylene di am ne gave 2, N-
cyc hex 2 [ 2-(2, 4-di et hoxy- phenyl) 4- et hyl - benz

oi m dazol -1-yl]-acetam de as a brown solid, M (ES+):
Boonplef)) . Exanpl e 44 2, N-di cycl ohexyl -2- 12- [3-
(2 oxo-pyrrolidin- |-yl)-phenyl] -benzoim dazol -

: i
R e e A e e e e

ﬁy Zabc%ggﬁ%%‘réﬁsgg32%%&%JO%%‘%%%@QTH?‘&B@{}%&B@; cgilpentisocranide,

Md 2atidbythenylemiregpayéd 2 phé Byclanephaiyhrbaneoigadeol-1-yl|-N-cyclohexyl-

%?@%gﬁq%ﬁ%ggl PK%E%; 4%3g§?_ﬁf pyrrolidin-I-yl)-pheny

enzoi'm de hydrogen chloride as
a white solid, M (ES+) 499 (M+H). 5 Exanple 45
Bxawpledycl ohexyl - 2- [ 2-
(2-oxo-1, 2-di hydro-pyridi n-4-yl)-benzoi m dazol - |-yl]

ZQﬁl%ﬁﬂﬁi&y phenpNdeRHimiduz6X B £ethyl péntdnoic acid cyclohexylamide
ﬁvgggﬁg onlcotlnlc aci d, cyclohexanecarbaldehyde

?? %cyanlde and N-tert-butoxycar bonyl
phenyl ene di am ne gave, in a process acconpanied by
hyairabdgyso sxapfiple1-3-2d tHydxopyhernzdicrroidndine¢thylbotysaldehyde,

é’ Rﬁhgx};lllsgf}gh dé[n%zb}qiﬁ’zyt(géygﬂgg%ﬂ ?hgr)l)léernoe d1am1n§ gave 2)}? (4-
bysazoP rwb)zbqnzoqmglaqol SRt Armerhylagengdnost 4o C{qijlegydqtm e hydrogen

Mo kiESH)a birbad st s (EsaMeMBHN- cycl opentyl -2- [ 2-
(2- met hoxy- phenyl) - benzoi m dazol - 1-yl ]

%ﬁggkgzl-butyran1de In anal ogy to exanples 2.1-2. 2,

X y benzoic acid, 3-phenyl propanal, cyclopentyl

15 isocyani de, and N-tert-butoxycarbonyl phenyl ene

Ni-mrti maylgZrepclohaxyk2-0pébhtdimathokP-phenyl)-benzoimidazol-1-yl]-acetamide
met hoxy- phenyl ) - benzoinidazol-l-yl] 4- phenyl - butyram d

ﬁ1 ﬁﬁal Vﬁ@)’e}fm}%@é flo. 2'}/§,4(£§1"élhoxyl’ﬁ%ﬂzc(1%w cygﬁﬁ&ghg ceﬂrgaldehyde,
‘(eazt utah%?éfm@ya Nngﬁrt)blﬂeﬁ%érhﬂnala%mylfanamlne gave N-tert-butyl-2-
otdRR$ YI- A ced-Ah&tBoxy-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-
benzylcarbamoyl-3-phenyl-propyl)- 1H-benzoimidazol-2-yl|-benzoic acid methyl ester as a
white solid, MS (ES+): 504 (M+H).
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20 In anal ogy to exanples 2.1-2. 2,
2, 4- di met hoxy- benzoi ¢ aci d, cycl ohexanecar bal dehyde,

w@emspbiesdcyani de, and N-tert-butoxycarbonyl pPEREPBAB055994

di ami ne gave 2-cycl ohexyl -2- [2~--
éZ 4- di met hoxy- phenyl ) - benzoi m dazol -1 -yl ] -N-pentyl -
xampldédas a white solid, M5 (ES+): 464 (MH).
Exanple 48 25

DQII% yéloRexlyRafAnfol-9 e RASS6pYH- NENB &I 201 H7#a 201 Zlfll}’Jban"O“ic acid
g% pentyl acet am' de hydrogen  chloride In analogy to

aﬁgF Y& 3.1-3.2, 4-chl orobenzoic acid,
cycl opent anecar bal dehyde, benzyllsocyanide, and
N dretdgybo txaayda 26 nyteppthatiy had endhoanmithngesgay phenylpropanal,
%Fo%%ﬂ 11] }I]e{r%}e( gnd 2-azido- hen?llaﬁmnel %avaélél (1 benz lcalrbam%yl 3-phenyl-

enzoi m dazo

piogel) elg@hmcd@mlrfi old-begzeic 30d meélwi egol aseh brmsn celgl MS (ES+):
49 NeiMih) . Exanpl e 49 WD 2008/ 000643
PCT/ EP2007/ 055994 -56 2, N-di cycl opentyl -

2-n phthalene- | -yl -benzoi m dazol - |-yl)-acetam de In
¥PREY°t o exanpl es 2. 1-2.2, napht hal ene- 1
-carboxylic acid, cycl opentanecarbal dehyde,
2 Hipdoperityls (¢ enhingteh oxgpdhehiyl) -beb zdimi daeyle Byl ercgtamide
phenyl ene di am ne gave 2, N

L SYFIORG BkfhoI &5 %QQE%QEW g fggnéglo%;gﬁf.%@ala’emde,

E&@Bl‘?ﬁn’éfl socyanidegand S-texhminxyreshgnyl Phemaeierdiaamnsigave 2N
Hrcyél&)}]jenﬂﬂi?y ? N oxf-pRREN Y be s RRd AR yI D caRRIRAY t@m solid,

g - cyanobenzol ¢ aci d, 3-pheny|propana
@@5 ﬁ%x (M3&ani de, and 2- azi do- phenyl ani ne gave
2-[ 2- (3-cyano- phenyl ) - benzoi m dazol - 1-yl ] - N-cycl ohexyl
ExﬂﬂpMSﬁhenyl-butyranide, M5 (ESt+): 463 (M+H). Exanple

| _ .
B L AT Sl B i
anal ogy to exanples 3. 4-h droxyben20|c acid
B ied oy |t g¥apnRlpe hiede 2 41@@9&%?@2%? 3gdyarrhexangggbaldehyde,
eird(ﬂfekylf@bl&y@ﬁﬁd@%IQQBYJmlﬁBWhﬂﬂfén@ 5} I daeba@ay cid terf- Bu(yﬂester gave
t

RS ) (B e b b P L e AL A etamie

s0d yetlpwiwBlid, EB$S-IES440526((MH)D Exanpl e 52
N-tert-butyl-2-cycl ohexyl -2- [2-

g%nﬁ]glgethoxy phenyl ) - benzoi m dazol - |-yl] -acetam de
anal ogy to exanples 2.1-2. 2,

4- di net hoxy- ben20|c aci d, cycl ohexane car bal dehyde,
[2 (2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-4-methyl-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-



10

15

20

25

tert-butylisocyanide, and N-tert-butoxycarbonyl
phenyl ene di am ne gave N-tert-butyl-2- cycl ohexyl -

WQ 2008/2006431i met hoxy- phenyl ) - benzoi m dazol - 1-ylPCT/EP2007/055994

-acetam de as a white solid, -35 (ESt): 450 (MH)
Exanpl e 53 25
fefhioxy-phigey] »Priezaibadesglt L-3H ghelpyl- puiopnifle ash bie etlidh ¥E (ES+):
79 (M3¥] - benzoic acid nmethyl ester In analogy to
exanples 2.1-2.2, terephthalic acid nononethyl ester,
§§¥ %E%Ipropanal benzyl i socyani de, and

Ter Butoxycarbonyl phenyl ene di am ne gave 4-[1-(1-
benzyl car banoyl - 3- phenyl - propyl ) -1
Bchdohaiyhi2 d 24 BH-drthHoxyiphead)-beawididumolhl il] €$4 Bisopsopoxy-

[ id, M5 (ES+): 504 (M+H). WO 2008/ 000643
é‘%?%%gﬁéﬁh%5994 S57 )Exarrpl(e 520
4-11-(1- cyclohe | car banmoyl - 3- phenyl - propyl ) - 1H benzoi
Pﬁ wi:qu—tge&qﬂjlp ¥3i% 2dcditnethpay hgnzoisacd crdoberanesgipatdshyd, 1-
1)9;5 &prd oi}ﬁ @Eﬁﬁ@ﬂhﬂw a6i- gut@ﬁ%ﬂﬁi@}/bl@‘eﬂy@he diamine gave 2-

gycggﬁea%—%t%ﬁ?}aﬁn g}ﬁl glléglr;ﬁxgenzgl?n%agzo?lldﬁ]’ Na& -isopropoxy-propyl)-

&xh&n@&ab@ﬁiyﬂ@abmawsyE&a.p%e@M#H)

propyl)-1H benzoi m dazol - 2-yl ] - benzoi c acid net hyl

§%£§51%§ a brown solid, M5 (ESt+): 496 (MtH). Exanpl e
R i cycl opentyl-2- [2-

52 met hoxy- pheé%@) ben20|n1dazol 1#%%] -acetam de 10 )
h2-4h4tbapgthogy wsnp)-benzpimidazel-1-pll Retdopxgpybdrihsngl-butyramide

aci d, cycl opentanecarbal dehyde, cycl opentyl

hsmaycag,@lt@l exana;slel 2831 er 4-dhidtRXWaR eI YEid PRERYYERB panal, isopropyl

di

B SPRIE RS 240 phenshriie sos, 2 b BBRSPA U Begimidazol- -
yll IN-&soetanyl -dephasyldrapansdd, ME (ESVE 458 +HA18 ( M-H) .

Exanpl e 56 15

P Q%?_ gycl ohexyl - 2-[ 2- (2, 4- di met hoxy- phenyl ) - napht ho[ 2
§ I mdazol -1-yl]-acetam de In analogy to exanpl es
2.2, 2,4- dlnethoxy benzoi c acid

y'aqn@ﬂeécawé%ﬂ 24@nyiphithaleny &ybhesapimidseglahbecetamdde

(3-am no- naphthalen 2-yl)-carbamc acid tert-butyl
Bsiiloggay exaanl% »1oyx heptakyMene2t -carboxylic acid, cyclopentanecarbaldehyde,

bifbiesridY pd el alearb RO fafinegaviay-benevt->-
(ﬁ@)ent}’ﬁzaz(ﬂ%?hibhaleh@l Exberpbanigdzol-1-yl)-acetamide as a white solid, MS

a?Lé pethoxy phenyl ) - benzoi m dazol - 1-yl ] -4-nmeth
entan0|c acid cycl ohexyl am de

Example 62
2,N-dicyclohexyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 28.3, 2, 3-dimethoxy benzoic acid, cyclohexanecarbaldehyde,
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
acid, 3-nethyl butanal, cyclohexyl isocyanide, and

wQ2@shows4phenyl am ne gave PCT/EP2007/055994

2-[2-(2, 3-di met hoxy- phenyl ) - besszoi m dazol - 1- 25

] - 4-met hyl - pent anoi ¢ aci d cycl ohexyl am de, M5 (ES+):
ﬁs@ alagyily examxplap$.é, Bol- Fulb@hQW bepzoif acid, 3- methyl butanal, cyclohexyl

f\sgcﬁﬁfd@%ﬁﬂ'ﬁgﬁ@a oheR@nz e ghelaz o) (31 lﬂllrliethoxy phenyl) -benzoimidazol-1-
- 4-oheny| - but'y ran1g nal to E n8 % 2.2,

e tRONY PHEARYS 2Ct éYféo e@ﬁﬁ@@%i@kﬁ GpandP! (VI
benzyl i socyani de, and N-tert- butoxycarbonyl phenyl ene

dianpleésgave N-benzyl-2- [2-(2 WO 2008/ 000643
PCT/ EP2007/ 055994 - 58

RPN  a ASLS A om

cyclohexyl
[rpangl QﬁYﬁ@?Wé&Rl éé‘rén% 3-diesiboivhenagie peid] cyglohexagecarbaldehyde,
{s8piop £Me, and RLARY-phaGRhANE |2ncy@%leﬂﬂl—32 120(2,3-dimethoxy-

B%WB ﬂlggg@&ﬁﬂ d/i}]ydgcl)gr%%)y acetamlde,?\/[‘s: (EaS+) 436 (M+H).
i socyano- 3-i sopr opoxy- propane, and
ERkdmeple 6but oxycar bonyl phenyl ene di ami ne gave 2-

cycl ohexyl -2- [2- (2, 4-di net hoxy-phenyl)

| o) - | - .
SRR el B TRy oy
le 60 2
{rza QﬁYﬁﬁﬁm&g}e %énm dpestberyheageispeids 3rphenylpropanal, isopropyl
rsBbylaBHRS 4Hy1- aﬂdd&ilibﬁ larRide o Rdm-ge (2,5 i e@dbRGYhéd)-benzoimidazol-1-

i Eﬂgﬁqﬁr%%kggﬁﬁflﬂ%%a%%’ K RRGEolRi BB g

2-azi do- phenyl am ne gave
Bxqdr@ple 86 4- di et hoxy- phenyl ) - benzoi nmi dazol - | -
yl]- N—isopropyl 4- phenyl - butyram de, M (ES+): 458
é- T-AcdSI- 11@ 291147 0 Yhedil- i
napﬁt Egn 1- y %Engg?ﬂ1dg;o 9%£#§Q?’ g I§'bggqmnuk
y>;1t) Ice))éaex g{sﬁé %ﬁ@ﬂi napht al ene?a]@ropanal cyclohexyl
QG&VéMideSﬁﬁlYﬁ@hd@phérWﬂarhhﬁ%ﬁﬁei)m Q&%@a&lbﬂ[aﬁlyl)mmﬁhﬁ&&ol 1-yl]-N-

9§gﬂ%§§ g? Ewﬁgﬁﬂfﬁgﬁéﬁsﬁ?§§0@%ﬁ5%1n1dazol-l yl)-a
cetam de as a white solid, M5 20 (ES+): 460 (MtH).
Examplk 67 62 2,N—dicyc|ohexy|-2- [ 2-

(2, 3-di net hoxy- phenyl ) - benzoi m dazol -1-yl] -acetam de

NDb&QﬁLZlQX (4- thgﬁﬁﬂpérﬁfl)zﬁeréon%dagb‘l qLﬁFﬁWM IDSRFRAIGde hydrogen

gﬂ cycl ohexanecar bal dehyde, cycl ohexyl |socyan|d
aride a7j do- phenyl am ne gave 2, N-di cycl ohexyl -
[2-(2,3- 25

th ared a9y epheplyd 3.1 B zoihio darakoit ayill] 3-phatydyro penal, M5

geEnSz;l)ls:ocye'Jn?de(, Mfct%—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-isopropylcarbamoyl-pentyl)-1H-benzoimidazol-2-yl]|-benzoic acid methyl ester
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Exanpl e 63
2-[2-(2, 4-di met hoxy- phenyl ) - benzoi m dazol - 1-yl ] -4-neth

W@ keopeotteanoi ¢ aci d cycl ohexyl am de WD 2008/ 00RGEBP2007/055994

PCT/ EP2007/ 055994 -59 I n analdégy to exanple 28.3, 2,
4-di met hoxy benzoi c acid, 3-nethyl butanal, cyclohexyl
Insae)egnitel exanaplel 233 stztenbthalie pgiil ardnemegfalester, pentanal,

?so{n% 5712904){191'1({555@%—%21@6 h}lalpl?r[bzg%'vénl—qM@Jlsdbropylcarbamoyl -pentyl)-
ﬁ tanoi ¢ ‘acid cyclohexyl am d »Ei

d)eflm_lpi)ldalg;(-g- |‘gergglc51c1d methyl ester, MS (ES+): 408

2-cycl ohexyl - 2-[ 2- (2, 3-di net hoxy- phenyl ) - benzoi m dazo
Edanyplk 60 | sopropyl -acetani de |1n anal ogy to exanple
28.3, 2, 3- dinethoxy benzoi c aci d,

gyﬁdtyﬁﬂgﬁ B@!h%@{ﬂﬁgﬂglg/l&bcyc lﬁﬁ\ékoﬂ ﬁgl‘?)é@ﬁﬁe%l-ac%&qnide

am ne’ gav
2-(2, 3- dlnet
VTS émlﬁ?ééz%ﬂ -dimgthpxpinzeisrasidy bergeldeldedlutylimgcyanide,
LfeBrhyidd gﬁ ﬁne @m&r@ [A92,4- d1m(ejthox¥ pg-len}il)] b?\rﬁzo1m1dazol 1-
i e enzoi m dazo y i sop
%%%@Ph%WbﬂﬁﬁVWdﬁﬁgéﬁggsd ‘B@E gialogy to exanpl e 28. 3,
2, 3-di net hoxy benzoic acid, 3-phenyl propanal,

smnpbﬁgl i socyani de, and 2-azi do- phenylanine gave
2-[2-(2, 3-di net hoxy- phenyl ) - benzoi m dazo

lMi; }_@'3 c%g@{h%?z p%\é gig%@(}ougﬂ{a%&amyﬂel mlé@ly Eé‘l )an01% ggﬁd

QOPQWW@nné%tyI phenyl ) - benzoi mi dazol - 1- yl ] - N-cycl ohexy
| - 4-phenyl -butyram de In analogy to exanple 28.3, 2,

fr ;afaﬂxgylto bﬁﬁwﬁ@b 08.3C1 BLduﬁetBBﬁ)nNérﬁbiéI%@fdl@B -mé&habeRaxy !

L S S S 2122 9255 sty phet

bwbonlelx;;dl 14yli}l4emyﬂhy]bp|¢ryaram ated s opldStide, ABD(HMEHHH 10 (M+H).

Exanpl e 67 20

h% % 2-[2-(4-chl oro- phenyl ) - benzoi m dazol - 1-yl ] - 4-
@l utyranide hydrogen chl ori de In anal ogy to

exanpl es | oro benzoi ¢ aci

%bﬁﬁ@{wb’fleffdrﬁaﬂ N- béléﬂz%z[% Cot-ansthexy- H]Pﬁ!lYl) -benzoimidazol-1-yl]-

Netfhide but oxycar bonyl phenyl ene di am ne gave
N- benzyl - 2-[ 2- (4-

ﬁg%%‘géﬁg§%¥%@%Zggégggﬁﬁﬁﬁg b%% %gfdpgrﬁéltgé¥%pﬁ__de

¢dvbvalchydx dnpyleso68nile, frid 2-dido-phenylamine gave 2-benzo[1,3]dioxol-5-yl-N-

5308 O CaRaTI 50 by A PERL T el ol o

Pd¥HEP2007/ 055994 - 60

Example 72

2-benzo[1,3]dioxol-5-yl-N-butyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-

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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In anal ogy to exanple 28.3, terephthalic acid
nmononet hyl ester, pentanal, isopropylisocyanide, and

wQ2@shows4phenyl am ne gave PCT/EP2007/055994

4-[1-(1-isopropyl car banoyl - pemdiy ) -

1H benzoi m dazol - 2-yl ] -benzoic acid nmethyl ester, M

NESutyl-2-4282,dimp thopyx-ahpid)-benzimidazol-1-yl]-2-(2-fluoro- phenyl)

g&ﬁgﬁmg 2-[2-(2, 4-di net hoxy- phenyl ) - benzoi m dazol - 1-y
- 2-phenyl -acetami de In anal ogy to exanple 28. 3,

4- di nmet hox aci d, benzal dehyde,
ﬁmﬁ? g e fz’éﬁﬁ‘i¥ SQ ga%%rdﬁns P%bwgwfﬁngﬁéwwgmldehyd@
Dhtplidoghariddd, 2nd 25 aérddrpmhhlaxynqogwaw DutpenZ 2i(pHddimethoky-phenyl)-

%j‘]z?%ﬁﬂ%gzeorp/l yl?%e&%oro phenylg ace-itgmldd' 416[8((%@ 46%%)

2-[2-(2, 3-di met hoxy- phenyl ) - benzoi m dazol - 1-yl ] -4-neth
ﬁkﬂpehﬂén0|c acid isopropylanmde In analogy to
exanple 28.3, 2, 3- dinethoxy benzoi c acid,

¥hiUbADAB. hydk AYl) I63R£01 R £61- 1.3 04-phenyl-butyramid
2 a2| 0- %ﬁeﬁyﬁanyné%gggg g)[z (2, 3- dlné?ﬂoxy Sﬂ%n?ﬁ?mnle

PEBERBIY arrbis ety arr SRR g0 ek Lagpenahy
bgjaﬂ‘q'hﬁoc&arﬂﬂle, dhdXGlerbbytoxabhutngl plZenylede diamine gave N-cyclopentyl-
%ﬁ an%yﬁ?ow gﬁg%@éc}u?gcﬁaggﬂ jz—quéfaﬁﬁél}yﬁ ylabelrc]lggﬁar%%rgaﬂonde as

avihie sgih ﬂﬁi)S%O&NU%é]e 5- car bal dehyde,
butylisocyanlde and 2-azi do- phenyl am ne gave 2-benzo

Examsik 761 oxol -5-yl -N- 20
but yl - 2-[2- (2, 3-di net hoxy- phenyl ) - benzoi m dazol - 1-yl ] -

? ﬁg](z? &Feégldrheglyg) %S+ (HHP%Z—OES —’\é[r]'z_géxanmc nPlldelsoz)%ogylgnelpdzeo [
(2, 4- di net hoxy- phenyl ) - benzoi m dazol -1-yl] - acetam de
Bﬁaﬂaﬁpgmalenglyple 08.8xhapitg b28zdl ack], pedtianadt hoprpphaeswyardde, and 2-

ut ylpl g@@&gﬁk ;Nesj' ;1? Lgé&ltﬁc]ﬁ enﬂeny‘l?%ecl)%(ﬁir?:aég(gal\/él Jrexanoic acid

jsonrogylagii &S5H)-32 (M+H).

butyl - 2-[ 2- (2 3- dlnethoxy phenyl ) - benzoi m dazol - 1-yl ] -
Beghplevde, M5 (ES+): 488 (MrH). Exanple 73 WO

2008/ 000643 PCT/ EP2007/ 055994 -61 N—butyl 2- [2-

o TE SR RIS B P B oy Yo S etemide
28.3, 2,4-dinmethoxy benzoic acid,
I zmamgy(jb exanaphlel é&?d@:ﬁ 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 cyclohexylamide

In analogy to example 28.3, 4-acetyl benzoic acid, 3-methylbutanal, cyclohexyl isocyanide,
and 2-azido-phenylamine 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



butyl i socyani de, and 2-azi do- phenyl am ne gave
N-butyl -2- [2- (2, 4-di net hoxy-phenyl) - 5
wheewsoiwidlazol - 1-yl ] - 2- (2-f 1 uor o- phenyl ) - acet aPC THEP20MB055994
(ES+): 462 (M+H). Exanple 74 $ﬁmyclopentyl-2- [ 2-
§3 hydr oxy- phenyl ) - benzoi m dazol - |-y %ﬂﬁ#
V0 exmBle b db3-dimethasy WOF@C@X tegbenzaldghyle,

gut’?b{gfc%ﬂdeb@ﬁ‘& 01aGidd lﬁ:n l%nﬂllilse ENQB&’HQ@QEEE (2, 3 -dimethoxy-phenyl)-
cyclopent cyani uf ox car onyI

bﬂ@ﬁwléﬁ i ‘rﬂ’e‘t‘?j \ﬂéem %514 oM+

2-12-(3- hydroxy phenyl) - ben20|n1dazol 1- yI] 4- phenyl - b
Bkamplei7de hydrogen chloride as a white solid, M
(ESt+): 440 (MtH). Exanple 75

acfﬁy gf‘g X{lm@@l lIP]1 %ﬁgﬁ%@’ﬁ%g%alngﬁ 621%9‘3@%9? “phenyl)-

mwam@ﬁyl ben20|c acid, pentanal, isopropyl isocyanide,
and 2- 15 azi do- phenylanine gave

Br zﬁr?ai&g@‘té‘@ﬁirﬂﬁle phsy b diemsibrhaag adid, - Helho&%%lﬂ@hyde,
ﬁicﬁ/asrg e, fi |2aarZQd%epheNﬁa$1me gave ﬁggut(yf\—/g—l_g (2, %Xc? methoxy phenyl)

béhz3irdidaril oW y-2plenyihpxpehaol madanole, My KES+): 474 (M+H).
- 2- phenyl -acetam de I n anal ogy to exanple 28. 3,
E %nﬁk thoxy benzoi ¢ acid, benzal dehyde,

socyanlde 20 and 2-azi do- phenyl am ne gave
N—but 2- (2, 3-di net hoxy- phenyl ) - benzoi m dazol - | -
Sﬂr'}utz .ﬁi»ﬁ damethary phenyd)- eltﬂoawdazé@rlu ll-2v8- flueseyphenyly

Adeddide Exanpl e 77 o
2-[2-(4-acetyl -phenyl) - ben20|n1dazol-l-yl] 4- et hyl - pe

tan ic acid yl a n .anal,ogy to, exa
Dy afous SERyY bty b KaEne befhit R ot i R tehy e,
bynyhmamdle, hsd 2yaaidiodghenyldhmimnghve Nabutgh2 € ngldmettexy-phenyl)-
e Bipidneldr gl 2Ry bl amiss M5 P A BRI

ent anoi ¢ acid cyclohexylan1de M5 (ES+): 432 (M+H)
E%Hﬁ@‘leél?S N-butyl -2- [2-

(2 3- di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]

FL@J (32,3 C@iaiosR pYéh v P B AR R1201AGH] ERA0G A 8BBERM o-phenyl)-
-62 anal ogy to exanple 28.3, 2,3-dinmethoxy benzoic

At E met hyl benzal dehyde, butyl i socyani de, and

2-azi do- phenyl am ne gave

I ol ogly 1@ ea2nifl2 283 A1, Bredith ety xybleemyi¢ yeid, 4-dimethylaminobenzaldehyde,

?\E}Q 9@@5 9+d %_/% d%) }ﬁleﬂyltam&{é ga@g ]t @ﬁ‘ﬂypg 2 w3(cﬁ§1e2hoxf}§)%enyl)
hﬁrwetrylldazzﬂflzylt 2;@3=-dmettiexipo ghenyl) pediemidsi MSdE2v): 487 (M+H).

]-2-(4-net hoxy-phenyl)- acetanmide In analogy to
Exanples228. 3, 2, 3-di met hoxybenzoi c acid,

4- met hoxybenzal dehyde,
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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butyl i socyani de, and 2-azi do- phenyl am ne gave
N-butyl -2-[2-(2, 3-di met hoxy- phenyl ) -

whemsoiwsiziazol - 1-yl | - 2- (4- met hoxy- phenyl ) - acetmﬁlﬁﬁzooms994

(ES+) 474 (MrH). 10 Exanpl e 83 N-butyl -
Lf 3- di net hoxy- phenyl ) - benzoi m dazol - 1 yl ]Fl 2-flu
@Wﬁyleyammé% anterpphihaliapad orppomstlieestpl 2tlagropenzaldehyde,

%0}[; IR NN &@M@Jaglda%&ny@mﬁﬂetg%@@q nZed- %Qaédﬁm )-
i so%yanl de,

WB@PV car ampzl wtlgﬂd} I}Tn_bl%ﬁ%;&yu%q@ﬂ%yﬂr%enigic aci ((31 methyl ester, MS
ez 044w (ae@) .- 1- yl ] - 2- (2-f | uor o- phenyl ) - acet ami de, M
(ESt+): 462 (MtH). Exanple 81 N-butyl-2- [2-

d| t hoxy- phenyl ) - benzoi m dazol -1-yl] -2-
%ﬁd“al?l ?ﬁyl am no- phenyl )- acetam de In analogy to
exanple 28. 3, 2,3-di met hoxybenzoic acid,

2-{&i(frey4np- nhﬁnmbdmzalméw&é yll-2aneshylyensanojeasidierclaberylamide
2- azi do- phenyl am ne gave

h‘rzm{ﬂl ‘tge{(a%’l 182830H- %B%MZ&B&”& |3)-1’neth Ibutanal, cyclohexyl isocyanide,

alé({] % %1)}'1 alﬁlg%# g](am ([4 (9 | hf\/ nb en Q1?nr}gaz)ol methyl—

ﬁer{tﬂadm?aad dyait&tehydxmd@hMW(IE)Sm@mzoMmm)azol 1-yl]- hexano
ic acid isopropylam de In anal ogy to exanple 28. 3,
%"Qﬁp@e%t hoxybenzoi ¢ aci d, pentanal,
I'sopr opyl i socyani de, and 25 2-azi do- phenyl am ne gave

£ 3-di et hoxy- phenyl ) - benzoi m dazol - 1-yl ] - hexano
2d (&@h@r@@bmﬂbbﬁwrﬁ@azw {lEdmethylpenitppody acigenriphexylamide
83 4-11-
(rRarfall a1 rt@e yb3.3] §@]ﬂ6ﬂpb/érﬁafcﬁ@ﬂp3’-lmd1ﬁ}tmﬂtbﬂlal cyclohe isocyanide,
-1 b zoi,m dazol - %2 gg éﬁ)l aC|ldbmet h% ﬁ 1% hvl
PRI eIt R SsBiprs-ph e bl y7qlolv1l-4-methyl-
poraaplieadd cilolegyleplteh MS (ESaridds (eirdivet hyl est er,
2- quorobenzaIdehyde, i sopropyl i socyani de, and

ggzPhenyl am ne gave 4-{1-[(2-fluoro-phenyl)-

[ sop¢opy| car barmyl met hyl] - 1 H benzoi m dazol - 2-yl J

- benzoi c acid t hyl ester (ES+): 446 (MtH). 5
EX'%H‘ﬁ!S] = B42,4- dlmethoxy phenyl)- benzmmldazol 1-yl]-2-(4-methoxy-phenyl)-

dcelatnidd- cyano- phenyl ) - benzoi m dazol - 1-yl | - 4- net hyl - pen
tanoi c acid cycl ohexylam de In analogy to exanple

B F SR L S So g b b o henagldsyvde,
ButysocBarigannd pheidplphcbglaminagate 2obutyt-94( —(4,4F(hnie§ho-xy phenyl)-
%{}Bﬁg%foel?iggﬂ-29(%%%‘835%35&@')%@%%185%% (E§+Jj.54i4'\@MQH).

Example 87

N-benzyl-2-[2-(3-methoxy-phenyl)-benzoimidazol-1-yl]-4-phenyl-butyramide hydrogen
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-yl]-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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2-[2-(3-chl oro- phenyl ) - benzoi m dazol - 1-yl ] - 4- et hyl - pe
ntanoi ¢ aci d cycl ohexylam de |In analogy to exanple

WQ@2008/0084xhl or o benzoi c acid, 3-nethyl butanal , PCT/EP2007/055994

cycl ohexyl isocyanide, and 2-@zi do- phenyl am ne gave
2-[2-(3-chl oro-phenyl ) - benzoi m dazol - 1-yl ] - 4- net hyl -
peanatogyite cxasiple 6§81 Hhauypethakdenzasaqidrghlomwbengaldelyde,

i'sépr%é?l%'c‘fan%ﬁe M‘l(pELtaYlldo he[l amlne agave 2- (4 chloro phenyl) -2-[2-(2,3-
Ol m dazol

2
%@%W ﬁéﬁwaml%ef dd- lfcrprgwéraé@tymedf M(Sa(rf’ér*é 464 (M+H).
28.3, 2,4- dlnethoxy benzoi c acid,
Bxammplag@gybenzal dehyde, butylisocyanide, and
2- azi do- phenyl am ne gave N-butyl-2- [2-

ben s R B IRRY Shen Flemroimidspal vy 2, metipdemipg pheny)-
i@ gHyide474 (MrH). Exanpl e 87
N- benzyl - 2-[ 2- ( 3- net hoxy- phenyl ) - benzoi m dazol -1-yl]-4

Irpzt}%'mgy‘tg 'éia)fﬁp?l@gi 8, i]&’iélﬁr?ﬁtﬁﬁ bgﬁicﬁé h&8, 4-BindA198hobenzaldehyde,
met hoxy ben

H@ﬁmg% ﬁ%% aTaZIdgsph&aﬁlzw By ﬁﬂmﬁf 32@ 4-dimethoxy-phenyl)-

bbrtzerrmdbwlaxylpar(iaocnmet}grhemylbqﬁﬁnyzi) aodtmaidgavis (ES+): 487 (M+H).
N- benzyl - 2-[ 2- ( 3-
E§ X %0 phenyl ) - benzoi m dazol -1 -yl ] -4-phenyl -butyramd
rogen chloride as a brown solid, M5 (ESt+): 476

H) . nple 88 2- (4-chloro-phenyl)-2- [2-
§ﬁ2é4&YMWmnﬂhéﬁqumM2blﬂ]d&zwprqmgm}phenyl -butyramide
-N-i sopropyl - 30 acetam de WO 2008/ 000643
Hﬁzﬂaﬁ%%@@& 99@«3 4-BfdrbRylRABSIOEMI Dp ﬁe@@[mbﬁa&{i 3,

di net hox d, .4-chl
ROSis Pl ETACb S dasRieby AR o e g )

Ber(zétmildhnﬂd—ydhéh;sbp@y[ 2-ph2nB-butyramide, MS (ES+) 414 (M+H).
di met hoxy- phenyl ) - benzoi m dazol -1 -yl ]-Ni sopropyl -acet

Eg%ﬁ]tgegys (ESt): 464 (MtH). Exanple 89 5
[ 2- (2, 4-di met hoxy- phenyl ) - benzoi m dazol - 1- yI

4 di net hyI am no- phenyl acetam de I n anal ogy t
)@ hxdooxy phepyl)- GFW? b—m di-metmilgrentanoic acid cyclohexylamlde

4- di met hyl am nobenzal dehyde, butylisocyani de, and
Br @il -t@hﬁhy;blam% Be4-gadexybenzoic acid, 3-methylpropanal,

Wéﬁ%%msaaés b o £e - 8&%@% Fals 3 2-Gbreye Rhemb

beyzovisdéedH) yl] 48ﬁet¢1M+1b§ntan01@adii(a)rcﬂJﬂEXﬂ&nRie M2-(ES+): 406 (M+H).
(4 hydr oxy- phenyl ) - benzoi m dazol - 1-yl ]

ggﬁopyl 4- phenyl -butyram de In analogy to
exan% e 28.3, 4-hydroxybenzoic acid, 3-phenyl propanal,

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-yl]-

acetamide
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I sopropyl i socyani de, and 2-azi do- phenyl am ne gave
2-[ 2- (4- hydroxy- phenyl) -

whemsoiwiilazol - 1-yl ] - N-i sopropyl - 4- phenyl - but yPEIER07/055994

M5 (ES+): 414 (M+H). 15 Exampise 91
2-[ 2- (4- hydr oxy-phenyl ) -benzoi m dazol -1-yl ] -4-nmethyl -p
Enanadesiy do gxsngpl @95 B oh&xyinethipyidentaic afidl oghlotabersekdepide,
B ﬁsocﬂarha/ed 59&2Q§ﬂ%%lfén§‘1%hﬂne é’avmbﬂﬂprQ@QﬁﬁJm -phenyl)-2-[2-(2,4-
gyc ohexyl |s§ yani P -azid Y am ne gave
1nPej (()gy %;nw%%zy 1-y acetamlde, MS ES+): 478 (M+H).
benzoi m dazol - 1-yl ] - 4- net hyl - pentanoi ¢ acid
Eyahplootyl ami de, MS (ES+): 406 (MtH). 20 Exanple 92
2- [2- (3-chloro-phenyl)-benzoi m dazol - 1-yl ]
Z—Q‘E—K%—%ge(rgpylgén%@ %%%P%ilrnggg]o‘g g ?}’2} ggls%érgpeln@ bﬁgyyl tb@ltyramlde
3- phenylproplonaldehyde i sopropyl i socyani de, and
In apslopy-tp Bemila A$ Ad-geaneD gupz;a(cef ém hepyd-pspieinyalylehyde,
glﬁ@o@%‘iﬂe', dnd/blazilolpieR I%Yﬂe Avehenyb-cbato padyde,

B B R o o,

(2, 4-di net hoxy- phenyl ) - ben20|n1dazol 1-yl] - acetam de
Manzfle85 000643 PCT/ EP2007/ 055994 -65 In analogy to
exanple 28.3, 2,4-dinmethoxybenzoic acid,

— E&gﬁ@ﬁ&g%}ﬂg&mld%i X';JI]SRCIX(%%EQ 12- @Pglethoxy phenyl)acetamide

N-butyl 2-(4- chImoPg pﬁ\én )-2- 52 4-
eyt xRty £§-3 b Ascsl %/‘TIHQ%@F@ yrqtbybenzddsbydavs

ﬁg\ihgﬁhs%z n(icM*‘ fd 2 BxidsPen é'mghe gave 2-[2-(4- acetyl phenyl)-

Frediny --saé“?wﬁ? 2% daz@ﬁé}%ﬁﬁ#ﬁéﬂ@ MR ER:ae2

@%&yﬁnoben20|c acid, 3- phenyl pr opi onal dehyde,
isopropylisocyanide, and 2-azi do- phenyl am ne gave

% Ig% 3z cyano- phenyl)
|n1dazol 1-yl]- N-isopropyl 4 phenyl but yram de,
ES+): 423
ﬁélt(moa@mfptbaﬁwm nw&r%rnhea&limlethszl%lﬂ henzepidgps}i2-gi-benzoic

adid mivghy1ext¥r phenyl ) acetamide I n anal ogy to exanpl e
28.3, 4-acetylbenzoic acid, 4- nethoxybenzaldehyde

513 or%ﬁctgsr){é:g%oc g% ghtﬁepﬂglaﬁc S‘éh (rjr?o me?ﬁ/ Ileas[[‘re]r,nf n%?hoxybenzaldehyde,
bepoylodemnode; andllziazﬁmpﬁmpyl@mwe-gzv( 4-{ g tshpropylomeayrioyl-(4-

%E&gp g%%p(r:lg’ﬁbe&lﬁg{; om(l oxy AP %%ﬁéﬁhﬁéﬂer, MS (ES+):

0i m dazol - 2- yI} ben20|c acid nethyl ester

Example 97

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-isopropyl-2-[2-(1-methyl-1H-pyrrol-2-yl)-benzoimidazol-1-yl]-4-phenyl-butyramide
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In anal ogy to exanple 28.3, terephthalic acid
nmononet hyl est er, 4-net hoxybenzal dehyde,

WO e@pioapyd | socyani de, and 2-azi do- phenyl am ne BE/BP2007/055994

4-{1- [isopropylcarbanoyl-(4 20aret hoxy- phenyl )

-met hyl] -1H benzoi m dazol - 2-yl } -benzoi c acid net hyl
bEsaistogy NS examngly 28.345gethvi-if - pBxelap-erldaxylic acid, 3-phenyl propanal,
ﬂoﬁrﬂep§uls% n@dazhﬁ‘@m%eyﬂheﬁmmﬂe gg% wlls)opildﬁyp@r{équmq&ﬁ;l 1H-

St e SRR B b HaT AL P SOV ESS L AP T TM 10,

benzal dehyde, |sopropyI|socyan|de and
Bxadpldo9 phenyl ami ne gave
4-[1-(isopropy|carbanoyl-phenyl-

_ gglc;@%%%% )Oﬁ%gﬁf’%ﬁly}hg ?l%l @q%\?dpl s lr opyl
1-net hyl - 1H pyrrol - 2-yl) - ben20|n1dazol l]
ma VP cxumBle 3¢P o CXADOPODB)I0B0G 4B NRAT | EPE’@(D’Y QS FIadE, and 2-

afo- Her@‘ﬂﬁﬁﬁgga¢eo2q%f{‘mlyﬁ102§h§1 1) ben201m1dazol 1- yl{ -hexanoic acid

i RS L e P

2- azi do- phenyl am ne gave
Ekdmsplpd @yl - 2-[ 2- (1- net hyl - | H
pyrrol-2-yl)- benzoinidazol-l-yl] 4- phenyl - but yram de,

%@?—%E?@h xg?%- 1‘1301 enzoﬂl ?nyggpe%ta 01c C]ld ﬁog{rolgglamlde

acid |sopropylan1de In anal ogy.to exanple 28.
L aplagy thexrronle 2&ei 4hydreny Beeic acicoprigpsh 18%@9&%@95@@% and 2-
@do-gherdd iiore RN Y[ T d8RY S henyl)-benzoimidazol-1-yl] -pentanoic acid

e%r@é' i %E@@&Eﬁé‘%ﬁz §gMRun degel Ll hoanalt

EX@ﬁp&4Ohydroxy-phenyl)-benzoinidazol-l-yl]-pentanoic
acid i sopropylam de In anal ogy to exanple 28. 3,

ﬁ‘b'amf %}’dlD;@dlZsQﬂCN% 2 PzJ 1aﬂfalhy1 W EIOBPRYS- 15 Ve AtniEazol-1-y1]-

- azi do- phenyl a
QEFEH¥@ hydr oxy- phenyl) ben20|n1dazol 1-yl]-pentanoic
acid isopropylam de, M5 (ES+): 352 (MtH). Exanple 101

Ibanalogy to example 28.3, 1-methyl-1H-pyrrole-2-carboxylic acid, benzo[1,3]dioxole-5-

1,.3].di oxol 1-ne

%rggﬁévgd%béh%Pﬂfaaﬁ‘?o%dl%%l? %&@@%ﬁiﬂ%&%ﬁ B EEWW 5yL-N-
butghpl[2-(28n8hyl 1 Hrptybrpl -2 - bgnzoohida! dayl begetdmclealeliSd ES+): 431
Q@g;g [ 1,3] dioxole-5- carbal dehyde, butylisocyani de,

d 2-azido- phenylanine gave 2-benzo [ 1, 3]
di oxol - 5-yl -
Branyple 307 2. (1 met hyl -i H-pyrrol - 2-yl) - benzoi i dazol - 1-y
| ]-acetam de, M5 (ESt): 431 20 (MtH).

2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-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-yl]-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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Exanpl e 102 2-cycl ohexyl -2- [ 2-
(2, 4- di net hoxy- phenyl ) - benzoi m dazol -1-yl] -N

w@ 2908/00lienet hyl - phenyl ) - acetani de I n anal ogy tRCEER29PT/@55994

28.3, 2, 4-di nethoxy benzoic adzd,
cyclohexanecarbaldehyde 2- 25 isocyano-
n Gadhgyee hyampe A% &nvl-dinethoxabirdeicphidhgickbiermegaibeldehyde,

cféh%l(ﬂﬂg hld% e{n%l 2( 321&0 hz/ra/lamme dlamlne ﬁﬁve 2,N- d1cyclohﬁX)il 2-[2-(2,4-

met hox enzoj m dazol -1 - [
W&ﬁmﬁ‘/-%l@@v‘sﬂaeaéolm@zek -acemdf wmolor %1 Mﬁdésﬂ 476
2VINHJi cycl ohexyl -2- [ 2-
(2 4- di met hoxy- phenyl ) - benzoi m dazol - 1-yl] -acetam de
ngé 00643 PCT/ EP2007/ 055994 -67 In analogy to
exan% 8.3, 2,4-dinethoxy benzoic acid,
cyclohexanecarbaldehyde cyclohexyllsocyan|de and

2-cudpliey- preylyN anslakexyl- 2?24 gtimetimxxepdienyls-berasimidazol-1-yl]-
h@tdgidd-

di met hoxy- phenyl ) - benzoi m dazol -1 -yl ] -acetam de as a

%owilgg/ﬁéﬁ;a%l}ggﬁ f%%??f%‘ﬂ@ﬁ]ﬂ @gnz[(;) ac1clls cyc ghrfar))( 3- er}ecc):grbaldehyde,
)&l(ﬂ‘@ﬂﬁﬁ’ﬁ&}iﬁmﬂy @id@ﬂiyér)%hﬁnéy@arhbld}&@hbnyléne}dle]mrne gave 2-cyclohex-3-
inyitl\?q{.rce(?}hexgr/(]l ?n? I(]?gymmetho%}gnﬁeny?) Berzofnidazol-1- -yl]-acetamide as a

gyoﬂaheXKBPéﬁéﬁhﬂbéPﬂ@%yHé cycl ohexyl i socyani de, and
N-tert-but oxycarbonyl phenyl ene di am ne gave

Bxdipleabsx-3- 10 _ .
enyl - N-cyclohexyl 2-[12-(2, 4-di met hoxy- phenyl) benzoi m

g‘?!i?l " f}lg/ g) ﬁplraegzglgggazo?l yﬁ]og ?\]l’ Idlecéc 0 exyi acetamldg Ilziydl)ogen

aﬂbﬂdé4 cyano- phenyl ) - benzoi m dazol -1 -yl ]-2, N-di cycl oh
exyl acet am de hydrogen chloride 15 In anal ogy to

C Ve 3% %}éac aé{%szq hZC g ac%’n&’l?éﬁ%&‘h %cﬁcéygl&%lexane%arbaldehalde,

Nlctczénewlbgtyemdeaaﬂ@dﬁyﬁrt@hlmmhen)d| nmyﬁ@eg:bamngave 2-[2-(4-cyano-

pRRerlyfh l?éﬁ@&%ldazol 1 yl 2 N- dlc?lclohexK}_ acetamide hydrogen chloride as a brown
o acet am de

ﬁg g : 20| di cycl ohexy
dr s a bromn solid, M5 (ESt+): 441
( M+H) . Exanple 106 20

Bxangleab@xyl - N-cycl opentyl - 2-[ 2- (2, 4- di met hoxy- phenyl )
-benzoinidazol-l-yl] acetanm de 1In analogy to exanples

SR RO TR 2R oyl beyimitazol gl eceamide

N—tert but oxycar bonyl phenylene di am ne gave
n W&q%ﬁ@g)gqmples 2.1-2.2, 2,4-dimethoxy benzoic acid, cyclohexanecarbaldehyde,

h@ﬁ&ﬁwﬂlda ahdN- ?erflbgﬂfo?}%‘éam% pheRith} dReNZObVedadRlohexyl-
{\T cyc%per_lt?rlcgt S‘r& 4ed1r6}1$éth%r>](y Cf)henyl) -benzoimidazol-1-yl]-acetamide as an 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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white solid, M5 (ES+): 462 (MtH). 25 Exanple 107
2, N-di cycl ohexyl -2- [2-

W@ 2908/00liewet hoxy- phenyl ) -5, 6-di fl uor o- benzoi m dBZBEP2007/055994

I -yI ] - acetam de I n anal ogy t48 exanples 2.1-2. 2,

4- di met hoxy benzoi c acid, cycl ohexanecarbal dehyde,
Ey@h@héQ@llsocyanlde and (2-Anino
-4,5-di fl uoro-phenyl)-carbanmic acid tert-butyl ester

3M-gRy&8ohexyl-2-[2-(2, 4 dlmethoxy phenyl)-6-methyl-benzoimidazol-1- yl] -acetamide
2, N—dlcyclohexyl 2-[2 , 4-di net hoxy- phenyl)-5,6-dif

AhSrlere L Byl % SORRID0BNS TRk ERTT Crsagukenyde

e}&B}heEylmngzlaﬂldeﬁle,ZM—nﬂllnoybhmﬂglkphergﬁl) f@bamic acid tert-butyl ester gave

ﬁ ?\V éltcgélg'fgé&lo?ﬁbgy g rﬁﬂn)eﬂlt% n% gqﬂétﬁ{iln% ‘%%51%]11&320}’ Illyl -acetamide

sthléﬁwélﬂhMﬁ)iE&ehﬁ%@ aH)d cycl ohexanecar bal dehyde,
cycl ohexyl i socyani de, and

£Rardple N0 4- net hyl - phenyl ) - carbam c acid tert-butyl
ester gave 5

S et bt pry Gkl T2 e PEeE et
(ESt): 490 (MtH). Exanple 109 2- [ 2-
[Mamahdgyrto eximerlyd J. 1 3en 2ehhird bzlmdmd.aqd kyclohexanecarbaldehyde,

?%acmfgygﬁéf%}aﬁ{%%%d RGEL %%(gézcér oﬁn%h&%)fer{e(ﬂlﬁﬁﬂlg%la@esz 2-(4-chloro-

oro benzoic
ehyybHesoapisndzokil dbhy &k dicrdokexl-astanyide aveyhiie sdid, NS(ES+): 450
FWQ@Qt but oxycar bonyl phenyl ene di am ne gave 2-
2- (4-chl oro-
%%gﬁh &en20|nidazol-1-y|]-2,N—dicyclohexyl-acetanide
a i¥e solid, M5 (ES+): 450 (M+H). Exanple 110
2,N—dicyclohexyl-2-[2-(4-su|fanny|-phenyl)-benzoinidaz
BIN-dicytlphexyb2-dX(dtoulfyrodgdenyl) Hevtdimidadel- 1yl | savetaogge hylrogen
8ﬁgﬂ9£es 3.1-3. 2, 4-sulfanoyl benzoic acid,
cyc exanecar bal dehyde, cyclohexylisocyanide and
N-tert-butoxycarbonyl phenylene di am ne gave 2
H spdegyrie sxampley 1442, daswiamey) bomeis iyl %Wbﬁafﬁe%%ﬂdwde)
ol dhreR ﬁb?zmm@ had gaebuediy @eréleyl énﬁeﬂérdi’Mm‘é hveh NVS

1£ycj:2)}qupzlle QM %&gﬂ@){l%gﬁ gF?ﬁO&Q%Fgﬁl oyhexgtﬁpl%de }{y%irogen chloride
és]aliroamasﬂhé,tmammhyh% dt i) - acet ami de In anal ogy to
exanpl e 28.3, 2, 4-di nethoxy benzoic acid,

E¥£L€@q¥pnecarbaldehyde 2

I socyano- 2, 4, 4-tri net hyl - pent ane, and

2- azi do- phenyl am _ne gave 2-cycl ohexyl -2- [2-(2, 4-
2 cyclohexy -2-[2°(2,4-dimethoxy- phenyl¥ benzoimidazol-1-yl]-N-(1,1,3,3-tetramethyl-

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-yl]-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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di nmet hoxy- phenyl ) - benzoi m dazol -1-yl]-N(1,1,3,3-tetra

woreaoRphoskait yl ) - acetam de as a yellow oil, M5 PESEP2007/055994

506 (M+H). Exanple 112 - 69 -
4-{[ 1-cycl opentyl (cycl opent yl car banoyl - met hyl ) ] - 1H-be
hzma&maq exanzpled 3. 19eh roerhtaalicacidmpomginetglesier, hy dr ogen

ehfiﬁeéﬁ@)a@@@@ﬁ@ QQ@A}%H%@H)@B@Q@ T4P9984- bu’[cﬁc?lczirﬁonyl phenylene

%w""' g el et 05%&/@1(656@%5?6/3@3%%%?' Il benzoimidazol-2-y)-

batzbpet nibihsogwahydiegeattdoitd &ra wibitd QXY CHSIBSY): 446 (M+H).
phenyl ene di am ne gave

- | opentyl - (cycl opentyl car banmoyl - net hyl )] - 1H be
%’é%llléineggol 2-yl}- benzoic acid nmethyl ester hydrogen

chloride as a white solid, M5 (ES+): 446 (Ml 5
BRaisy dohexgl-2-(2-quinolin-6-yl- “benzoimidazol-1- -yl)-acetamide hydrogen chloride

2, N-di cycl ohexyl - 2- (2- qui nol i n-6-yl - benzoi m dazol -1 -yl
)rr A603 fﬂ)@)@a er 5’9@02 qﬁin@hhéiﬁ cai%xﬂ&%cﬁﬁ)éy&l&w%ﬁ&@fb%&lehyde,

0 r boxyl

exfﬁqh@ kana ‘E]F ﬁ% utow%l)%wgf%ﬂwéwﬁaﬂms gavyN-
Hict@oliexblu -9 aatobiars - pdhneoiyhidas]-did)raceeargiady acid nikthyl ester
I cyclo
E’ng i Chl%llﬂe@saw%tee s?lécll mMéé S+) ?67 l\sHH%et am de acid

net hyI ester 10 hydrogen chloride as a white solid, M
Ergnple 1467 (MrH).  Exanple 114 2- [2-

(4- am no- phenyl ) - benzoi m dazol - | -yl]

z%z%%ﬁﬂ&bﬁ&gxybe@%ﬁhﬁm&el ylmzmh@ghbhbaﬂ%am&s
.2, 2-acetam dobenzoic acid

hexanecarb ohex i de,

f@%r@f S HOEGRTER by S REAT GHEn Gl i d A necy g debyde,
p;rd;:dexﬁmod;&na]epmdﬁﬁnered)uhycydﬁhme;ﬂyohaxuylm didminkgave, in a process
£ BR 3Bk O R TR Hees Ao BB e 21 2¢4caryine-
alsenaf Jwbeng eing dazott 1 - W@\E&Eydolmml aqetdmple a@whm: eoligg BIS (ES+): 431

vili2r)( 2, 4- di met hoxy- phenyl ) - benzoi m dazol - 1-yl ] - 5- phen
yl - pentan0|c acid 20 cycl ohexyl am de hydrogen

hIor|d 115.1 Tetrapropyl anmoni um perrut henate(Vl1)

’i":f‘?l’lﬁd 0.33 mol, 0.1 equiv.) was added to a
sol ution of 4 nethyl norpholine Noxide (580 ng, 5.00

MiDI(2, 4 dimethgoy phendnbedzopinatayol- 1-y1] Spleemgl-périt@foingcid

[ n acetonitrile (30 nmL). The
%écgg'} %}n}ﬁih CYII%? “stirred for 16 hours at room

rrgerature then filtered through celite(r) then
ugh a pad of silica (5 g) which was washed with

@@@4&8 }twmhﬁmﬁﬁﬁ eh)nheili@@(\s@ Ve ?‘tmgﬁ@%?) eYABR b ategHivANehs added to a
ecrg rouc eolb}(;%3 coun'ﬂ d 4-phenvl.
Hilod meg; e 0mag a0 d-Bequiv.) and 4-phenyl-1-

butanol (500 mg, 3.33 mmol, 1 0 equlv) 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 acetate:heptane 5

% to 50 %) to afford crude 4-phenyl-1-butanal as a colourless oil, 62 mg (13 % yield).

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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%to 50 %9 to afford crude 4-phenyl-I|-butanal as a
colourless oil, 62 ng (13 %yield). 115.2 30 In

W@eaBoeps43 0 exanpl es 3.1-3.2, 2,4-di net hoxybenRGi/EP2007/055994

aci d, 4-phenyl butanal, cycl oh@xylisocyani de, and
N-tert-butoxycarbonyl phenyl ene di am ne gave 2-

Egample416

di met hoxy- phenyl ) - benzoi m dazol -1 -yl ]-5-phenyl - pent ano

161 ¢icf16yGIABakY By 318he 19 QL bidad@D]-2-121-BMMYoic acid
sglﬁ ,ﬁiE?(ég+): Slgn(ﬁhﬁ§¥%a%§§808/000643 o
PEHYERSH07/ 055994 - 70- Exanpl e 116

4-[1- (1-cycl opentyl car banmoyl - 3- phenyl - propyl ) - 1H benzo
Imarchlopylte 2xanhpledi 20, emedaixgticarbeliblydnzeis taeid, 3-phamdlpogpanal,

LRIREANR Eafad afe AP IRYGRI STV SR Whanl fave 4-11-1-
NS @eﬂtyb@thamhﬁhﬁwwl-mﬁéﬁgﬂéh engpamdazol gayié-bgngoic gcid methyl

EX&G! QR IHidls 61, RAgTENY ) 3sph@nyiyy pr opyl ) - 1H benzoi mi dazol
-2-yl]-benzoic acid nethyl ester as a white solid, M

ES+ 482 (M+H). Exanple 117 2, N-di cycl ohexyl -2- [ 2-

¥appledify| sul f anoyl - phenyl ) - benzoi mi dazol - |-yl ]
-acetam de 10 hydrogen chloride In analogy to
2xadiol deh&ylt2-32-24-dimeihyulath syl flenplybeenvimidazak i ¢]]-acetamide

e r bal dehyde, cycl ohexyl i socyani de, and
ﬁ%%éggzéﬁgﬁéicarbonyl phenyl ene di am ne gave
2, N-di cycl ohexyl - 2-[ 2- (4- di net hyl sul f anoyl - phenyl ) - ben
hoinslegaze kxamplpy 3. 13 taingdyhydavgdhenzhicorcidde as a
?’cﬂiﬂ%xzﬁf&étﬁald@@d@,&%ﬂbhe SodyMHbD, - and N-EFRBRRYAIH Nyl phenylene

, N.di cycl xyl - 2-T2-(3- sul.f appoyl - phenyl ) - benzoi i daz

foming g ag\g-ﬁﬁflaée%a-ﬂ dérdlmeﬂ%ﬂfg@Oﬂrp%ﬁzsﬁ%yzq%l&zol—1-Y11-
socaipide fydogerBciloride sul Hrawn gbld MO {KS+ac3x3, (M+H).

cycl ohexanecar bal dehyde, cycl ohexyli socyani de, and

g§£§é$12§toxycarbonyl phenyl ene di am ne gave 2, N 20

I cycl ohexyl - 2-[ 2- (3-sul f anoyl - phenyl ) - benzoi m dazol -1
-é%];acetanide hydrogen chloride as_a brown oil, M
2Esdicyclglyexyl- R 24)(3-sebamerleoheny) benraimidazpb haldyacetamidohydrogen
[RorildH t et razol - 5-yl ) - phenyl |

- benzoi m dazol - 1-yl } -acet am de hydrogen chl oride 25
g{]?r%&aglygg %’é??&t O;Plgeséf gjlgl)fg—esﬁg%r%lg}?lﬁ@}zaic acid, cyclohexanecarbaldehyde,
oyctdhekdisaryanle balddehyrddutaycdrotiept phesdaeatiadine gave?,N-
Mc&&&ﬁek&%—?ﬁ( g—%ﬁl@e&ﬁé’};l—p%lgﬁe/’lyjbglqz%imidazol— 1-yl]-acetamide hydrogen chloride

as a brown oil, MS (ES+): 495 (M+H).
Example 119

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-yl)-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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di am ne gave
2, N-di cycl ohexyl -2-{2-[3-(1Htetrazol -5-yl)-phenyl]-be

WO z@sM@arol - 1-yl } - acet am de hydrogen chl ori deCHEP207/055994

yellom10il M5 (ES+): 484 (M+#H)L.- Exanple 120 30
N—dlcyclohexyl 2-{2-[4-(1Him dazol - 2-yl ) - phenyl ] - be
hraiatagiae sxamplis 3.1 e tidildenidinplir aehenglcocidde WO

%QQ&(eQQQ@A%alﬁ@_}/dgpﬁrggﬂé%g’&gﬂmde %%dlmtéﬂﬁhﬁﬁ'ycaﬁrﬁbnyl phenylene

gxanples azo zoi c, aci'd,

vml%%wsﬁe“&éwéph@wﬁa@ é;ﬂéﬁowﬁ%q)f%déyaﬁwé J-begggimidazol-1-yl}-

Netaiitle hydrﬁﬁéfﬁdﬂ@@dfeyds eyl SNRIS @iSani4ge Qave).
2, N-di cycl ohexyl {2-[4-(1H i m dazol - 2-yl ) - phenyl ] - be
jirdel qufol-l-yl} acet am de hydrogen chloride as a

oran%e 611, MBS (ES+): 482 (M#H). 5 Exarrpl e 121

2, N-dlcyclohex | -2-[2-(4-imdazol -1-yl -phenyl)-benzoi m
2.8hdisyclohgxyl}- Za{ééﬂamidﬁéolhwkb@ml) lzemlzemiud@quﬂ -Yha¢etayide hydrogen
tRoRyampl es 3.1-3.2, 4-imdazol-I-yl-benzoic acid,
cyclohexanecarbaldehyde, cyclohexylisocyanide and

tert-butoxycar yl phenyl ene di am ne 2,N 10
b wiqgafﬁ%m%é?ﬁf%& ezl - gfmla valelierehosaalschyde,
otctdheytlisogaaideydrdeN hyrdhoagedycarbonyd @hd@yl@& cﬁarbfn@\g@ve 2,N-
ggﬁlcg?ec '\{?f—((_{)%—@(_ %ﬁl}cé_ggl[— é—%}?&cﬁny%%‘gcl)i%i&eizz%l— 1-yl]-acetamide hydrogen
ehlpedoisabrpvnphlihyI§ (Benz32m MaZbl - 1-yl | - acet ani de
hydrogen chloride 15 In anal ogy to exanples 3.1-3.2,

framhdled2#] triazol -4-yl-benzoic acid,
cycl ohexanecar bal dehyde, cyclohexylisocyanide and

%fb#‘é%&@é’%%%ﬁé—i§{<5%?%él ‘%ﬁ?{iyi 3 @}eﬁ’/ )z ma?&&na?mbﬁevametwde

Bydropen cidande 1-yl ] - acet am de hydrogen chloride as a
colorless oil, M5 (ES+): 483 (MtH). Exanple 123 20

fi i}liaﬁjddgg% Q{ﬁ‘?ﬁ/ﬁ%3 ?3{%4{%‘} 3%}{?%9%{[{ L f?{aen‘kﬁ?"a)qdf’henw ] - ben

Zzolm en c
enrhihsrgnerabeldelmsic ecycldh g_x;{kts@cyamde, and N-tert-butoxycarbonyl phenylene

GiafriiE E@q\@ldlﬁclxhéxypgq%QMql@q fhiazol-4- -yl-p hen benzo1m1dazol 1-yl]-
al

cycl o exanecar ex an
fEetaanide BYRISESIt ffy? apw&ﬁ E %é%%m?% {—M
2, N—dlcyclohexyl 2-{2-[4-(1H pyrazol - 4- yI) phenyl] ben

Eﬂhﬁ@wazml-l-yl} 25 acetam de hydrogen chloride as a
colorless oil, M5 (ES+): 482 (MtH). Exanple 124

%#Sla%}ré;lézf% x?b E—i??— (4 ﬁ ﬁfa%) é‘l’lléé’lgg})lfe_nz?i_mﬂiTzol— 1-yl}-acetamide

hydregemihderide

In analogy to examples 3.1-3.2, 4-(1H-pyrazol-4-yl)-benzoic acid,
cyclohexanecarbaldehyde, cyclohexylisocyanide, and N-tert-butoxycarbonyl phenylene
diamine gave 2,N-dicyclohexyl-2-{2-[4-(1H-pyrazol-4-yl)-phenyl]-benzoimidazol-1-yl}-
acetamide hydrogen chloride as a colorless oil, MS (ES+): 482 (M+H).

Example 124

2,N-dicyclohexyl-2-[2-(4-[1,2,3]thiadiazol-4-yl-phenyl)-benzoimidazol-1-yl]-acetamide
hydrogen chloride

In analogy to examples 3.1-3.2, 4-[1,2,3]thiadiazol-4-yl-benzoic acid,
cyclohexanecarbaldehyde, cyclohexylisocyanide, and N-tert-butoxycarbonyl phenylene
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hydrogen chloride In anal ogy to exanples 3.1-3.2, 4-
[1,2,3 ] thiadiazol-4-yl-benzoic acid, 30

weymBoesxanecar bal dehyde, cycl ohexyl i socyani dePCHRER007/055994

N-tert-butoxycarbonyl phenyl e MD 2008/ 000643
PCT/ EP2007/ 055994 -72 di am ne
dianpel gaye LohdicyfloRexyb2((4=(f4 12,33} 1ad1azol 4-yl-phenyl)-benzoimidazol-1-

Iizadh @Rl hyﬂrd@en RRRRME hs PENEALSLARAS l(E%’vg ¥bd CM@ﬁgam de
ydrogen chloride as a colorless o

IVk- anpl e 125 2, N-di cycl ohexyl -2- [ 2-
Eﬁ?gg@lgio-Z,S-dihydro-lFLisoindoI-5-yI)-benzoin1dazo

- 5 acetam de hydrogen chloride In analogy to
2radioydsh&ylt2-32-21,3-dioxo-2,3-dihydro-1H-isoindol-5-yl)-benzoimidazol-1-yl]-

o- | H i soi ndol e- 5-car boxylic acid,

%&En%ﬁ gdﬁg ghpﬁ yde cyclohexylisocyanide and
N—tert but oxycar bonyl phenyl ene di am ne gave
In ppadnggye pxtmanisd 3. 23[221(34d19110 2,344ihydraZ8i-ispiydol g preagpoxylis acid,
%?&ieﬂ&&@zﬁﬁhldghyhﬂ'e cl@ﬁégﬂ% @mﬁé’ Cﬁh@%'ﬁbrﬁhhﬁ)&y&%&ﬁd phenylene

el l.ow oi |
aRE $AYE P%gﬁsey 1G5e ’%&2 et P ﬁyﬁgﬁ%w@ ngeinyigazal-1-vll-
acdadoide hydroperadbada de yellow o eM S (EkH prussiéM-+Hanal ogy
to exanples 3.1-3.2, 3-tetrazol-1-yl-benzoic acid,
ﬁg@%ﬁ@gggnecarbaldehyde cycl ohexyl i socyani de, and
ut oxycar bonyl phenylene di am ne gave 2, N 15
di cycl ohexyl -2-[2-(3-tetrazol - | ) - benzoi m daz
SNCHCyelyberybedi iyt bybanerl-berzaun izl Iomi-spitamiie hydrogen
BhlbridMS (ESt+): 484 (MtH). Exanple 127 4- [ 1-
(cycl ohexyl - 3- met hoxycar bonyl phenyl car banoyl - met hyl ) -1
be 20|n1daz benzoi ¢c.acid nethyl ester
ARG HC RO Fe] S0 PreRaT-og ) bEgreis rtbiRdo B g arpaldehyde,
t;et@remma&yamda,camﬂ Noaoibatdxyteboeyl phenylene diamine gave 2,N-
§1¥2e<?ﬂe§cgla@$ ﬁqgﬂygzia??%narc) la%r}z 1m1dazo ll\Kll acetamlde hydrogen
phlposty/asar dobard @%éﬁ@[ : il -Hé)gave
4-1 1- (cyclohexyl

Eﬁhﬂﬁmygﬁrbonylphenylcarbannyl nmethyl) -1
H benzoi m dazol - 2-yl | -benzoic acid nmethyl ester

l(l%g_ )%F(g)gxﬂgo}rﬂlgf ¥ X%%gg?l?y Eléenyfcarbamoyll\{rsneg;hy —)li{—l?e%goimidazol—Z—yl]—
Ber(zbidacitcinethgkesker| i rogdnhdikoroder bony| - cycl ohexyl nmet hyl )

- car banmoyl ] - net hyl }- 1H benzoi m dazol - 2-yl ) - benzoi c
I
BELAIB DL 3LET 1 BYOQR, AL figndDBLAGY 1o

@V&}@ﬁ@)@aﬁb@@?Med%ﬁmoxyqaab@ylphenyhsocyamde, and N-tert-
BoloRRGVIIBEdhYlené MahRhexaRacaL ReAyhdxgl-aci d net hyl

ester
methoxycarbonylphenylcarbamoyl-methyl)-1H-benzoimidazol-2-yl]-benzoic acid methyl

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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30 and N-tert-butoxycarbonyl phenyl ene diam ne gave
trans 4-(1-{cycl ohexyl-[(4 WO 2008/ 000643

weEamsaREBdD 7/ 055994 -73 PCT/EP2007/055994

met hoxycar bonyl - cyclohexylnethyﬂ) - car banoyl ]
-methyl } -1 H benzoi m dazol -2-yl) - benzoic acid nethyl

asthexyaybirogercl @hﬁxazslmedleylhsarha@gvlbﬂn@lsé} oH- beqz/gm(uggp)lﬂ yl)-
BAB oMt meth@@f&?l dilgg%n%hlo{lae GYELabRsY 5112MS[(]gS+) 546 (M+H).

(4- met hoxycar bonyl -'phenyl ) - benzoi m dazol - |-yl ]

acetyl no}- 5 piperidine-1-carboxylic acid ethyl
§?%Plﬂsglogen chloride In anal ogy to exanpl es

3.1-3.2, terephthalic acid nononethyl ester,
dyizicpdeaxyb2-d2fdinaehydearbonyl- phenyl) benzmmidazol—l—yl]—acetylamino}—

ik et hyl ester,
éﬁﬁﬁﬁﬁ% %HB% %Q&ggr éﬁ%%”ggé ene I 'am ne gave
4-{2- cyclohexyl 2-[2-(4- nethoxycarbonyl
phEmady 1o exaneples o) tareghthalisesidynamererhylssterer i di ne- | -
I[({Heé%éﬂoelt&bﬁ‘lgk/lgyd@t @Ysbcy%%%?f &Qllﬁlélqifc@ﬂﬁﬁyl‘i‘creﬂc% %[Hﬁ e8®r,and N-tert-
%] E]Pheglyle X 1am1ne gave 4'\?5|_chlohexy?gp[|2 (4-methoxycarbonyl-

f)]ierﬂf})dh)dﬁeblhﬂdyzoﬂ}h elyhgetyd@ninol 1pishaiddie- 1 carpbkylic acid ethyl ester
en a etan1d c In anal ogy to

%hﬁﬁrléﬂ % aiﬂu%sﬁﬁgq%g?%%Qy&%q220| acid,

benzaldehyde cycl ohexyl 15 isocyani de, and

EK@@PkaQtoxycarbonyl phenyl ene di ami ne gave

N-cycl ohexyl -2- [2-(2, 4-

FJIL&WIJE@%;M ?PDGWI IrReREHL m&%qien&omlhaz%i @m;yjph@ﬁﬁta%gﬂamlde

rqgen,chloride as white solid
W@P@ﬂléﬂ oidi e 131 4- (1- {cyclohexyl [3-
(2-oxo-pyrrolidin-1-yl)-propyl carbanoyl] -nethyl}-1H
BOarbéopzad exaaped 3. -3y, P 4bdinedicsy-dentbioetidyienedddryde, cyclohexyl

[éngaﬁgit%ﬂ 51%% %Ilt %@Aﬁeﬁﬂéﬁ?ﬁeﬁﬂen@%ﬂﬁﬁ n%sgax?’é :c’)glcl%hexyl—} (2-(2,4-
dy@qt]@@@xﬂrﬁg@ﬁfb@az@m@aj@ 1 2-phenyl-acetamide hydrogen chloride as white

Jol{dBM @Y 890 PraRy)! ) - pyrrol i din-2-one, and N-tert-
butoxycarbonyl phenyl ene di am ne gave 4-(1-{

¥ exrl-[B (2-oxo-pyrrolidin-1-yl)-
E %E§*& banDyI]-nEthyI}-1FLbenzoinidazol-2-y|)-benzm
c acid nethyl ester hydrogen 25 chloride as a

¢61-deyichdrxydi [B; (2MBo(FSrolidith 131} peylcarbmxmyti eethgl- 41 {
| . .
%?Zﬂ’ﬁi{cdég‘ifl?g'é]o’ﬁ? %?%%Wt%l g drosen g de

- 1H benzoi m dazol - 2- yl}-benzoic acid nethyl ester
hyarabagario exdnaplpsde ! Br, éﬁﬁ@plﬁ@athaéldemwn@tbylsst% 3.2,
tRIERM Ml bsl daigidd, I‘f@ﬁ%@@}taﬁﬁllﬁr&)ﬁf—a 38lidin-2-one, and N tert-

cIoh xa carb | d hyde,” 4-isQoc o but C aci
ﬁxﬂasbéw&’ engfene Riatmpg svBdr skt ?%ﬁly %@ﬁypgﬁ%hdm L-yD-
piopRicabagrvh-ethiH [ 16)-obnioaxidaz ¢l - tbeaxoic adid arttyl ester hydrogen

chloride as a colorless oil, MS (ES+): 517 (M+H).
Example 132

4-{1-[cyclohexyl-(3-methoxycarbonyl-propylcarbamoyl)-methyl]-1H-benzoimidazol-2-
yl}-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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WD 2008/ 000643 PCT/ EP2007/ 055994 -74
propyl car banoyl ) - met hyl ] - 1H benzoi m dazol - 2-yl } - benzo

w@2@siebenet hyl ester hydrogen chloride as a CRUCDEP®EF055994

oil, MB (ES+): 492 (MtH). Exanpie 133 4- { 1-
cycl ohexyl
%mﬁamnb@x{warmghyu |-1Bbyoimisary-yl trenmyi jeid methyl ester hydrogen

cﬁllbh@ceikzaocldmrﬂa@@@ﬁ Msm§+) Mohenzgi.c acid methyl ester
hydrogen chloride In anal ogy to exanples 3.1-3. 2,

Eer%@Etggllc aci d nononet hyl ester,
é necar bal dehyde, 5-i socyano-pentanoic acid
nethyl ester, and N-tert- butoxycarbonyl phenylene

dh{ &T[ft)ﬁtk)hg&)de(441=1{t]10{q(.q¢rﬂamlybhyﬂylc(aﬂaamrﬁtyﬂ])emyﬂg’i]blH#ienzoimidazol—Z—yl} -
dazol 1}-b i
QM}Z w2 (ﬁ%w%l %Stﬂh’mﬁl‘%géﬁbﬁgim :)nr i %oas ayczal o(lralnéglsC

0|| LC @15nm Rt 13: 100% M5 (ES+): 506 (MtH).
E;(zgmbq%( tq gyprapleg3.§-3. 2{ yenhahadieyrid monomethylester,

é}%}iﬁ%&eﬁi@&’tﬁé‘l&%ﬂ%' 5-RBBfanboR h%ﬂ&ydc)d'rg@ﬂh%’ésler, andtN ~tert-
X e az zQi Cj es
h%?f‘?fﬁ R P}&ﬁnly E{]ﬁnﬁ/ﬁ%g 9 [%Qéa‘él?ﬁﬂ’]e gle%logyc ebonyl-

beny&pﬂiahaiyl)emamykj lrlﬁﬁb@lﬁmirh)dae&t}:yl} bkbzoic acid methyl ester hydrogen
&Ylgﬁgﬁ e?sxaacirc]) o1 ess 01 qgf(%sg F?nm,bu t? %4 qﬁ&ohﬁgﬁ%glrf 56? QQHH).

oxycar bony
dlan1ne gave 4- {1 [ cycl ohexyl - ( 5- nethoxycarbonyl
Peampled 3t banoyl ) - met hyl ] - 1H benzoi ni dazol - 2-yl } - benzoi
c acid nethyl ester hydrogen chlorlde as a colorless

il c%h@%ﬁ"’(ﬁ mgtggxy(cwﬂfbnyl— aﬁ%’i’l)%gethyl] 1H-benzoimidazol-2-

B A AW T

anal ogy to exanples 3.1-3.2, 2,4-dinmethoxy benzoic
ht@ﬂuqyycknnmﬁanbbaﬁbaﬁdﬂhMﬂE@cwnﬁbmyhﬂhweyamide, and

57&0?{ rﬁ% %Mgl%rd?o@}/slocy%%g[}yeg(g&qc Qéi(ﬂHeﬂﬁll d8¥%€and N-tert-

b@towrtmﬁmbne dipmyinegve di i dudohesyl (- nefiomseaynyhe

ér%ﬂhﬂﬁzlgéﬁ? QH&H}IIFJT mﬁérgglrﬁﬁaﬁ)l 2%1&%1‘150% &) hldihyMRter hydrogen

¢hforidets %alﬁrh% ‘b‘h%§/ﬁ§r?+8e???d%’f%bzol 1-yl]

-2, N-di cycl ohexyl -acetamide 136.1 In analogy to
Exaﬂpk33531.-3.2, 4-tert - but oxycar bonyl am no- benzoi c
acid, 30 cycl ohexanecar bal dehyde, cycl ohexyl

b%g&Xﬁ&HPE 2 '}b b iRy gg:%.%ﬁflzgn%ionﬂi‘cﬁ%’l' £08-NMAINR etamide

gyocess ac
Eﬂmﬁﬂldﬂwm ycar bonyl ation of the 4-tert WO
2008/ 000643 PCT/ EP2007/ 055994

In analogy to examples 3.1-3.2, 2,4-dimethoxy benzoic acid, cyclohexanecarbaldehyde,
methylisocyanide, and N-tert-butoxycarbonyl phenylene diamine gave 2-cyclohexyl-2-[2-
(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-methyl-acetamide hydrogen chloride as a
white solid, MS (ES+): 408 (M+H).

Example 136
2-[2-(4-Acetylamino-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

136.1
In analogy to examples 31.-3.2, 4-tert-butoxycarbonylamino-benzoic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide, N-tert-butoxycarbonyl phenylene

diamine gave, in a process accompanied by de-tert-butoxycarbonylation of the 4-tert-
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- 75 but oxycar bonyl am nophenyl noiety, 2-[2-(4-am no
- phenyl ) - benzoi m dazol -1-yl]-2, N

waelr@godwihexyl - acet am de hydrogen chl ori de as aP@IEPM07/055994

solid, M5 (ES+): 431 (MtH). -186.2 Acetic anhydride

(175 1.71 mol 0 equiv.) was added to a
h@ﬂomqng}pwhngnom@iyhmosty, [2-(4-amino-phenyl)-benzoimidazol-1-yl]-2,N-
i, aén emé{almH@H b Iﬁaﬁ&hdé asxélv}hl%sbhalmqg@tmezml (I\MH)

tam de ydrogen c or| de (exanple 34)

.0 equiv.) and pyridine (13 ng, 1 71 nnDI 1 0
%v.) in dichloronmethane (2 nL). The reaction was
Atétfcfa@ﬁydiﬁdd(ﬂ%ﬂrtgewehﬁhdll; e.0fequiv)Gvaiadda&l totavehution of 2-[2-(4-

érﬁlg o251 etnylc) en o1§¥1dacfe ? ]](%ﬁl Hgﬁcl%%ﬂg%n&dih%drogew \fllgrlde
éﬁxdm@tel 3 é?ﬂ lag, lr commanpe p@uuﬁ end pyriding (itthgrl. 7214mm01 1.0 equiv.)
Hﬁ;&&ﬁor Hﬂ(ﬁhg& (Q%t I9R rEQc)ﬁBH s Wecﬁﬁqggmttgm erléltdflgi*({rzm hours

e result'ant precipitate was

Rsa relaealic Wity prrdise &%éflﬁ»aln@ e, L5 pquv-hard éﬁeélé énh»@alde (17 mg,

017 hgtholed m)éhuﬁ@%hatsﬂrrééﬁ amebnﬂﬂaﬂlpefdtlhﬂéf%leéjfurﬂﬂéﬁM hours. The
filtrate was co

faftﬂan( I&lD%ld]?tV{ﬂS g Llhalgﬁ—g@) (9 MO the resultant precipitate was filtered
hehwadhidl dathalieHlenpinjetiZanid: dhe yaidhexdidsobred iralotdehydscaate (3 mL) and

E’)’(&@gﬁ RO I}g%’ti%% cén%gate@ in VJX(§10 1(0Ea%0}d 2 ﬁZ%él-(a'é/g’[Wamu}(? phenyl)-

b@lzau@tdymim b2 Fiphrwhaeitarniga 2o crea splid, 26 mg (32 %), MS

(@,g)l-g;lﬁmlqbexyl acetam de 137.1 In analogy to

exanples 31.-3.2, 3-tert-butoxycarbonyl am no-benzoic

ﬁ§'d g%clohexanecarbaldehyde cycl ohexyl i socyani de,
raple 1 t oxycar bonyl phenyl ene 20 di amine gave, in a

process acconpani ed by de-tert-butoxycarbonyl ati on of

22 (3-ateyhming-phsod)-barrylmidand ghdh2|N-didyelbliexyl-acetamide

2-[2-(3-am no- phenyl) - benzoi m dazol -1 -yl]-2, N-

gi-cycl ohexyl - acet am de hydrogen chloride as a white

soI 1d, M5 (ES+): 431 (M+H). 137.2 In analogy to
e tq_gygangoles 31.-3.2, 3-tert-butoxycarbonylamino-benzoic acid,

g' clArekAreadb A BRIR WA Doh BN ?s@bﬁhﬂﬂz &-tekr-YhioxgoabbordPphenylene
1 C

C% gibfg,)él {aig?g%s?%]cgﬁg%pc; 8}9 SQ teCr’p S{OIX}quaﬂgOHY?a’[IOH of the 3-tert-

b&mma’baﬂ@b@imbph&lﬂ]ﬂ- RoNnd 2 gy aB aimeixy! phagd)-dendemadzél-1-yl]-2,N-
§ICY Qon legslseh n?iglé\@yc{rggsew c:hlgrr?c?’e a(s |\a/|+w'_l|2ite sgﬁ&%ik ?E§'+3)§4ﬁ_(h{1+H).

(3- for nyl am no- phenyl car banoyl ) - met hyl ]

1342 benzoi m dazol -2-yl }- benzoic acid methyl ester

hygi{aﬁgggno @iﬂn%lk @% §Oz 38 émh{b ﬁ%lygqyenmnﬁ&@z@ph%@ 2,N-

terephthalic a nonone ter
gygql%lm a%F@I?é‘TEB%\h (illonde gave 2 2 (3 acetylammo phenyl)-

N:I(Z@Hhﬁl@ﬁﬂanﬂ}-lghﬁ@wyﬂoﬁ@fyﬂafﬁtﬁﬁ}deaﬂﬁi colorless oil, MS (ES+): 473 (M+H).
N-tert-butoxycarbonyl phenyl ene di am ne gave

fdak g o no

ylI'€ar banoyl ) - cycl ohexyl - net hyl ] - 1H

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-
benzoimidazol-2-yl}-benzoic acid methyl ester hydrogen chloride, MS (ES+): 483 (M+H).
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benzoi m dazol - 2-yl }-benzoi c acid nmethyl ester hydrogen
chloride, M5 (ES+): 483 (MtH). WD 2008/ 000643

wWEARDRAREBAD 7/ 055994 -76- 138.2 A ni xture of ackRECT/EP2007/055994

anhydride (162 ng, 1.58 mmol ,-&.2 equiv.) and formc
acid (73 ng, 1.58 mmol, 2.2 equiv.) was heated to 60C
1#%2 15 minutes. The reaction was cooled to room

k%ﬂﬁfr@%%&ﬂ@@ﬂn@rﬁ@ k %2' rﬁg 1048 ndol-d 4 @ B formic acid (73 mg,

- I 5 t
iﬁfﬂ%ﬂﬁ? r@ﬁﬁg& gtas e@i?é) t%@ﬁ%%@@ﬂ%%?a%ﬁ%égp@ pag gepled to

f‘fﬂ).m Qa(rjﬂ rzi't'(IIerand]a Lt of 4) {1-i(B- aﬁilﬁbﬂp;hélﬁ)}ﬂ@ﬁbtaﬁ@yll -2ydidhexyl-

and t tion mxi irr
PR BBl R0 g R Sy Qb (imol. 1.0 cquiv)
wadibiddromndtharte (R b0l wqs2addtd amahidhe trévetion ngsmicstiregeat room
geﬁﬂsp%gatﬁ%%r &Q ' "FH% RULRIARGeurE G J%%l‘fetd' @1?1 NKETE] & mL) and the

concentrate vacuo to affor
preprictskried par ma@neﬁymraﬁvlﬁhaﬁshéfhy rqgan@amstuye WipgPRgqnitrated in
vacubltd fo&angl- darelyt-23-Yor m&glﬁleﬁﬁthﬁﬁﬁb@Jmaﬁﬁﬁle-

%Wgﬂ d%'%'%/l %i‘g%’lcNa-c E’leg‘d‘;%\é\%ﬂ lﬁllng (65\@) Ylél as a yellow solid, MS

(E&maymumanan 1-yl - benzoi m dazol - |-yl)-propi onam de
I'n anal ogy to exanples 2.1-2.2, naphthal ene- 1

ic acid, acetal dehyde, 15
ggﬁfﬁben%ylisocyanide and N-tert-butoxycarbonyl
henylene di am ne gave N-cycl opentyl -
opgpiyl- ﬁe(lzewphﬁgalenbleﬁlzbqwu@ziez 11=¥l)-proiopiidani de
as a white solid, M5 (ES+): 438 (MtH). Exanple 140

B Mraligs )6 bahenyd 2. 22X AaphtBil¥he b@ﬁ]ﬂ)@kﬁlcda@@ hcetaldehyde,

gy&&p&n?ﬁ%@% ¢ 388 E\g teegtz %ﬁ%&?ﬁ%g}%r&# gheny{nﬂe dlamln@g?vle 'N- %yclopentyl—
EMEJmpbohakeeelaylbladnde]md&o(—l 6/1 Bpropiornii8e myvowhitésdbid, MS (ES+): 438
@Q cycl ohexyl isocyanide (10.9 ng, 0.1 mmol, 1
UIV ) and N-tert-butoxycarbonyl phenylene diam ne
20 8 , 0.1 mmol, 1 equiv.) in nethanol (1 nmL) and
ﬁ@W#%QwevmsstHredatroomtemmrMUrefor16
hours. The sol vent was evaporated and the crude

b N B derbhatyd 20i2SsHen Y EBeriz0inTidAedl! 1041)-addtsinflel rred 25 at

roomtenperature for 16 hours. The TFA was evapor at ed

dth t | at t PL
Pt SRR h PG e ot B BLRRED B &V 1
tycidhlesorecabeldeltydadi @¥ mg, MB5 (ESel) 1.5446iv()Msidohett dsopyamide (10.9 mg,
%grmﬁolh h e§£1vgy & ée{i/ Flétg?( %arrrlt))(iﬂyl 1tgreenﬁ/leln)e diaﬂzlge §IZOOSI mg, 0 1 mmol, 1
eduip) y methgaplAd mldeandzbe N—‘Xtéfetwﬁlﬂlbr)@ éhrdedhigmperature for 16 hours.
PhEH &R evagb@ﬁbﬁ?ed(a’%@schg Plde hiffBRhedidke BRIVed 1n\’m @ddeshd stirred

to a solution of cIo arbaldeh e

3t TIQOFfgMPperatye é%full urs. &3@%@' |evaporaty g an(g e prodlrlmg isolated via
preparative HPLC (gradient elutlon 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, Immol, 1 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
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I socyanide (109.2 ng, 1 mmol, 1 equiv.) and phthalic
acid nononet hyl ester (180.2 ng, |Immol, 1 equiv.) in

woreiokaomwh3d (20 nL). The m xture was stirred at POGDEP2007/055994

tenperature for WO 2008/ 00064377RCT/ EP2007/ 055994 -77
16 hours. After evaporation of the solvent the crude
Lmheunye dftar @vaparstign e§tleyelyentthamade (memediainwasdissoleed in TFA

@ltOIﬁl?QI'iﬁ Lipraet @&%ﬁ Qerflﬁératjc@e RRUERouA P\ﬁEr SYANALieh 'tlﬁfrkrude was
g@e cruyde was . dissalv cetic acid and stirred

wlyedrn pegiic agidiand sty 6'5'809( pg I {Ghe AREY GFaPQRaLON the Cmde Was
ﬁf;ﬁﬁﬂid\dﬁ f?;thyha@td%éncb@@ﬁabt afee f@ﬁﬂa?NdFﬂmh yed'he Iifélsifﬂuaqib.tamed after the
X resi due obt ai ned after, the vapor,at i .
SRbiop b el G2t By SRl el blrelt SR oGty R pich 2
NaOH (5ea) edronint tenPiiratiNa@ht (@ilhe egsultiog cartberpieraaiduras isolated via
éx%gerjaﬁl?e H-I};Ee rél@ﬁl%'(g'l%gmﬁlgf p(ﬂ{i‘y {N‘éreacﬁésglv@@ﬁi Déﬂ% ﬁtrrﬁ? 38mg

pr eperative equi
- bgetobdaauiy- BNFHATH yere 38 dghq mgure stirgegt yoom ggmperature for

tk AHsh. VE@E)@I (ﬁqg%rzﬁa&j Nt WMWZMO OéUJl_@tl(ﬁ{ Wére %tgd@i ThE %&tl(l)n was stirred at
enper at ur e r u sat ur

K (e Oh %he?ﬁ%d‘i‘é}ﬁ[éi 1S§lﬁtea,s@ﬂ IXEP- ﬁﬁ‘g@% ig& + 460
(Mei)t enperature for 16h. The product was isolated via

prep. HPLC. M5 (ES+): 460 (M+H). Exanple 142 2- [2-
ﬁglﬁﬁ%qg pyrldln 2-yl)-benzoi m dazol - 1-yl ]

i cycl ohexyl -acetam de |In analogy to exanple
140, 5- Am no-pyri di ne-2-carboxylic acid, 15

&y (pihenanaadiaR dbhhensoimiderdiHer) 2. N -Sisy glahea aggigmide
N-tert-but oxycarbonyl phenylene diamne. M5 (ESt):

ngfna(d\éy"fa) exdXFEPAE SLABiRe NyRHB¥C)-efiBdMWlic dcid] 2-
éy }@fﬁ%eczghglggl?ygquyc]@hm ISB(éyr??B‘eﬁ]ns N-gqrt- Eumcarbonyl phenylene

dietiseniMie(EX0-)1 4824 vattdgy t o exanpl e 140,
1- Et hyl - 3- et hyl - | H pyrazol e-5- car boxyli c acid,
Eg $@q ¥snecar bal dehyde, cycl ohexyl isocyani de and

t butoxycarbonyl phenyl ene di am ne. NS (ES+)

HL le 144 2, N-Di c Iiliycloheéilyl-z- -

%a%l-PﬁYﬁly ewé@x[éz@rethﬂ;ﬁ wetwi2Bi-piraed ¥lib91|17101m1dazol 1-yl]-
adeghidel de 25 In anal ogy to exanpl e 140,
5- thhylisoxazole 4- car boxylic acid,

A g e e R P

d;kk)l(em}dﬁarbﬂ)dahrﬂdleecyﬂ%ﬁ_eﬂl INoDjanjdelank @ ydri-Butoxpearbonyl phenylene
b R LED8%) bsso0a 7| e Am e YO

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-2-yl)-benzoimidazol-1-yl]-acetamide
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-78 I n anal ogy to exanple 140, Pyrrazol e-2-carboxylic
aci d, cycl ohexanecar bal dehyde, cycl ohexyl i socyani de

wW@r@sMhdedd t - but oxycar bonyl phenyl ene di am ne. MI/EED$)/055994

405 (M+H). Exanple 146 5 -78 -
2-(1'H[2,5"]Bi benzoi m dazol yl -1-yl)-2, N-di cycl ohexyl -
Hratalogyde exzﬁn}dﬁ @ Ryrragolexdaspbexyligacid, cyclohexanecarbaldehyde,
%cﬁﬁlré l'ﬂo@%@dlee&ﬁrlm?&wb'u%ﬁ%rg@)nyl phenylene diamine. MS (ES+) 405
%hexanecarbaldehyde cycl ohexyl |socyan|de and
&bt but oxycar bonyl phenyl ene diam ne. M5 (ESt): 456
(N%FD Exanple 147 10
Bxdhple ay€! ohexyl - 2- (2- furan- 2-yl - benzoi m dazol -1-yl)-a
cetamide In analogy to exanple 140, 2-Furoic acid,

' [ and
alpbad bt S Gl ?“E&”aeﬁl- SRRCES.
M+H) . ammHBMBZ-[GBm
%ma %ﬁ@fﬁ*f@ﬁ? 13Q, b‘%ﬁg@ﬁl@j{@g@l@mrhovh} acid, cyclohexanecarbaldehyde,
C}%ldﬁeﬁg)bl(iéb%ilé?f@é%d G 8 kA cakBohy ﬁ&%‘l&ﬁ)ﬂlirﬁm@xﬁmhﬁ) 456
4- Chl or obenzoi ¢ acid, cyclohexanecarbaldehy
3 hexyl i socyani de and
(2- Ami no- 4- br ono- phenyl ) -carbam c acid tert-butyl
Esdmeple I (ES+): 530 (MtH). Exanple 149 2-
[ 6- Chl oro-2- (4-chl oro-phenyl)-benzoi m dazol - 1-yl ]

Mg eXYiurACstf exanpl e
%%%ffg&%%”%9262#§aﬁhfggﬁgﬁ% Qkkﬁ%ﬁgﬁeggg g dehyde,

cycl ohexyl |soc ani de and

[analaay 0 gxasmple L 3 phEmpL acih crdpheangepipatdehyday graqhexyl isocyanide
£5d R tertNRut65S4 ﬂoonﬁlgﬁlenﬁl%‘é'ammﬁ%am @s;&o;oamg{)

(4- Chl or o- phenyl) nmet hoxy- benzoi m dazol - 1-yl ]
2 h+p| cl ohexyl -acetam de 25 In anal ogy to exanple
E %n ﬁ | orobenzoi ¢ acid, cycl ohexanecarbal dehyde,

cycl ohexyl isocyani de and

2-26-Brpmo-24 (4redtlbx pheutybrlyeny oimzid izl eyl h2iNd dicgelohdxyt-g¢etamide
ester. M5 (ES+): 481 (M+H). Exanple 151 WO
@%%Q@éﬁan&ﬁg /1@3 249@%{&515&%& ac1a9C}%IohE§an@Balr9£leel%1de, cyclohexyl

(4- ch| or o- pheny fluoro-b nzo m'dazol - 1-yl |
lsgcmpaﬂe@yée%ﬁé&lyp- 4-brogroaph ey Dr ¢r HRICAGY teid- bé%éﬁﬁ% MS (ES+): 530
IMOH)4- Chl or obenzoi ¢ aci d, cycl ohexanecar bal dehyde,

cycl ohexyl

Example 149

2-[6-Chloro-2-(4-chloro-phenyl)-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 tert-butyl ester. MS (ES+):
481 (M+H).

Example 151



I socyani de and (2- Am no

-4-chl oro-5-fl uor o- phenyl)-carbam c acid tert-butyl
W@egasnooehss 5 (ES+): 503 (MrH). Exanpl e 152  PCT/EP2007/055994

(S)- 2 N-Di cycl ohexyl -2- [2- -79-

§ dlnethoxy phenyl% benzoi m dazol - -acet am de

T6-4mdorocd; (4-ehlescaphing )16 uom- helmpmldh@lylbﬁﬂ]id}] dicyelobexyl-

Ml laexanecar bal dehyde, cycl ohexyl |socyan|de and

N-tert- butoxycarbonyl phenyl ene di am ne. M5 (ES+): 476

O ( gé;rtg eﬁ%ﬂ%@o blgﬁbfﬂrﬂl?%g{ﬂaaf Wciohexanecarbaldehyde, cyclohexyl
rsacylalﬂdile@yid | 2Rexiyib-adebant-deots phasd ogybdmicaxidrpltdutd @ster. MS

ﬁE RF[IIZI?)I c acid, cycl ohexanecarbal dehyde,
cl'o exy socyani de and N-tert-butoxycarbonyl

henyl ene diamne. M5 (ESt+): 451 (M+H). 15 Exanple 154
Exar{lplg.ISZ

(Cycl ohexyl - cycl ohexyl car banoyl - met hyl ) - 1H benzoi m daz
)=22N Mb]]c% cAohe®L By b2 heidaiode: phBn AN BLOSYmIdAzEXRPI a€etamide

41 phthalic acid rmnometh ester,

hexanecar,b ohex | iso
R TS S0 R Wb - EEHYER@ A HFitng Cdanccirbaldehyde,
oetdiykd idoaeaniddSind20- téEStjaxydat BogiWiphinyldoeatigphme 19S5 (ES+): 476
cycl ohexyl -2- (2-furan-3-yl -benzoi m dazol - |
-yINSlQ| acetanmi de In anal ogy to exanple 140, 3-Furoic
aC|d gglohexanecarbaldehyde cycl ohexyl i socyani de
Metle} t - but oxycar bonyl phenyl ene di anine. M5 (ES+):
406 (M+H) . 25 Exanple 156 2, N-Di cycl ohexyl -2- [ 2-

Chlo¥s-dRedyl Y binAaniakel 0f1-2IN-dicy¥loh gdtamidie
ﬁ? 2!zar1n_:2{';llmégy 0t o@eilgyn%l elT 140, 3- I\/le?%ylL %rooff:ﬁgmtd

hexanecar,b Iohe ocyan
R ffeis SR e e P hnefraR sty ﬁlO#sxawy@@r%%%@%ﬂslohexﬂ
{sMstalnide \WE 20 681-D0O8YA RO BIR2QBTE ﬁﬁaﬁﬁﬁd MS 85+ ) ExdAn(il-eH).
157 2, N-Di cycl ohexyl -2- [ 2-
LHYy4 - i soxazol - 5-yl) - benzoi m dazol - 1-yl ]
-ac anm de In analogy to exanple 140,

a;;%'?t@{%é&%«:a%@x iy BemoRy SFRBIN a2 aHgN methyl-

peiizgmiddut oxycar bonyl phenyl ene 5 diam ne M5 (ESH):
421 (MrH). Exanple 158 2, N-Di cycl ohexyl -

fn anmlggcy)rlt le)_(akr)r(lelglz ?llfn Iﬂﬂﬁ q1c ac1 1)10 t%%/ﬁem[er, 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).
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I n anal ogy to exanple 140, m Tol uic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyanide and

WORM8/H00063It OXycar bonyl phenyl ene di am ne. M5 (ESHEP2043@55994

(MrH) . 10 Exanple 159 2, N- D cysd ohexyl - 2- [ 2-

és fl uoro- phenyl) - ben20|n1dazol l-yl] -acetam de In
Pgy5T o exanpl e 140, 3- Fl uor obenzoi ¢ acid,

cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and

Mbﬁéytfég&ﬂ%mf[éf (@Qﬂyﬂhgpﬂswb?%l)%&%ﬁﬁdai@ 16ESadetarfhiad
. anpl e

L ohe b dazol -
fv}aﬁg‘%éf%wﬂélf% LR B Sh ge e jaeng o m dazo
chﬁhﬂmrwbﬁbzldelwdamﬂohm isohexalkand ri\[}adrdbh'godyxarbonyl phenylene
%ﬁhg %%ylghg (gpwg; and N-tert-butoxycarbonyl

mne (

phenyl ene ES+): 434 (MtH). Exanple 161
N- Di cgélohexyl - [ 2-
EEHBP ila®t hyl - i soxazol - 4-yl ) - benzoi m dazol - |-yl ]

-acetamde 20 In analogy to exanple 140,

3N\ DidyaRh bl 125@%aze]lye-bén Loyl 1-¢1) ackdmide
cyclohexanecarbaldehyde cycl ohexyl i socyani de and

giagc,@gl_ﬁ) ex@}%ﬁ%&g n%-é%ﬁlgi%%_ %egy)e%qhg%aggﬁr}gﬁdé\ﬁe élg cyclohexyl isocyanide
{181 Neterhybutotyicapoen-pheyylynddinnmenViaESH) : U39 (M+H).
-acetamide 25 In analogy to exanple 140,

BxdkbipYbo 2- t hi ophenecar boxylic acid,
Cyclohexanecarbaldehyde cyclohexyl isocyanide and

N-tert t oxyc o) pheny. n1ne St) .
A:%Deqw@ﬁ; @o@sff oo nxﬂg elslsgﬂzﬁceta@ide

Exanpl e 163 2, N-Di cycl ohexyl -2- [ 2-

(rﬂanalld’gyylto Bh&]ﬁlp‘lb 14henEhionliazat adidydytlohaaatambddehyte, cyclohexyl
BB BB R A R RarGthe AR IR 30 Brs sy e,
N-tert- butoxycarbonyl phenylene di am ne. M5 (ES+). 442
ENM¥9k160Ekanple 164 2, N-Di cycl ohexyl -2- [2-

(2, 3-di net hyl - phenyl) - ben20|n1dazol 1-yl] -acetam de

b N-PRAGCRUAYx2- [gx?rml&o%gn 1%&%&%% honzebtnadd d,

cyclohexanecar dehyde, cycl ohexyl |socyan|de and

Enjoe b Bkilon 47 LeSu DR €5 oy g Ry e anspabataehie, ciclohexyi

{s8¢vnidlie mmat MNtterphetoyd JarBxeryk phaniyttaz diandiny. INIS (B0t 494 (Qé+H).
In anal ogy to exanpl e 140, 3, 4-Di nethyl benzoi c aci d,

Ey&hg@qégnecarbaldehyde,

2,N-Dicyclohexyl-2-[2-(3,5-dimethyl-isoxazol-4-yl)-benzoimidazol-1-yl]-acetamide

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

In analogy to example 140, 3-Methyl-2-thiophenecarboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 436 (M+H).
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cycl ohexyl isocyanide and N-tert-butoxycarbonyl
phenyl ene diam ne. M5 (ES+): 444 (M+H). 15 Exanple

was®sa)M4Di cycl ohexyl -2- [ 2- PCT/EP2007/055994

(4- et hyl - phenyl ) - benzoi mi dazol81l-yl] -acetam de In
anal ogy to exanpl e 140, 4-Ethyl benzoic acid,
Eyamplad@anecar bal dehyde, cycl ohexyl isocyani de and
N-tert-butoxycarbonyl phenylene diam ne. M5 (ES+): 444

o MtDic cloﬁé}@iﬂ? - U6An¥@Gbhenyl)-benzoimidazol-1-yl]-acetamide
2, N-Di cycl ohexyl - 2- [}2%(2 Zf di met hyl - pher’;yl ) - benzoi m da

{
Bk FEr SR SNl SaiaL 9 PRI Lk ey
Gyolaohiexyt N-sothatoxgartaong] phdnglehe diahaxy AA$ LSt 442 (M+H).
phenyl ene di amine. M5 (ES+): 444 (M+H). Exanple 168

g}?al{f-llblleé%l ohexyl - 2-[ 2- (2- et hyl - phenyl ) - benzoi m dazol -

%&E -acet am de In anal ogy to exanple 140
=Dhgyclodeadizcl 2 adimsfylghe R e benraimidpeny trll-acetamide

cycl ohexyl isocyanide and N-tert-butoxycarbonyl
phanyd®ne edinagte 140, VS IimSthylbeAddic Gty cloMERaAEQBH DPBGES
féy(cir{ Epﬁgs%Zé%gé 9%%ZN—_tfsr%—:butEoXX?/%{)gny}%genylene diamine. MS (ES+): 444
(M-+H)uor o- 3- net hyl - phenyl ) - benzoi m dazol - 1-yl ]
-acetamide In analogy to exanple 140,

frdhpiengs 3- met hyl benzoi ¢ aci d,
cyclohexanecarbaldehyde cyclohexyl i socyani de and
N-tert- t I di ES+): 448
2 —er' OXéC Fé egglg-lbsﬁg)[{nvpfazol ffﬁ acet)ami €
(3-f| uor o- 4- et hyl - phenyl ) - benzoi m dazol - 1-yl ]
hrageld@yitd exanhple 2@ | DGPitnethykanpdie adidyclohexanecarbaldehyde,

I zoihc. acid
R0 S R A IERE R SR b ami e prolsns Jaming M S 44
(Mt-&bt - but oxycar bonyl phenyl ene di ami ne. M5 (ES+): 448
10 (MtH). Exanple 171 2, N-Di cycl ohexyl -2- [ 2-
gganqplgilgg uor o- phenyl ) - benzoi m dazol - 1-yl] -acetam de
In anal ogy to exanpl e 140, 2,6-Difluorobenzoic acid,

R bR e car T isury e e h by ISRty . 452
(M+H). 15 Exanple 172 2, N-Di cycl ohexyl - 2- [2-

(rBarﬁl-la:giyftb xamoplp hét) y4 —)Etlbfﬂnnmd)il‘frhdé;?l:lﬂﬂlegah]xa-rla_ﬂ:@ﬁthad?,dgzclohexyl
!:sggfégﬁdg%gé{ ﬁ-Qerﬁ-ﬁﬁtggkc)%a%o"h% 9%@[1%( 9}21%)1[18 BEOES. 26 Qr+1).

Xanecar pa

Example 167
2,N-Dicyclohexyl-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, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 444 (M+H).
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I socyani de and N-tert-butoxycarbonyl phenyl ene
diamne. M5 (ES+): 452 (MtH). Exanple 173 20

WQ20d8hwyx | ohexyl - 2-[ 2- (2, 5-di f |l uor o- phenyl ) - beCE/BP2VI TE55994

zol -1-yl]-acetam de I n anal ogys2-0 exanpl e 140,

2,5-Di fl uorobenzoi c acid, cycl ohexanecar bal dehyde,
Eyamplad®y| isocyani de and N-tert-butoxycar bonyl
phenyl ene diam ne. M5 (ES+): 452 (MtH). Exanple 174

Z,NMD éf@h‘)ﬁk B1OXYL (42tudré-3-methyl-phenyl)- benzmmldazol 1-yl]-acetamide
fl uor o- phenyl ) - benzoi m dazol - - acet am de

anal o X 4- Di. f
o) ekl S BBty w06fhaef§<§|cyc SayAaldichyde
a;mhbhlkbqtl eﬂotcydmndmmdértbmbyatozqytmrhyﬂné pheilard dieninkBVISEBSY ): 448
é@%ﬂé : nple 175 WD 2008/ 000643
P2007/ 055994 -83 2, N-Di cycl ohexyl - 2- [ 2-
2 3-di fl uoro- phenyl)-benzoi m dazol -1-yl] -acetam de
I8¢y to exanpl e 140, 2, 3-Difl uorobenzoic acid,

cyclohexanecarbaldehyde cyclohexyl i socyani de and
NNBE&YCBE)E(QX)Q;: at(?ggydroﬂhﬁemyp[sﬁe@ﬂ)amﬂaalmlu&dlﬁsﬁ )-acétdiide
anmpl e

611na Q8t gﬁgagli{g%r]’élén%f%l&lkh nd(g‘g%]il%)l 21 cyc ohexanecarbaildehyde,
Eyutidleryl dsoc prtidayidi - tert b foxyyarbaind b eredarcisbi diely M6 (ES+): 448
Iﬁ[g hexyl i socyani de and N-tert-butoxycarbonyl
g enyl ene dianm ne. M5 (ES+): 455 (MrH). Exanple 177

N-Di cycl ohexyl -2- [ 2-
F’FPPIP d%]r 6-yl ) - benzoi mi dazol -1-yl] -acetanide 10 In
anal ogy to exanpl e 140, Indol e-6-carboxylic acid,

2 Didyeloaegtar Ral2gedifldero-pi&lydhisotigbimidsat M ay| detanide
N-tert-but oxycar bonyl phenyl ene diamne. M5 (ESt): 455

Eqsar@ﬁggrto e%(arr}]@%lerll %&—}?iglu ré)lr)]%rbziO}ﬁa id cYcl%leX:iuTecarbaldehyde, cyclohexyl
ispcymnigic apd Il\btﬁekbutomﬂamybphemyhna riailnuggl Mb (lexanpize (M+H).

140, 5-Chl or ot hi ophene-2-carboxylic acid, 15

exgshpegyanecar bal dehyde, cycl ohexyl isocyani de and

N-tert but oxycar bonyl phenyl ene dianm ne. M5 (ES+):

%37 R (}_’?“ ’Bﬁéa[{/{p z%éﬁ?B’f%P%%ﬁ@rbefzgﬂn]ﬂdaZOl 1-yl]-acetamide

-2, N-di cycl ohexyl -acetam de I n anal ogy to exanpl e 140,
I Achdgyltbexinople 144G i1 35-Diffedrobhexaiecal, bal delydearbaldehyde, cyclohexyl

ERPERLs TR B e el by

- %2 Acet yl - phenyl) - ben20| m dazol - 1-yl ]
EQaINDléll Ycl ohexyl - acet ani de

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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I n anal ogy to exanpl e 140, 2-Acetyl benzoic acid,
cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and

WORM8/H00063It OXycar bonyl phenyl ene di am ne. M5 (ESHEP2045@5994

(MrH) . 25 Exanple 181 2, N-Di cy83 ohexyl -2- [2-
é;@)bl sopr opyl - phenyl ) - benzoj ni dazol - 1- yl'] -acetam de WO

Bigobbay 1 2c? RP2didlnpu5Bhew])-begvoindazedilogi a¢egamide
exanpl e 140, 4-1sopropyl benzoic acid,

Gy &l 08 @%1@{51@ @h(ﬁ eﬁy-@ﬂu&rlﬁﬁé&@@%\dd cﬂlcmﬁf@c%aﬂgﬁyde, cyclohexyl
N-tert bu n Ien di.am ne. Q@ES(%SQ ?I
PR eagag\ﬁ%/ﬁ gc r eny ene diamine. M +): 432 (M+ ).

(4- Cyano- 2-f | uoro phenyl ) ben20| m dazol - 1-yl ]

E&anmpldilZgcl ohexyl -acetam de 5 I n anal ogy to exanple
140 4 Cyano- 2-f | uor obenzoi c aci d,

r 1C | and
%l— tert l>éut x?c[lgr lgﬁﬁég n)y?%%gﬁgl?g%%lne FK/%%(JJ@H 459
. anpl e 183 N- Di cycl ohexyl - 2- &l
Erza q%ttﬁymalﬁﬁ’lﬁ &4t hlélﬁlgﬂe)‘l BahoBlivntigzGFlo expnpcarbaldehyde, cyclohexyl
a%@hﬁimaﬁ&N ABt-biiroPAkIRGY] plRerfeatBlenidd QS (ES+): 455 (M+H).

nmet hyl am nobenzoi ¢ aci d, cycl ohexanecar bal dehyde,
%cl zzyl i socyani de and N-tert-butoxycarbonyl
E%ﬂ@ﬁ e diamne. M5 (ES+): 459 (MtH). Exanple 184
2, N-Dicycl ohexyl -2- [2-
%,Bl Biiqyelohytyd2t [rzdlbhmdpl p-ybebengpmidazod{1-yl}-g¢tamide
-acetamide 15 In analogy to exanple 140,

Br Dlalgi Ry 'e?a'ﬂlﬁ@ e ZI%'dGlea@té}boﬁ}h@ |aaae Bﬁ@ﬁn@@érﬁzﬁﬂé‘lﬂﬁe, cyclohexyl
cycl ohexyl i soc%anl de and ut oxycagb(ony

Eﬂﬁé’ﬁyldéﬁé N -t !étoxweﬂ(@shy enzr ge drpmng- MG €51 84 +H).
2, N-Di cycl ohexyl -2- [ 2-

Eﬁampl‘ehw&y- 3- et hyl - phenyl ) - benzoi m dazol - |-yl]

-acet amde 20 In analogy to exanple 140,

T RN GRS o dhaplohend spami
N-tert-butoxycarbon henyl ene di am ne. M5 (ES+): 460
b sy B smpte 166 SRy Biannshey iy figacd,
¢ id@kﬁ%&%&d@%@%y&ﬁh@ﬂ isbq%[&cahmbd@&abutolxy&lrﬂonyl phenylene

le%g%q?w@”ﬁeﬁ?y @éﬁﬂﬁglgg f’;\gl Sxan‘pl e 140,

cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and
Rkdrmeple 16t oxycar bonyl phenyl ene di am ne. M5 (ES+): 460
(MrH) . Exanpl e 187

2-[2-(4-Acetyl-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In analogy to example 140, 4-Acetylbenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 458 (M+H).

Example 180
2-[2-(2-Acetyl-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-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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WO 2008/ 000643 PCT/ EP2007/ 055994 -85
2, N-Di cycl ohexyl -2- [2-

W@ 20a00taxy - 4- net hyl - phenyl ) - benzoi mi dazol - 1- yPGT/EP2007/055994

-acetamide In analogy to exanple 140,

3- Met hoxy- 4- net hyl benzoi ¢ aci d,

byaialimia secenlb al W ehiseeropytypranasig cyrlebespaeiadeldahade, cyclohexyl

ié'b&;%hfd’e %H%X@;ﬁ&pﬁg&‘%ggéarm Dlﬁﬂléesfg%%gﬁ E}E‘Eﬁlﬂg _Mﬁ@&(ﬁ}.sﬁg (M)

52 eth x¥ phenyl ) - benzoi m dazol - 1-yl ] -acetanide In

3 o exanpl e 140, 2-Ethoxybenzoic acid,

cyclohexanecarbaldehyde, cycl ohexyl isocyani de and

EM{Cybud)a)dyuﬁohﬂmyﬂ)—bhmwmmeoldl-;tlﬁz;lé:dichﬁk(hléaﬂ)acetdﬁﬂde
Exanpl e 189 10

r%}cgﬁ?exy%;a%aﬁe Y4, '4:'@9'111% y"’?ulopc%%ﬁ%flaga n(%}iloﬂl %%Lcagbcm’iéilyde,

cetani d n anal ogy to exa
ewyl dsscEatidaning Mderdbuisrarashed mbeaangl dsppdeMS (ES+): 459
qumghexyl i socyani de and N-tert-butoxycarbonyl
phenyl ene diam ne. M5 (ES+): 452 (MtH). Exanple 190
%_I%ET gi-Chloro-pyridin-4-y|)-benzoinidazol-l-yl]
PPy cl ohexyl -acetanmide 15 In anal ogy to exanpl e
140, 2-Chl oroi sonicotinic acid,

2 Didyelohrrgd 2 [Bal2edimethylaminpeplehehiben zaind el - el Jaavdtamide
N-tert-but oxycar bonyl phenyl ene diam ne. M5 (ES+): 452

(4_rﬁlcigg @f%%ﬁﬁyl—% 22D11[ngt 8lam1nobenzolc acid cyclohlexanecarbaldehyde,

| 'yor 6- benzoi m d azd
vEloleyyl éspéy%h@éw I&é@ﬂm@@cazbom PheH %tjydlitfﬁmé xMFpEat): 459
@ﬂQ}D4 Chl or obenzoi ¢ aci d, cycl ohexanecar bal dehyde,
cycl ohexyl isocyani de and (2-am no
4-ngqg§-phenyl)-carbanic acid tert-butyl ester. M
1968 (M+rH). Exanple 192 2, N-Di cyci ohexyl -2- [2-
(3-fl uoro-4-nmet hoxy- phenyl) -benzoi m dazol - 1-yl ]
2,2¢ Picyaiotiexyl-25[ 2} (3- dimethydgmino-idheaph)ibenoi tidazol-1-yl]-acetamide
3- Fl uor o- 4- met hoxybenzoi ¢ aci d,

Fri’é?da A5 BEHAP l@@h@eﬁﬂ%eth &Mﬁh&&%&éﬁk al:ﬁo&ﬂéﬁbga%eéﬁgaldehyde,

rt- butoxy ar bony| eny e m ne.
% XYE@&}%F aﬂfﬁé\fv@ B@w)g Pgewl@zggﬁmeslﬁééﬁsé 459
(M6H: [ 2-
(4- Chl or o- 3- net hyl - phenyl ) - benzoi m dazol - 1-yl ]
2 N—d| cl ohexyl -acetani de 1In analogy to exanple
Fmply | g%loro-B-nethylbenzoic aci d,

cycl ohexanecar bal dehyde,
2,N-Dicyclohexyl-2-[2-(4-methoxy-3-methyl-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Methoxy-3-methylbenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 460
(M+H).

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
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cycl ohexyl isocyanide and N-tert-butoxycarbonyl
phenyl ene diam ne. M5 (ES+): 464 (MtH). 5 Exanple 194

WQ@200BA006¢3- Chl or 0- 2- net hyl - phenyl ) - benzoi m dazRCFLEP20D7/055994

-2,N—dicyc|ohexy|-acetanide 185 -anal ogy to exanpl e

140, 3-Chloro-2-net hyl benzoi ¢ aci d,
2 ) Ditrclohrot 2 B 4 oy bpasey]) ooyttt | aliacetamide
N-tert-butoxycarbonyl phenylene diam ne. M5 (ES+): 464

{Mitdlogy 9 eﬁ?ﬁ?;:;ﬁ) , 1R ZhoxdyZ-methy lben201c ac1d cyclohexanecarbaldehyde,

h I -b
55? ﬁgﬁﬁem%% it 3@?% ycat ﬁgyg etdi féwanMrSéESﬂ 460

(MO H)4- Chl oro- 3-fl uorobenzoi c acid,
cycl ohexanecar bal dehyde, cyclohexyl i socyani de and

%%*ﬁéﬁiggtoxycarbonyl phenyl ene di am ne. M5 (ES+): 468
Exanpl e 196 2- [ 2-
3- Chl oro-4-fl uor o- phenyl ) - benzoi m dazol - 1-yl ]

N-RigricloherydrelRy(2-ceetyaphas)) -henzeimidagl 1tvdl-ecsekampide
140, 3-Chl oro-4-fl uorobenzoic acid,

ﬁy?iaqx{g@gaeﬁﬁﬂ;ﬂ@a%@ eilEdﬁxxybe@lfwﬂcQ&gXWcldhéﬂﬁMad}ba@iﬂe@ﬂ gclohexyl
er u on en l,.am.ne
Piiipide 354 RSP B0 e BT i S0 e HEmy he S Pt 5400 (R

(5-nmet hyl - 1Hi ndol - 2-yl ) - benzoi m dazol - 1-yl ]
ExmaplaiBie | n anal ogy to exanpl e 140,
5- Met hyl i ndol e- 2- car boxyl i c aci d,

sy & l(@ I@ff&%ﬁé@f&ﬁ '3%}“%&1%mmﬁi>é%l°1hﬁ>f 32' N 'd‘f’&‘é%ﬁ@*ﬂ %c?%lde

N-tert-butoxXycarbonyl phenyl ene di am ne.
. le 198 N-Di cycla
Erz%}rsi, gip F’Fﬁ“&lgp é%rfe@ﬁ)m%ﬁtzw ﬁ?lgﬁéphiw?ﬂarbaldeh‘/da cyclohexyl
rsagahRIFa6e N-tdit-Bii@dkRaybdrg] phkaiyhe diedline. MS (ES+): 452 (M+H).
2,3,4-Trifluorobenzoic acid, cycl ohexanecar bal dehyde,
££O¢?§d| i socyani de and N-tert-but oxycarbonyl
ene diamne. M5 (ES+): 470 (M:H). WO
2008/ 000643 PCT/ EP2007/ 055994 -87- Exanple 199
2 [ B BiNeroaheidjn-424)-penzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide
(2,4,5-trifluoro-phenyl)-benzoi m dazol - |-yl]
gﬁﬁr?a'é tgf%lianllﬁle %ﬁ@l p@ﬁldrglsgﬁﬁ%mlll@acl& clohexageclarbaldeh yde,
, 4, 5-"Tri fl ugr obenzai c  aci clo necar ba y
explahs %ﬂcyané%wﬁﬁi dethnienabpr BBP&@ %BW SD(ES . 452
(ieby)l ene di am ne. M5 (ES+): 470 5 (N%FD

Example 191
2-[2-(4-Chloro-phenyl)-6-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide

In 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

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 200 2- (2-Benzo [Db]
t hi ophen-2-yl - benzoi m dazol -

WO 2008D0@43\- di cycl ohexyl - acet am de | n anal ogy tRCEERRI9PT/€55994

140, Benzt hi ophene- 2- car boxyli8& aci d,
cycl ohexanecar bal dehyde, cyclohexg%ﬂisoc ani de and

Rt 24 4-Chierodknetintbohynyl pherspimishazeli byl 7eN-dug clobgm)l-acggmide
10 (MrH). Exanple 201 2, N-Di cycl ohexyl -2- [ 2-

{Parfal 41911 okdthpl8 ‘ﬂ@(?, -2¢Hloro bﬁﬁl%ﬂilyfﬁeﬂi’cﬁ@ hcid,| cyMbhexanecarbaldehyde,
@%E%%T&%ﬁ&%}q@?%%ﬁg%&;bg\m%g%‘g?lg}:l ]f)frlgr’lylene diamine. MS (ES+): 464
tMelthhexanecar bal dehyde, cycl ohexyl isocyani de and
N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ES+): 473

Exanpl e 202 2-
%%?%5%2% hiazorPG-yI-benzoinidazol-
| - Ig-z,N—dicyclohexyl-acetanide In anal ogy to exanpl e,
i—igr,( Bdvoret hmgsyilwhenyd kbppejinidazelct-yl]-2,N-dicyclohexyl-acetamide
cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and
N 4Rl dgyho banyslan bm L Chpiienyhensgl@dhasit aad, dY8oh&Smdcarlbhldhyde,

20, (MEH). .  Exanpl 03.2, N-Di cycl ohexyl - 2- .[ 2- )
O eSS bR b o) grem e it ing s (e 404
(M+&hal ogy to exanpl e 140, 4-1sopropoxybenzoic acid,

cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

§%£§i%3§ytoxycarbonyl phenyl ene di am ne. M5 (ES+): 475
. Exanpl e 204 2, N-Di cycl ohexyl -2- [2-
%é?4-dinethoxy-phenyl - benzoi m dazol -1-yl] -acetam de .
4tédleroos i Boahaph denregydael-1-y82.Nqdisrd plryyl-testamide
exanpl e 140, 3, 4-Di nmet hoxybenzoi c aci d,
hy&laldpgtesesaslbalaehyiiro-cfedrobaxylc dckipeptiotetigheantaldehyde,
%}?&Lﬁe%l %LEI%OX (gea%%@{? —gtlert—%la?o%lceg{;gnyq Ipﬁgrllyrl]eerie c{\l{asml(ng.%\-l/-[)S'(Eénz)@ 468
VINEDI cycl ohexyl - 2-[ 2- (2, 5- di net hoxy- phenyl ) - benzoi mi d
azol -1-yl]-acetam de |In analogy to exanple 140,

gxgﬁ%%qgghoxybenzoic aci d, cycl ohexanecar bal dehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl

enyl ene diamne. MS (ES+): 476 . .Exanpl e 206
EEZJH— C?llOI'O—él— uoro-phenyl) gbenzgimiﬁazol— lgngﬂ\l —dicyﬁglrl)exyl— acetamide
2, N-Di cycl ohexyl - 2-[2-(2-di fl uor omet hoxy- phenyl ) - benzo
Mgy lte Exarhle a¢®t Rhtteo-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-butoxycarbonyl phenylene diamine. MS (ES+): 469
(M+H).

Example 198
2,N-Dicyclohexyl-2-[2-(2,3,4-trifluoro-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 2,3,4-Trifluorobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 470
(M+H).
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In anal ogy to exanpl e 140, 2-(Difl uoronethoxy)benzoic
aci d, cycl ohexanecar bal dehyde, cycl ohexyl i socyani de

wW@r@sMhdedd t - but oxycar bonyl phenyl ene di am ne. MI/EED$)/055994

482 (M+H). Exanple 207 15 -87-

2, N-Di cycl ohexyl - 2-[2-(4-di fl uor onet hoxy- phenyl ) - benzo
Fxdroiple 4P2 1- yl]-acetanide |In analogy to exanple 140,

4- (D fl uoromet hoxy) benzoi ¢ aci d,

Q,‘N?l)‘i)(!if@%ﬁ 2t hahdehwéuoro h Wﬂiminﬁ&&ﬁlaﬂ Heac@ﬂaﬂnde
Ntert- buF@gycar onyl phen&%ﬁne di am ne. ?ES+ 482

ey FERels ﬁ@-3[2’%5(TélflﬂOF?l?f(‘S‘F%lﬁéflﬂoS?’;?l-"Bﬁ’éaﬁf}Tafb%‘éﬂ%e’
td dbazylisotyanide aclat aent-detoxlyoarhost phynilaecebaniple eM$485+): 470
§M§%§fluoronethoxy)benzoic aci d,
3hexanecarbaldehyde, cycl ohexyl isocyani de and
N—tert butoxycarbonyl phenyl ene di am ne. M5 (ES+): 482

Expinple 26 anpl e 209 25
2, N-Di cycl ohexyl -2-[2-(4-trifluoronethyl - phenyl)-benzo

BJ@%MB b]lthidpheﬂqe,tlaféhgﬁmlmoama/n)ogw dicy @Xlepl- R elatide

4- Trlfluoronethylben20|c acid

hexanecar,b d cl.ohex I SO
R s S EE T mR Ben e p e G i SR R P ppienyce
¢ beH)exyl Esoayaplide HON\WOt-2008/ 000643 pRST ERRDTINOIFSIAS+): 472
@gﬁéf N- Di cycl ohexyl -2- [ 2-

di chl or o- phenyl ) - benzoi m dazol -1-yl] -acetam de
In anal ogy to exanpl e 140, 3, 4-Di chl orobenzoic acid,
?@PEH@anecarbaldehyde, cycl ohexyl isocyanide and
N-tert-but oxycar bonyl phenyl ene diam ne. M5 (ES+): 485
2 Mt Bl cyclohbxazpl2e(54hiord-1H-#rdol-2-yl)-benzoimidazol-1-yl]-acetamide
(4- Brono- phenyl ) - benzoi m dazol - 1- yI]

Hl %1N'l oS (e:xam@)qﬂlo ?% u%rrn 4 ollel} car 0 a? acegyca)c(laﬁpxanecazlbaldehyde,

FBDeRzZ 0l ¢ ac exanecar
thﬂ@hﬁxykymn@nHWdﬁﬂdébanuwmmbemﬂ{h@méxya@nbmmwﬂs(ES+)473
?QQ@M[ene diamne. M5 (ESt+): 495 (MtH). Exanple 212

Di cycl ohexyl - 2-[ 2- ( 6- met hoxy- napht hal en- 2-yl ) - benz
¥%¥H% é? 1-yl]-acetanmide |n analogy to exanple 140,
6- Met hoxy- 2- napht oi ¢ aci d, cycl ohexanecar bal dehyde,
2y(z/Behsutitlazols® elybetizdBnidazbl Y- ¢1p2IN-didyoboli el -aodyide
phenyl ene diam ne. M5 (ES+): 497 (M+H)

In analogy to example 140, Benzothiazole-2-carboxylic acid, cyclohexanecarbaldehyde,
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-yl]-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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Exanpl e 213 15
2, NDicycl ohexyl -2-[2-(3-trifluoronethoxy-phenyl)-benz

wWorssdemas - 1-yl | - acetam de | n anal ogy to exanpUBERM07/055994

3-(Trifluoronethoxy)benzoi c acdsd,

cycl ohexanecar bal dehyde, cyclohexyl i socyani de and

N anslagyerexoyarl #ondd-Lime hpierrazelic agidnecl %@L@E%bald%@&

EMHkxy1 FoRPRi® AHANAG-butoxycarbonyl phenylene dlamme MS (ES+): 476

N— cyclohexyl 2-[2-(7- et hoxy-bénzof uran- 2-yl ) - benzo

zol -1-yl]-acetam de |In analogy to exanple 140,

7- Et hoxybenzof ur an- 2- car boxyl i ¢ aci d,

Eyahplaegmnecar bal dehyde, cycl ohexyl isocyani de and

N-tert-butoxycarbonyl phenylene diamne. M5 (ESt):

%WPE%VZ%F*&E?@Q 25-FRetSpphsnyl bepreimiduel ik B,

) - benzoi m dazol IL acetanmi de In anal ogy t
Lsdrates 16 60U PiGio STHmE TNt dp0ic eeking Jibertisrsbaldelede,
%ﬁdh@ RAXRREAAI LA INE DUt N Ed BB Y heﬁﬁ&@éﬂd}h&? I@I‘SQES+) 476

t- butoxycarbonyl phenyl ene * di am ne

NH—I) WO 2008/ 000643 PCT/ EP2007/ 055994 - 90-
Exanpl e 216 2, N-Di cycl ohexyl -2- [2-
Eﬁnﬂ@bﬂh@lanino-pyridin-3-y|)-benzoinidazol-l-yl]
-acetam de 90ng of

0 r - 2

.3%@r%ﬁ@%%ﬂgcfgf%nélﬂh&oﬁeﬁa%a“@%fﬂe%@la it
equiv.) were dissolved in . 102 ul 5
Byinalogy t6 ewtmple dthyd- é%ﬂw@rcan@hawdé@lzorméldnf qlneéarm%rbaldehyde,

ihetyl i@ cfaide NN kortBufoxy&irbenyliphEN@ Il iaial Mlsq)zs+) 482
Ige roduct was isolated via preperative HPLC,
© 489 (MtH). Exanple 217 2- [2-
(2- Chl or o- 5- net hyl - phenyl ) - benzoi m dazol - 1-yl ]
Eganpldi2@¥ cl ohexyl -acetanmi de In anal ogy to exanple

140, 2-Chl oro-5-nethyl benzoi c aci d,
r e
I\B@ert Pé)ﬁ?}@)&i@ [lé 4d(ﬁh Smet ﬁ%ﬁ&mhﬁ&’&l’)ﬁm _ﬂ] ac%%%ude

ycar ony pheny ne d?an1ne
: nple 218 N
E %’rt% exirmRle ﬁ%-%ﬁ%ﬁ@f)j@%h@@i)bﬁraaqu1 cyplqhexanecarbaldehyde,
eyl eyl Gyoet Dlidoatd- 1aa et dit kg carbonyd pabpohctddarBda MASEES+): 482
0,.,5- Chl or o- 2- net hyl benzoi ¢ aci d,
3ﬁghexanecarbaldehyde, 15 cycl ohexyl isocyani de and
N-tert-butoxycarbonyl phenylene diamne. M5 (ES+): 464

Esgenle 208

2,N-Dicyclohexyl-2-[2-(3-difluoromethoxy-phenyl)-benzoimidazol-1-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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Exanpl e 219 2- [2-
(2- Chl or o- 6- net hyl - phenyl ) - benzoi m dazol - 1-yl ]

W0 200Bl00licdy/cl ohexyl -acetam de I n anal ogy to exe@PER2007/055994

140, 2-Chl oro-6-net hyl benzoi ¢ &ci d,

g%glohexanecarbaldehyde 20 cycl ohexyl isocyani de and
BFCtYCbbFM'@cBr@dn?ﬂchlph@ﬁilﬁleﬁ)ebmlamlﬁélolm Beptymides4
(MtH) . Exanpl e 220 2, N-Di cycl ohexyl -

ﬁ?arﬁ%@@? @kdnﬁ‘pl@i&d @m&ilmﬁéﬁﬂlw adid, Y )6 3101?&%&H}Hiﬁieh?de,
0 ex i noxal i.n
@1}18%* $@B%d§%ﬁ é’u%’%arﬁ%wla e Gt A ISl 463
NMHeDt butoxycarbonyl phenyl ene di am ne. M5 (ES+): 468
(MrH) . Exanmpl e 221 2- [2-

- Chl - 2-fl uor o- phenyl ) - benzoi m dazol - 1-yl ]
ﬁ%‘ﬁ@‘a?ify’m ohexyl - acet ani de WD 2008/ 000643
PCT/ EP2007/ 055994 -91 In analgg&_to exanpl e 140,
B[ Zhit-Brome-rhenph dsprpiniidazakiull dicyclohexyl- acetamide

cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and
I\ Ar&ndgyba%@fmﬂaum Y Braahetunzeidacid] @lohexantEarb&iSdhyde A§8ohexyl

SONEhi s b1 ARty P Tt Tearhom hemgieps dioanipr- ¢ FE DA ED.

benzoi m dazol -1-yl]-acetam de In anal ogy to exanple
ExOmpl8 252 Di net hyl - p- ani si ¢ aci d,
cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and

B‘IN ﬂ&cf&ﬂ% —lﬁg[arz(*za%yljhow ‘ﬁ%tﬁgl%n 9i ﬁ%@l‘?zonyﬁia(zﬁ—sft}l] AAd@Bmide

cycl ohexy 2 3-di net hoxy-p ) - benzai
Hk%ﬂa OEYYP fxaz;%@f‘ éﬁ‘? hP%r?aP OF@C@x%B%@X%@rﬁaldéﬂyda
aycﬁyh@bcﬂeichmmqwaemu&;xywbbm@harne@ﬁrdaﬁhﬁetheESﬂ 497
¢l ghexyl isocyanide and N-tert-butoxycarbonyl
Q% l ene diamne. M5 (ES+): 476 (MtH). Exanple 224
15
Bxqraple 31Th| or o- 4- met hoxy- phenyl ) - benzoi i dazol -1-yl]-2
, N-di cycl ohexyl -acetam de |In anal ogy to exanple 140,

§'Ncb|1 RhéyI® [Eo(iﬁyt?ﬁlﬂéﬂhﬁetﬁﬁbdphenyl) -benzoimidazol-1-yl]-acetamide
cyclohexanecar dehyde, cycl ohexyl i socyani de and

Prli\ﬁl_r}q;ggybugox ar%(gn%éTrp quglneeﬂlox%lb%rq;oqg acuglscyglgl? Qahecﬁr ]éldehyde,

Qychiokd Yol piickeyd md2N {t et (bt Deyelirbbihyd Hh epiatrydigm ine NeiSi (AB-€a 500
é&hiﬁjyl]-acetanide

Example 214
2,N-Dicyclohexyl-2-[2-(7-ethoxy-benzofuran-2-yl)-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).



I n anal ogy to exanple 140, 2,5-Di chl orobenzoic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and
WORM8/H00063It OXycar bonyl phenyl ene di am ne. M5 (ESHEP2048655994
(N%FD Exanpl e 226 25 -90 -
2-[2-(3-Chl oro-2, 4-di fl uoro-phenyl ) -benzoi m dazol - 1-yl
Fxﬂnmkéﬂ@yclohexyl acetami de In analogy to exanple
140, 3-Chloro-2, 4-difl uorobenzoic acid,

SYCDayewaRgaaL 6d(ﬁm5§1ﬁmm§—¥)§’haﬁle3-ﬁ) Be%@&i)&ﬁﬂéz@f-l%}jacetamlde
Ntert- butoxycar onyl " phenyl ene dlan1ne M5 (ES 486

§%’g of 2%—?%h?or%2p7yn mn-3- ?)S{Jeongggrdﬁ azol- }'7__[53%9\?7/&(})/358%)/1 acetamide
(Zaf@dplea89) 4).Imdiol,| lumuo= phanyisjelbenndMEdandl 1@2 yil(Jl mmol, 5 equiv.)
?ﬁ%,e\hlgf_a%\’{f%) %}% ?ﬁ%@g{_ 3‘?1? ?Tﬁ)ggug evéf?]slzl%a?eaqg qg(y°d 3r e AR lugng microwave
batinghdbameedichaneishted,via RyptrotiedfPLE 8 (BRI 4sRAd ).
N-tert-butoxycarbonyl phenylene diamne. M5 (ES+): 486

E le 297 Exanpl e 228 2, N-Di cycl ohexyl -2- [ 2-
I et hyl am no- phenyl) benzoi m dazol - 1-yl ] -acetanide

L T BB e euY) LSRRt b

N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ES+): 487
[r\itd) agy 10 efanapip [l 40, 22@hRyro{52methylbenzoic acid, cyclohexanecarbaldehyde,

I hen:
A BRI SR TR Sl g
&hzoyl benzoi ¢ acid, cycl ohexanecar bal dehyde,
cyclohexyl |socyan|de and N-tert-but oxycarbonyl

Q@ﬂykgmg di ami ne. M5 (ES+): 520 (M+H). Exanple 230

i R B

4- Cyanobenzoi ¢ acid, cycl ohexanecar bal dehyde,
bymadﬂwa kxange ¢%rﬁ-@blcund-metleffhenmj¢ asigcarclbberphecarbaldehyde,

gkN. Dl CycI g‘iﬁ 'N'IYF’['(I)E%%.CM%&&}A qj%ljl_}qene &R Bis2844 ). 464

+ enoxy phenyl) benzoi m dazol -1-yl] -acetam de 20
In anal ogy to exanpl e 140, 4-Phenoxybenzoic acid,
Eyghploexanecar bal dehyde, cycl ohexyl isocyani de and
N-tert- butoxycarbonyl phenyl ene di am ne. M5 (ES+): 509

%g/ﬂ- g% eC%l(l)(;(r)(l)?éTE- ?h)y% %B%?QL\LB“Z%YJ“ aFg’lX]y%]I] ?2 N[d2 clogrl]e)éyl—acetamlde

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

In 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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I n anal ogy to exanpl e 140, 2-Phenoxybenzoic acid,
cycl ohexanecar bal dehyde, cycl ohexyl 25 isocyani de and

WORM8/H00063It OXycar bonyl phenyl ene di am ne. M5 (ESHEP2080@55994

(N%FD Exanpl e 233 2, N- Di cyclahexyl -2- [ 2-
3- phenoxy- phenyﬁ% benzoi m dazol -1-yl] -acetam de WO
@U06 48 nmT 1 200 hlsReurobgroicricih ey xangcarbaldehyde,

@}?&ﬁfm iskdPanidks f@%Q&Y@%ﬂ%&b&b@i@ﬂ %henylene diamine. MS (ES+) 468
%hexanecarbaldehyde cycl ohexyl ‘i socyani de and

&bt but oxycar bonyl phenyl ene diamne. M5 (ESt+): 509
(N%FD Exanpl e 234 2, N-Di cycl ohexyl -2- 12- [ 2-
Edandpl2 222 t et r af | uor o- et hoxy) - phenyl ] -benzoi m dazol -
l-yl}- 5 acetam de I n anal ogy to exanple 140,

cycﬁ (#e:xan ;:[gr [g§(lf4|3H gﬁ@% g%;%}%ﬁy% ;hgl sgclt:)g%zr? imidazol-1-yl]-acetamide

N-tert- butoxycarbon henyl ene di am ne. M5 (ES+ 1
Iggegqaéq@yp;p exaqmyR %@gﬁgp@thyl -p-anisic acid, cyclohexanecarbaldehyde,

&bl X@c@ﬁﬁd‘é’iﬁd&ﬂ{t&{bﬁtc{@ca}bgnﬁ pheiylael diahPre eVBEY) ): 475

benzoi m dazol -1-yl}- acetam de In analogy to
égﬁle 140, 3-(1,1, 2, 2-Tetrafl uoroet hoxy) benzoi c
acid, cycl ohexanecar bal dehyde, cycl ohexyl isocyani de
Enﬁnpkﬂe3t-butoxycarbonyl phenyl ene di am ne. M5
(ESt): 532 (M+H). 15 Exanple 236 2, N-Di cycl ohexyl -

21920t
5 pdubind 2ot e g g o o
140, 4-(1,1, 2, 2-Tetrafl| uoroet hoxy) benzoi ¢ acid,
Byanaesia e Af Y ehsdimethpy kel [acids s iphsranscaghg dehyde,

I(ﬂfekylbsldk RN Er t DY LABENy 1%ﬁe@1&mmmnwﬁw@i§s)) 476
Pﬁh%kb Exanple 237 2, N-Di cyclohexyl [ 2-

rifluoronethyl - blphenyl 4-yl) - ben20|n1dazol-
| -yl] -acetam de In analogy to exanple 140,
Exaniple2R4i0r onret hyl - bi phenyl - 4- car boxyl i c acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyanide and

ﬁ‘%ﬁ—%—@l@}_ﬁ&oﬁ}fﬁﬁ{&?gﬁ”engw %i&%ﬁg@%ﬁ%ﬁ zﬂ m Nedlc%}{egﬁ"'a)cetamlde

dlchloro bi phenyl - 4- benzoi m d zoI I yl]
ﬂh@@ﬂ%ﬁ%ﬁta gxafgplo bt DooEAS- wahem?mag geclohexanecarbaldehyde,

cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 481
(M+H).

Example 225
2,N-Dicyclohexyl-2-[2-(2,5-dichloro-phenyl)-benzoimidazol-1-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)-benzoimidazol-1-yl]-2,N-dicyclohexyl-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



10

15

20

25

-94 I n anal ogy to exanpl e 140,
4- (3, 4-Di chl or ophenyl ) benzoi ¢ aci d,

W@ ywBobstanecar bal dehyde, cycl ohexyl isocyaniﬂ@nﬂhumwmﬁmm

N-tert-butoxycarbonyl phenyl er® di amine. M5 (ES+): 561
: l e 239
(ki bictyernohi Aiflucno pheqd) hewiosmidseek 5yl AN anylahsrdrgttamide
) - benzoi m dazol -1 -yl ]-acetam de In analogy to exanple
ﬂrflzglal vdo Bkamhblen g0, 52-eul dra Dy LFRBZNAzAE hdd, cyclohexanecarbaldehyde,

Ioh xanecaibalﬂﬁﬁ%wgwgﬁépg @ﬂ’%kﬁﬁi {ﬁ%éggé%ngs+)4g6

6@3H)I\/H—|) Exanpl e 240 10
(S) 2-[6-Chl or o- 2- (4-chl or o- phenyl ) - 5-fl uor o- benzoi m d
%25 ]-2, N-di cycl ohexyl - acetam de I n analogy to
exaﬂ% 40, 4- Chlorobenzoic acid,
cl ohexanecar bal d de, cycl ohex i socyani de and

ESC R one 2o gy i PRy bynzeith gatolcl s egetamide
tert-butyl ester. M5 (ES+): 503 (MrH) . 15 Exanpl e 241

Bq Mrald o yst%ﬁa@qy h4®-4- DZeltwaﬂngidbeazoy& ch&%bmédﬁ&@fbaldehyde,
cetam ahal o0 0, ex e 1 C

e o B A T B b S R sy dl%l%leﬁ%lﬁqﬁgﬂ 487

evidH): t ert - but oxycar bonyl phenyl ene di am ne. M5 (ES+):

417 (M+H). Exanple 242 20

g ?&%yglohexyl 2-[2-(6-nmethyl -pyridin-3-yl)-benzoim
azo yl]-acetam de I n anal ogy to exanple 140,

I nicotinic acid, cyclohexanecarbaldehyde
%;I%Mrﬁ%;zwl phewdy herzgamidsaelN-vikr2 N shievslopesi sesgmide

phenyl ene diam ne. M5 (ES+): 431 (MtH). Exanple 243
B Mrald )6 bahmepy 14@ - 4-Bénzoylbenzoic acid, cyclohexanecarbaldehyde, cyclohexyl

e R s R R S S S

cycl ohexanecar bal dehyde, cycl ohexyl i socyani de and
Ek@npklb®toxycarbonyl phenyl ene di ami ne. M5 (ES+): 431
Exanple 244 2, N-Di cycl ohexyl -2- [ 2-

&DT Efg JS E 4l béﬂzbnﬁﬁﬂ%&l ml%Zr@Jdléycbe 1ac&hmede
064 ] EP2007/ 055994 295 I'n analogy to

X 140 th I|n|c
Byaine ngf e‘}y&g %‘llbﬁ%‘iﬁdoh%n‘%%maﬂf&h&% cyclohexyl
Notyanide Iautl Nyatabbm&ydarm@hpﬂl@m&nd damine MY/EHESH 1 (MSH).
(MtH) .  Exanpl e 245
Example 231
2,N-Dicyclohexyl-2-[2-(4-phenoxy-phenyl)-benzoimidazol-1-yl]-acetamide

In analogy to example 140, 4-Phenoxybenzoic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 509 (M+H).

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-Dicyclohexyl-2-[2-(3-phenoxy-phenyl)-benzoimidazol-1-yl]-acetamide
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2- [2- (2-Am no-pyridin-3-yl)-benzoi m dazol - 1-yl]
-2, N-di cycl ohexyl -acetam de 5 I n anal ogy to exanple

WQ2@®8/0@6A31i noni coti ni ¢ aci d, cycl ohexanecar bal BENER07/055994

cyclohexyl i socyani de and N1t - butoxycarbonyl
EP | ene diamne. M5 (ESt): 432 (Mug ExanE 246
arfaogy (t6 eoyaie 1 #r3-Bhenayienzoisesidoryd dhazasiecarbgidghyde, cyclohexyl
1s8c ficaya M%%Mﬁtoﬁ?&?@dﬂyﬂﬁhérﬂleﬁ@é P ¥e. NS @E@JFP@(@ AMOm).
anoni cotinic acid, cycl ohéxanecarbal dehy
cl xyl 10 isocyanide and N-tert- butoxycarbonyl
Eﬁ%ﬂ@?g % diamne. M5 (ES+): 442 (MtH). Exanple 247
2, N-Di cycl ohexyl -2- [ 2-
2.2+ Dixtyllokysyhy2r i2eli2n 35242-fethrdupoo-pihdayg opheryi Benzoimidazol-1-yl}-
Eﬁ%@' nide In analogy to exanple 140,
% oxyni cotinic acid, cycl ohexanecarbal dehyde,
cycl ohexyl isocyani de and N-tert- butoxycarbonl

amogarie cxinapt A0, WL [eS+)etrallyprqefhoply)benmicsddpl e 248
cl({h%xanecarbaldehyde, cyclohe 1 1so%yan1de and N-tert-butoxycarbonyl fhenylene

2- Chl y yl)-benzoi m dazol - 1-yl
?HNP%$@§Q$ é%@ﬂkﬁgﬁ anlde In anal ogy to exanpl e
140, 2-Chl oro-6-nethylnicotinic acid,

Eyahpla@dzanecar bal dehyde, cycl ohexyl isocyani de and
N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ESt): 466

GO 635 e ol sy 1

acetapidecycl ohexyl - acet ani de In anal ogy to exanpl e
140, 2-Chl oro-6-net hyl pyri di ne-4-carboxylic acid,

ny&lataeesaslbaldenyde?, 2W&fa<ﬂhs&>éthdx§pw@dit dgdand

Wég’%f%ﬂﬂg%?gr BB Rl S AE B SR phenytene

{di2ndmd. MY (E5-+3=-582-(beridpi m dazol - | -yl)-acetam de WD
2008/ 000643 PCT/ EP2007/ 055994 -96 In anal ogy to

£ l.§3440, Qui noline-3-carboxylic acid, _
c%%%@ﬁeiénecarbaldehyde cycl ohexyl i socyani de and

N-tert-butoxycarbonyl phenyl ene diamne. M5 (ESt): 467
2R RycyclohgrihiZel 22/41(1g 52, 2- tetrafluoro-ethoxy)- phenyl|-benzoimidazol-1-yl}-

deebdmilideycl ohexyl - 2- (2- qui nol i n-4-yl - benzoi m dazol - -yl
)-acetanide In anal ogy to exanple 140,

I bal.dehyde,
SRR SRk R e
ghhﬂlykzﬁreearbaldnhyde cymBh ¢bispcyadBié and M-krt-bEsoapqairteordb ghenylene
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-yl)-benzoimidazol-1-yl]-acetamide
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10
2-12-(3-Chloro-4-trifluoronethyl -phenyl)-benzoi m dazol

WO Rooglodoo23 N- di cycl ohexyl - acetam de | n anal ogyPCDEP2007/055994

exanpl e 140, 3-Chloro-4-triflumronethyl-benzoic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

e analegyhaexyrlad 6 (3. pitehlpwpbenyd] bgpinieacidBy¢lplsapnecarbaldehyde,

SR HeMt iocy ahrd E21 RN 161t R xycarbonyl phenylene diamine. MS (ES+): 561
fS)éﬁ-[Z-(4-Chloro-phenyl)-ben20|n1dazo|-1-y|]-4-nethy
:Mﬁ tanoic acid cyclohexylam de In analogy to

exanpl e 140, 4-Chl orobenzoic acid, isoval eral dehyde,
Eyahplbe3y! isocyanide and N-tert-butoxycarbonyl

phenyl ene di amne. M5 (ES+): 424 (MtH). 20 Exanple 254

B ys -PReBY] A & _ _ imi i
e P L O RN Sialiapov ey nagimidigal i -aceamide
acetam de In analog¥ to exanpl e 140, 4-Chl orobenzoic

Hrinplogyte krammpip éHd: ol tréHgidero- ey elfaneithanzoicgeidy ani de and
&cl&fekarﬁb‘irﬁ%lﬁ@l@fd@wjog&g@ B%g}%ﬁﬁiecﬁina N-R&t-bRx{E&afdnyl fi{éhylene

%ggg%?34%8$ﬁ§ﬁggk§%égkoinidazol-l-yl] -N-cycl ohexyl - 2-

(4-trifluoronethyl-phenyl)- acetam de WD 2008/ 000643
PGMpP2007/ 055994 -97 I n anal ogy to exanpl e 140,
4- Chl orobenzoic acid, 4-(trifluoronethyl)benzal dehyde,

: , o DuL ‘
o oo okt M e AL P - gl pheny
%EFQHKM~ChIoro-phenyl)-benzoinidazol-1-y|]-N—cycIohexy

| -2-(3,4-dichl oro-phenyl)- acetam de In analogy to

gi(zﬂl4 ﬁmd_g@ r;[(lléfﬂamlﬂe Q?,gi—@hgﬁé@rﬁo?%'tid, cylcloh_exanecarbalgehyde, cyclohexyl
L4-dic robenza e, .cycl ohex socyani de ;an

R B At T B s B B P D T PR gsger. s
(BE#HY 503 (Bkelipl e 257 10

2-[2- (4-Chl oro- phenyl ) - benzoi m dazol - 1-yl ] - N- cycl ohexy

Exfmd@3>4Et hoxy-phenyl ) - acetami de In analogy to
e§§? $e2§40, 4- Chl or obenzoi ¢ aci d,

3- net hoxybenzal dehyde, cycl ohexyl _isocyani de and

RN Brigye ﬁ?’@ﬁ@c@rﬁ)’é”r@?‘zﬁﬂ%ﬁ??%%gﬁphMYHe@“WB“@ESﬂ: 474

(MrH) .  Exanpl e 258

In analogy to example 140, Picolinic acid, cyclohexanecarbaldehyde, cyclohexyl isocyanide

and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 417 (M+H).
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
isocyanide 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-Methylnicotinic acid, cyclohexanecarbaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 431 (M+H).

Example 244

2,N-Dicyclohexyl-2-[2-(6-methyl-pyridin-2-yl)-benzoimidazol-1-yl]-acetamide
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15
2-[2-(4-Chl or o- phenyl ) - benzoi m dazol - 1-yl ] - N-cycl ohexy
WO 2@800tedd vyl - acet ami de I n anal ogy to exanpl e 1BOI/EP2007/055994
4- Chl orobenzoi c acid, p-tolualdehyde, cycl ohexyl
|soc anide and N-tert- butoxycarbonyl henyl en
loge to MRiESH0, i thiNpiEpliniExadysly E@gngcarbaldehyde, cyclohexyl

{SgC}[aﬂldeh@ mtd?hﬁﬂ%&}cawplﬁ@rg'%g 'dla;nﬁrﬂz ]Mg\"(}%‘r()l ohepry ).

| uoro- phenyl )= 20 acetam de In analogy to

E T@S? 140, 4-Chl orobenzoic aci d,

X4 6%enzaldehyde cycl ohexyl isocyanide and
N-tert-but oxycar bonyl phenyl ene diam ne. M5 (ES+): 462
2NBHD-Amihwgrypidén-360)-BenzpRnidazol-1-yl]-2,N-dicyclohexyl- acetamide
(4- Cnl or o- phenyl ) - benzoi m dazol - 1-yl] -N-cycl ohexyl -

fuf* a&ﬁ{%%?%ﬁﬂﬁ%gmor %@uﬂ&ﬁe&t dic é‘%&%ﬁbﬂ&ah@oa%@&e%%{e tc?clohexyl

exanpl enzol c acl
igogyanide ape irisr hbyipxrrapbaiyHelpgtene diapring RS (FS+): 432 (M+H).
I socyani de and N-tert-butoxycarbonyl phenyl ene
Hianpleess M5 (ES+): 510 (MrH). Exanple 261 WO

2008/ 000643 PCT/ EP2007/ 055994 -98 2- [ 2-

h h
ey B R BN e UGS e o
140, 4-Chl orobenzoic acid, 2,5-difluorobenzal dehyde,
byma&ﬂwW exang o ¢4 - earmmdcatinicacid, oyl aheyxesachidaldehyde, cyclohexyl

BOSAYIEARI 8- Do S S BR, (b, s RATPAD. @671,

-N-cyclohexyl 2- (2-fluoro-5- nethoxy-

Eﬁ%ﬂ@k BQcetami de In anal ogy to exanpl e 140,
4- Chl orobenzoi ¢ acid, 2-fluoro-5-nmethoxybenzal dehyde,

2.3 Didyebolikxyil 20(@y@nieth oayrgyfidine3-y ) tieh podyidadob dyyl | -acetamide
phenyl ene diam ne. M5 (ES+): 492 10 (MtH). Exanple

ﬁgeﬁa{ﬁ% 16 )%H?ﬁ)l 4%% 2- h/[eer’%hcr ng:gtﬁrzug a%d dglclolhe)ianeﬁrbaldehyde, cyclohexyl
wgcmmﬁe@ydll\br@kbuwmt@ny phenylenadainggs: M (Exand e M+H).
140, 5-Chl oro-2-fluorobenzoic acid,

eyshpleexgnecar bal dehyde, cyclohexyl i socyani de and
N-tert-butoxycarbonyl phenyl ene diam ne. M5 (ES+): 469

B Mharors ROty thAste mgger T PN dicutiGhprsecetamide

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-quinolin-3-yl-benzoimidazol-1-yl)-acetamide
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I n anal ogy to exanpl e 140, 2, 3-Di net hoxybenzoic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

WORM8/H00063It OXycar bonyl phenyl ene di am ne. M5 (ESHEP2047@55994

20 (M+H). Exanple 265 (S)-2- {%-
§3 Chl or o- 4- net hoxy- phenyl ) - benzoi m dazol - 1-yl ]
parnlaetiydy exaompg Y40, dQeinghineté-carhoxglicicady yydl @heetmﬁmb@ldehyde,

éﬁg)he 371 PR AT RO RENE i rb o 'pﬁenylene diamine. MS (ES+) 467
&%ﬁ %hexanecarbaldehyde cycl ohexyl |socyan|de and

&bt but oxycar bonyl phenyl ene diamne. M5 (ESt): 480
25 (MtH). Exanple 266 (S)-2-Cycl ohexyl-2- [ 2-
ERamipld2fet hoxy- phenyl ) - benzoi m dazol -1-yl] -N
(2, 6-di nethyl - phenyl)-acetam de WO 2008/000643

SN b e o hnaif e T bR b0 SRR e
2, 6- di met hyl phenyl i socyani de and
fe anslegyhie FWW}Q%% r@ump?«l\%étcéﬂ@xulmﬂda syclagxpEsagbaldebhple,

GPdilexyl Bsopadli® ARIN Rert-butoxycarbonyl phenylene diamine. MS (ES+): 467
(4 Chl or o- phenyl ) - benzoi m dazol -'| -yl ] -2-cycl ohexy

N— 4, 4-di fl uoro-cycl ohexyl)- acetam de In anal ogy to
exanpl e 140, 4-Chl orobenzoic acid,
Eyahpla@ianecar bal dehyde, 1, 1-Difl uoro-

4-i socyano-cycl ohexane and N-tert-butoxycarbonyl

%2%?% S S oyt BRhA oM L B 2 By B
acetagide ohexyl - N (4, 4-di fl uoro- cycl ohexyl) -acetamn de
I n anal ogy to exanple 140, 4-Chl orobenzoic acid,

ﬁyﬁ{aﬁfg@)t@@ l@@‘tl](ﬁ eﬁ@%ro%ﬁrﬂ?‘oﬁ%rﬁ&hﬁ ~benzoic ke)1c1d
SR E e, YR R Gep o6 228 NI DR Esghpgrbshenylene

2BiIRSMR(EF2:-519 (M+H).
(2- Am no- pyridin-3-yl)-benzoi m dazol - 1-yl ]

cl ohexyl -acetanmi de I n anal ogy to exanpl e 140,
E%%ﬁ?%ogycotlnlc aci d, cycl ohexanecar bal dehyde,

cIoheXé |socyan|de and N-tert-butoxycarbonyl
b?ge?n enehlgrerphey)-kenzopsidpzolglzpl]-drmethyl-penteeippsid 270

MoHkpmi@hexy|
%%-fluoro-Z-pyridin 2-yl - benzoi m dazol -

{n_ Xrllalc;gy%g tegarpnﬁe 140, 4-Chlorobenzoic acid, isovaleraldehyde, cyclohexyl isocyanide
and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 424 (M+H).

Example 254

2-(4-Chloro-phenyl)-2-[2-(4-chloro-phenyl)-benzoimidazol-1-yl]-N-cyclohexyl-

acetamide

In analogy to example 140, 4-Chlorobenzoic acid, 4-chlorobenzaldehyde, cyclohexyl
isocyanide and N-tert-butoxycarbonyl phenylene diamine. MS (ES+): 479 (M+H).

Example 255

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-N-cyclohexyl-2-(4-trifluoromethyl-phenyl)-

acetamide
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I n anal ogy to exanple 140, Picolinic acid,
cycl ohexanecar bal dehyde, cycl ohexyl isocyanide and

W@ 20080903 4- f | uor o- phenyl ) - carbam ¢ aci d tert -PRCE/EP2007/055994

ester. M5 (ES+): 432 (N%FD Byanmpl e 271 25

2, N-Di cycl ohexyl - i gf - di met hoxy- phenyl ) - 6-f1l uor o-
beanelngritel azeonpli 140.]4-6bkarebdndeic arid, 4itilfgyomerhehbensldehyde,

éﬁg)he 2y 450l BRI NS AE %@‘ox?@drg@nyl phenylene diamine. MS (ES+): 512
I%cgﬁ]hexanecarbaldehyde cycl ohexyl ‘i socyani de and

? no- 4-f |l uor o- phenyl )-carbam c acid tert-butyl

ester. M5 (ESt+): 494 (M+tH). Exanple 272 WD

PRARHIea6643 PCT/ EP2007/ 055994 - 100

2, N-Di cycl ohexyl -2- [6-fl uoro-2-

TR AU GRS, T| Sl S5 A e
aqetd

exanecarbaldehyde cycl ohexyl |socyan|de and
(2-am no-4-fl uoro-phenyl)-carbam c acid tert-butyl

ﬁﬁz}\rl_%g) gyV&exdmmt) 14864 ChVbbdnzor aE¥asRl Bcldddbenzaldehyde, cyclohexyl
CyC

I
tsgcygntﬂefapég\P ﬁh%m%az%owl plselene 2GR d43 BFS 1)z yA4 (M+H).
-acetam de I n anal ogy to exanple 140,
Bx@nplebTiOor obenzoi ¢ aci d, cycl ohexanecar bal dehyde,

cycl ohexyl isocyanide and (2-am no
é%f%‘ IR e L RN, YR B R By ey
pez amide

(2 3-di net hoxy- phenyl ) -6-fl uor o- benzoi m dazol - 1-yl ]
HaGRl @yitd exanhfle 13| £gY1dreb@%aiRLE, L4bthoxybenzaldehyde, cyclohexyl

Eg}%ﬁagﬁge)%}a%r\ﬁe 5‘3&%:’%@ c dlpﬁéflylene ﬁ%ﬂ%g q\/lg ?éSdJre)hX%l (M+H).
(2-am no-4-fl uoro-phenyl)-carbam c acid tert-butyl

Esdmaple 2B (ES+): 494 (M+H). 15 Exanple 275
2 N- Di cycl ohexyl -2- [2- (2-ethyl -

S15®L NG HNY B2 Z()th@lnﬂéie)zofs 1 ];th;puﬁ rc?/clgﬁ%? 'ZrB ﬂﬁﬁoe{cet%nﬂhé

- acetanﬂggsln anal ogy to ex

1- Et hyl - 3- et yI-IH— azol e-5-c rbo c acid,

Byanadnta Bé‘ﬂQj eh LOrOlé‘SPéPléﬁé@yP tﬁﬁgééylafﬁed@@h@wl isocyanide
{12t Bt utdxyichiboh@l- pmaﬁylyﬂle) die@iRaVIC(ES2Q 438 i(BH-+H).

tert-butyl ester. M5 (ES+): 466 (M-H). Exanple 276

Egngg%agglohexyl - [ 2-

i'ret hyl -i soxazol - 4-yl)-6-fl uoro-benzoi m dazol -

yI] - acetam de In anal ogy to exanple 140,
2. Z(biGhteroyiHienph beoremidaral- boklyNi ayclabexy]-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



10

15

20

25

25 cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and
(2-am no -4-fluoro-phenyl)-carbamc acid tert-butyl

W@2i0810006085 ( ESt): 453 (MtH). Exanple 277 PCT/EP2007/055994

2, N-Di cyclohexyl 2- [6-fluoro-95-

édkkpyraz -4-yl)-benzoi m dazol -1-yl] -acetam de WO
Sihbeepiray)) heppomidesb d41]-NigdohexyhddRdgdifluero-phenyl)-

gxaipige 140, 4-Pyrazol ecarboxylic acid,

cyc ohexanecarbaldehyde cycl ohexyl |socyanide and

é%% 2 c.?gr)]rqtl\/jséel;(f 20 égﬂrqwlpﬁ%az‘cr)%%gnﬁ; g dzg\ggreﬁenzalléegyde, cyclohexyl

Bodyabideyal N}&XWutﬁx{;&ﬂ(abprl@lsnﬁehhmaﬂﬁhbMS &z ) B30yIN+H).

-fluoro-benzoi m dazol -1-yl]- acetam de In analogy to

E%?@&l 440, 1,5-Dinet hyl - 1H pyrazol e- 3- car boxyl i ¢
cyclohexanecarbaldehyde cycl ohexyl isocyanide

and 22 am no -4-fluoro- hen¥d% carbamc acid
24 2{(45lgro-phengh)-b eN’B’l(‘E%ZP AtoN(qyplpiexyl3- (R:Elpse-5-methoxy-
h&yDL X EIhahexy! - 2- [6-fl uoro- 2-

3-net hyl -i soxazol -5-yl ) -benzoi m dazol - 1-yl ]

ion_ %élﬁc%g}tg ?}gaé&}glﬁ iil(g éggﬁg}rglb%g %L@C%—gl%bro—S—methoxybenzaldehyde,

oyctdhekd xsavagamad dxalddé higrd du taxycdrobiept phenydoeydaniohe. BISAES+): 492
é i no -4-fluoro-phenyl)-carbamc acid tert-butyl
ste M5 (ES+): 439 (M+H). 15 Exanple 280
2, N- Di cycl ohexyl -2- [6-fl uoro-2-
ExamplgRpdl - 2- yi ) - benzoi mi dazol - 1-yl ] -acetamide In
anal ogy to exanple 140, Pyrrol e-2-carboxylic acid,

) - phexenrean il oilephdryl)-beyslialrxyl 1- yH%N&ﬁqQﬁ)haﬁ;d acetamide
(2-am no- 4- quoro phenyl )-carbam c acid tert-butyl

§1 ﬁa&ggyg % gl Z_L(b_g—?g_ofrf) %orgbenzoﬂzp acid, cyc%ohexanecarbaldehyde,
¢ 8lahex ydocydmidpdnelnN -Zer-lb)l{(bECfﬂ“boml phzotlert-dgdrhine. MS (ES+): 469
gqﬁﬁbanide In anal ogy to exanpl e 140,
t'hyl - 2-t hi ophenecar boxyl i c aci d,

cyclohexanecarbaldehyde cycl ohexyl isocyani de and

8% - 4-f1 uor o- phenyl )-carbanic acid tert-butyl
ester. M5 (ES+): 454 (MtH). 25 Exanple 282 N Benzyl -
[(S3-2, I@‘Dﬁ‘zﬁdl@lﬁe&ypﬂ@ﬂ){t B -dimpeheiiriptiady)-bdnaplithidazol-1-yl]- acetamlde
- 2- cyclo exyl -acetam de I n anal ogy to exanple 140

fln anall ggjgazrr%ge I@(f {S EEX'J:: ohexanecarllaal d Xanecar eﬂéghyde,

I5BEV ene
dickohiernd _1soN®r(1<E®m)d_N45t$ b(ummﬁya‘rbonyl phenylene dlamlne MS (ES+): 476
(M+H).

m.

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

(S)-2-Cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-(2,6-dimethyl-
phenyl)-acetamide
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Exanpl e 283 WO 2008/ 000643 PCT/ EP2007/ 055994 - 102
N-Butyl -2- [2- (4-chloro-phenyl)-benzoi m dazol -1-yl1

WO 20089aleahexyl - acet am de | n anal ogy to exanpl ePABBOP2007/055994

4- Chl or obenzoi c acid, cycl ohex#necarbal dehyde, butyl
I socyani de and N-tert-butoxycarbonyl phenyl ene
b7 s to KBIHSH, 4 DirkHAybengiawpHecizpesnecarbaldehyde, 2,6

dinh A {1 At SRS Parhiemd N:t@ﬁnﬁﬁd)ﬁc%é9&13&%5{}1&&1%9&0&@%&): 498
| -2- (tetrahydro-pyran-4-yl)- acetam de I'n analogy to
ampl e 140, 4-Chl orobenzoic acid,
t et rahydr o- pyr an- 4- car bal dehyde, cycl ohexyl
Esonplansrle and N-tert-but oxycarbonyl phenyl ene
diamne. M5 (ES+): 452 (M+H). 10 Exanple 285 2-

| -2 . .

t e e oaaimidret ball Ay ehgsl Nt i fuoro-cyclohes)
agtapidecycl ohexyl - acetami de In anal ogy to exanpl e

140, 4-Chl orobenzoi c acid, cycl ohexanecar bal dehyde,

Gy £l QY 'exan'l;lﬁ@ ¢Y@N -1 RBBknzoic acid, cyclohexanecarbaldehyde, 1,1-Difluoro-
%2-an1no-5f hl or 0- 4- Iuogo-ggeqxgé-carb ﬁlﬁ.aCId '
VPR Piclobstade anfd-tefEbylessproasysphapiane disgiRp NS i ): 486
@‘v/[+ﬂ—g.'

(4- Chl or o- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl ]

%Hﬁbgbﬁ%clohexyl-acetanide I n anal ogy to exanple
E ,~ 4-Chl orobenzoi ¢ acid, cyclohexanecarbal dehyde,

cycl ohexyl isocyanide and (2-am no )
( :35LQd(*%b’@F%th@ﬂernz@aﬁ@amlcl-ﬁliizoFYF]@hFX%M%A@ﬁWQ-

MRIAHESH) -acetARick86 (M+H) . Exanpl e 287 2- [2-
(‘4- Chl or o- phenyl ) - benzoi m dazol -1-yl] -2-cycl ohexyl - N-

éi%%qagg%grﬁ%nﬁﬁé g%g%%&{?@%%ggg}- ?cy%ﬁ)hlegan%gg ﬁgghytdg, 1,1-Difluoro-
¢yoicpdmexauimbaxdnaladd Nt tet-bdtokgacyaybphdngtenaldiatrioe. p$ GE6+): 486
QQ%P?Ltert-butoxycarbonyl phenyl ene di am ne. M5 (ES+):

M+H) .  Exanpl e 288 2- [2-
£4-Chloro-phenyl)-benzoinidazol-l-yl]
zample26hexyl - N- cycl opr opyl - acet anmi de WD 2008/ 000643
PCT/ EP2007/ 055994 -103 In anal ogy to exanpl e 140,

€s) Q[ 00 ReRESpFridii y1) Beakaheda0E ¢ PANIEBYdehexyl-acetamide

cycl opropyl isocyanide and N-tert-butoxycarbonyl
Pnhaenn cl)g?rqg ezgalrr?p e r1]4?0, i\—@ngir%osr-ll-izétiné}g '§ci ,M;H)ohexanecarbaldehyde, 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+H).

Example 271
2,N-Dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-6-fluoro-benzoimidazol-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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Exanpl e 289 2, N-Di cycl ohexyl -2- [2-
(6-nor pholin-4-yl-pyridin-3-yl)-benzoi m dazol - |-yl]

w0 awevemsislie 5 I n anal ogy to exanple 140, PCT/EP2007/055994

6- Nbrpholinnicotinic aci d, cyabohexanecar bal dehyde,
%glohe i socyani de and N-tert-butoxycarbonyl

PhERjdvelebexsil-dniéribuorys- (4agethoxsphenylMbpyzoimidanpl byl ggetamide
(S)-2- [2- (4-Chloro-phenyl)-benzoi m dazol -1-yl]

Frearfa¥Sey @b exanh pl B4 44, t £ M ARG HS1ABY RRE, éyd/dﬂexarile@at@ﬁl%l%l@}['ﬂed@clohexyl

%&n""aﬁﬁs)eﬁm R gpéiﬂ%a% iyl 6@&7%%%? &%'thtﬁvzcslreatebN%ES+> 464

avidHN: t ert - but oxycar bonyl phenyl ene di ami ne. MS (ES+):
452 (MtH). Exanple 291 (S)-2, N-Di cycl ohexyl -2- [ 2-
esul f onyl - phenyl ) - benzoi ni dazol - [ -yl]
éém£§$2?%e 15 In analogy to exanple 140,
N@th%lsulfonyl)ben20|c acid

Diselohead ar Bal2detifigero-phgrolohngto-beaueimidagn- lapitacetamide
N—tert but oxycar bonyl phenyl ene diamne. M5 (ESt): 494

fﬂé\‘r@iglﬁ gykry axmhsle 298 1, §)D12u01{b8en201c acid, cyclohexanecarbaldehyde, cyclohexyl
or o nzoi
e e R Do IR AL b i - o (5 470

{Md+&Xanpl e 140, 4-Chl orobenzoic acid,
cycl ohexanecar bal dehyde, cycl opropyl isocyani de and
el t oxycar bonyl phenyl ene di anine. M5 (ES+): 408
%k ]%29EX npl e 293 2- [6-Chl oro- 2-
54-chloro pheny 3 5-fl uor o- benzoi m dazal -
N-Piyclohesyi2- (2- (23 dippeshgrarvhesyh) aﬁnﬂmryrbenzmﬂw dylbaretamide
In anal ogy to exanpl e 140, 4-Chl orobenzoic acid,
1redabdty do exapiyslan4dt- SarhaldeRystezoicayidl @‘aﬁih}ékanecarbaldehyde,

BB S e s Q- vingr ST par oY SP ARG acigjegt-butl ester. MS
i) - 44t(M+Hpst er. M5 (ES+): 505 (MrH). Exanple 294 WO
2008/ 000643 PCT/ EP2007/ 055994 - 104 (S)-2- [2-
ﬁémﬁ?&@?? phenyl ) - benzoi m dazol -1-yl] -N-cycl ohexyl -
ahydr o- pyran-4-yl)- acetam de In anal ogy to
exanmpl e | oy obenzqi ¢ _aci
25 525]%{91&}11@%%[& 2zet )élrﬁjg]egyﬁgalépyra;ﬂ}cﬁ Relir éxfy.}oro -benzoimidazol-1-yl]-
haaayidei de and N-tert-butoxycarbonyl phenyl ene
diamne. M5 (ES+): 452 5 (MtH). Exanple 295

In analogy to example 140, 1-Ethyl-3-methyl-1H-pyrazole-5-carboxylic acid,

+ 3

cyclohexanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic
acid tert-butyl ester. MS (ES+): 466 (M+H).

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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(S)-
[ 6- Chl or o- 2- (4- chl or o- phenyl ) -5-fl uor o- benzoi m dazol -1

WO 2008000643/ cl ohexyl - 2- (tetrahydro-pyran-4-yl) PCI/EP2007/055994

-acetam de In anal ogy to exanpbe-140, 4-Chl orobenzoic
acid, tetrahydro- gyran 4- car bal dehyde, 10 cycl ohex

I@Wﬁ@g}(@m@e 140, 4-Pyrazolecarboxylic acid, cyclohexanecarbalde yde,
373 I Qso% S OIHRr (5 Jﬂuﬂ@f@ﬂ@&% &K}E%hﬁ%@aé& ki-butyl ester. MS
% ZEﬂF ester M5 (ESH): . Exanpl e 296

(4- Chloro phenyl)-5,6-dif|uoro-benzoinidazol-l-yl]
ERampldi2z§ cl ohexyl - acetam de In anal ogy to exanple
140, 4-Chl orobenzoi c acid, cycl ohexanecar bal dehyde,

SXCLALERHLSRS LRSS0 (RS0 90 puorrbniidyel 11
aetanEde) : 487 (M+H). Exanple 297 (S)-2- [2-
(5- Chl oro-t hi ophen-2-yl)-benzoi m dazol - 1-yl ]

frearl ¢hy QY SxLMAX Y 4o, aCSIAMA81- 1 Hp ﬁﬁ‘ﬂil@g%ai&xgl&adﬁﬂ e

140, th|o hene- 2- car boxyl i cid

gqhsﬁaéssa%f FM%%/HG)EW B9eIeg ﬁ@ §81-}9%§ i orapgenyl)-carbamic
%hde&tbbutamydﬂﬁdﬁﬁy 4pheviyiBne dlanlne %S (ES+).
456 (MrH). Exanple 298 (S)-2, N-Di cycl ohexyl -

i fluoro-phenyl)-6- fluoro ben20|n1dazol 1-yl]-

Eéﬂ%é&?éﬂ In anal ogy to exanple 140,

3- Di f] uorobenzoi ¢ aci d, cycl ohexanecar bal dehyde,
é,%pemfélpypxylﬁ5 6rf§5g9§n63d1@eﬁwblsoxazol 5-yl)-benzoimidazol-1-yl]-acetamide

(2-am no-4-fl uoro-phenyl)-carbam c acid tert-butyl

ﬁSir&'Iogy"t@e}(aE@ﬂ} 146 TOM Mt iboxati@BRh o P &id,

E}Qflo f(%}e{saréﬁlgﬁ]%,}fdf (‘é/cl'opa)slll bsofyéﬂkd& aﬂﬁdé%\fl}}m‘ﬂ_ 4yf|hjoro phenyl)-carbamic
adid aycbolybesydr- KIS (Eg€): dpeilyH)acet am de WO 2008/ 000643

PCT/ EP2007/ 055994 -105 In anal ogy to exanpl e 140,

ﬂﬁgﬁg% @en20|c aci d, cycl opent anecar bal dehyde,

cyc exy |socyan|de and

52 am no- 4 chl or o- 5-f | uor o- phenyl ) - carbam c_aci d

N-Pigyglohexyd2t [§rfluaye 2-(1Espyrrol 3gl) thompgimidazgin tval-agtrnzide
(S)-2-[6-Chl oro-2-(4-chl oro-phenyl)-5-fl uoro-benzoinmd
Hiziﬂa'ldgy)tb Exdwefit M@i Byrasté-d-cafyosdiadhexy, |c?<m)lﬂe&alhétaﬂﬂﬁieﬁ9d/e

lﬂ%gﬁygp%ﬂcya[rgcg C%( Ogégltgﬁgﬁﬁégrlocphae%lyg caﬁ)amlc acid tert-butyl ester. MS
éEﬁ+r)o42£B-(d'yh+Id}o 5-fl uoro- phenyl )-carbam ¢ acid
tert-butyl ester. M5 (ESt): 491 (M+H). Exanple 301

Example 281

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 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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10
(S)-2-[6-Chl oro-2-(4-chl oro-phenyl)-5-fl uoro-benzoimd

W@2@B/0006y3 | - N- cycl ohexyl - 2- cycl opent yl - acet anPGBEP2907/055994

anal ogy to exanpl e 140, 4-Chl-aobbenzoic acid,

C d;;rentanecarbaldehy cycl ohexyl |socyan|de and
KéButy|-#d2 44-shlosp ghsayl)-hereipivargit ) i 4r tyaleliexeicamide

tert-butyl ester. M5 (ES+): 489 (M+tH). 15 Exanple 302

t?rrzat{liil_?o t4 egﬁlﬁ%i ‘Plll(!);kgg%ﬁg&rrnogenfzbié(a&@' %%ﬁkﬁe%ﬁﬂhe&&' Hutyl
s YN RS ShEm P L LSBEDSRL £ By gpor.

of cycl ohexanecar bal dehyde (168.3 ng, 1.5 mol, 1.5
Expmple 284 cycl ohexyl isocyanide (109.2 g, 1 nmol, 1
equiv ) and (2-am no-5-fl uoro-phenyl)-carbamc acid

LSBT S A TR Sl Ay 1

ture for 16 hours. The sol vent was evaporated
and the crude product extracted fromethyl acetate

ﬁﬂéjﬂa v thlatdeile 14’(5 t@Chﬁﬁ@l%r@bicQ&deettﬁHﬁir Gégrm -g- cbﬂ))éﬁfehyde,
ue

porat t he sol ven resi t ake

b N A B8 452
equru.) and Tetrakrs(trrphenylphosphrne)palladrum
(231.1ng, 0.2 mmol, 0.2 equiv.) were added and 25 the
ﬂ}%ﬁ Legstirred at roomtenperature for 3 hours. The

nt was evaporated and the crude product
extracted frometh acetate and ag. NaHCQ3. Afte

2dp&ihderogh (hehlorpp ng)nt @“Play@t‘fnzaﬁﬂldé%‘ar}o}’latzr%t‘?l%’ﬁlohﬁ@’l'

sekagidk, the residue was taken up in acetic acid. The
m xture was stirred at 80C for 16 hours The sol vent

orat roduct
B Eloeas SRtnile 206 L CRIRE TG ser Rt e edibplgshy dg pyclobexyt
Boq{anfﬂe and (2-amino-5-chloro-4-fluoro-phenyl)-carbamic acid tert-butyl ester. MS
ycIohexyIcarbanoyI met hyl ) -5, 6-di fl uoro-1
gﬁ%@ ZOIﬂ]Jg§0| - benzoic acid nethyl ester WO
2008/ 000643 PCT/EP2007/055994 - 106 In analogy to
88440, Phthalic acid nononethyl ester,

cycl ohexanecar bal dehyde, cycl ohexyl |socyan|de and
2224’@@01@01‘04[)%?]')fﬂ,&ﬂﬁﬁro&hb@tyio)mﬁﬁlz&aml]—Zﬂﬂidicyclohexyl—acetamide
tert-butyl ester. M (ES+): 510 (MtH). Exanple 304 5
ﬁr]i%%?)cﬁ}%g le)%h ep élééé(f Eg?or? efnlzorilf,:cllragld C}{%O Iggaglgc%léglﬁt%dg,zc%lzlohexyl
Pbgeodbmodabﬁdnnoﬂéhbﬂe&anemawbahdemydegdavtbohemym:NB(ES+)

gx and (2-am no-4, 5-difl uoro-phenyl)-carbamc
aC| tert butyI ester. M5 (ES+): 453 (MtH). Exanple
305 2- [2-
(5-Chl oro-thi ophen-2-yl)-5, 6-di fl uoro-benzoi m dazol -
[ -yl'] -2, N-dicycl ohexyl -
Example 287

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+H).

Example 288

2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-cyclopropyl-acetamide



10

15

20

25

10 acetam de In anal ogy to exanpl e 140,
5- Chl or ot hi ophene- 2- car boxyl i ¢ aci d,

weymBoexanecar bal dehyde, cycl ohexyl isocyani deCEHRB2007/055994

(2-am no -4, 5-difluoro-phenyl)o3carbam c acid

tert-butyl ester. M E8+g 493 (M+H). Exanple 306 15
In analogy to example 140, 4-Chlorobenzoic acid, cyclohexanecarbaldehyde, cyclopropyl

[s6/GhidRaa (&Y 5 RRRxY rg/l/ﬁlllé?l'i}l%lﬁkf cAfiRarmay (9wt g vt o)

fl uoro-1H benzoi m dazol -benzoi ¢ acid nethy
E%%g%%ln anal ogy to exanpl e 140 Pht hal i c acid
ﬁ%l ester, cycl ohexanecarbal dehyde, cycl ohexyl
i socyani de and
2. X Bidyalohdxyd 121 [@F (6-1hefghotin ot plhgmidin -3ed)-bamotmalaza- 1-yl]-acetamide
tert-butyl ester. M5 (ES+): 526 (M+H). 20 Exanpl e 307

%“e"‘“&?%’rt T B L s v 1P Tt L et e
oychehgiod yeorcrnedaandd dermmiugiy carhorn b egieneslianiagphe (éﬁﬁ) 502
Arepol i ¢ Acid, cycl ohexanecar bal dehyde, cycl ohexyl
| socyani de and
E ngg 4-chl oro- 5-f | uor o- phenyl ) -carbam c acid

91 ester. M5 (ES+): 469 (M+H). 25 Exanpl e 308

(56 -2 @i Ghlor ¢-ph amyd}- Berpppimidiane] 31yl 2bayalpb e xyil-ha ttetrallydrb)pyran-4-yl)-

ﬁzgmg!gyclohexyl acetanm de |In analogy to exanple 140,
cotinic Acid, cycl ohexanecarbal dehyde, cycl ohexyl

|soc ani de a

%0 ﬂx%ltrllﬂ’léll‘é(l st-fhlssplrnzpisdgid) crelohssaneearheldehyde, 4-isocyano-

teﬁrh ESEN-teDutd-FSb ) diaA20BB/ERPNG43 (M+H).
pc% T BEsg0A 0T Exanple 300 2. e AR (VD

5-fluoro-2-pyridin yl - benzoi m dazol -
XV?B ggﬂ-dicyclohexyl-acetanide In anal ogy to

exanpl e 140, Isonicotinic Acid,
65) A, 5 HRix pelelveay b [ A hryakthansydfatyb phenylj-bowpaniddeoldnyl ] -acetamide
(2-am no- 4-chl or o-5-f 1l uor o- phenyl )-carbam c acid

tr?iﬁa‘l%?&bf E}F iy l@ i 40, M3(MetHyERFdnyl Rz M, cy B RERh&ah ¥ ehyde,

€8 Q%w AT ey ibptasyeirhond Phenddiemianns Mp(fpt): 494
¢M+MNdi cycl ohexyl - acetam de 10 I n anal ogy to exanple
140, 3-Chl or ot hi ophene- 2-car boxylic aci d,

necar bal dehyde, cycl ohexyl isocyani de and
F 15@12g?4 chl oro-5-fl uor o- phenyl)- carbam c acid

tert-butyl ester. M5 (ES+): 509 SN%FD. Exanpl e 311
(S)-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 isocyanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic acid tert-butyl
ester. MS (ES+): 505 (M+H).

Example 294
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2- [6-Chl oro- 2-
(5-chl oro-thi ophen-2-yl)-5-fl uoro-benzoi m dazol - 1-yl ]

W0 200Bl00lieey/cl ohexyl - 15 acetanmi de I n anal ogy toPERERPDE055994

140, 5-Chl or ot hi ophene-2-carbagylic acid,
%%clohexanecarbaldehydez cycl ohexyl isocyani de and

(=22l tfoChlozeripbewd 5bénzgamislaptlelnyll-N-cycdehtrayi 2 (tgtrially dro-pyran-4-yl)-
etdmiaet yl ester. M5 (ES+): 509 (M+H). Exanple 312 20
(S)-2-[6-Chl oro-2-(4-chl oro-phenyl)-5-fl uoro-benzoinmd

zol -1 -yl]-3-ethyl - anoi c . aci,d cycl phexyl am d
Ganaingy t?%xaé&lﬁﬁﬁi ‘E?ﬁora-e@%msra&éew Bhdrag ,n-4-carebal£hyde>
Srciihlayyl wsic yarad ety aert-byied gbakyhyl pheodarrniidrinandsS (ES+): 452
ElgH?ﬁ] no- 4- chl or o- 5-f I uor o- phenyl ) - carbam ¢ aci d

ert-butyl ester. M5 (ES+): 491 (M+H). 25 Exanple 313
2- [6-Chl oro-5-fl uoro-2-

Examplg@PD- phenyl ) - benzoi m dazol - |-yl ]

-2, N-di cycl ohexyl - acetam de WO 2008/ 000643

Ry F2RR76-053 %8 oro- ﬁyl')ﬁ—mb%ﬂzéiﬁli&&%mhzﬂ -N4Yclohexyl-2-
4- Fl %obenzm c..acid, 'Séd ohexanecar bal dehyde,
EyerfERpYan-4ybiAcaaEdGnd

(2-am no- 4-chl or o-5-f | uor o- phenyl ) -carbam c aci d

freartal dyytty bxaasple 1 40, MSCh{de&dnzoid Adid( febrbhydrexxamgpl-¢-c3ibdldshyde,

rhdteit L& Yl Renzal sk ;- & ! ,
?xch%f%ﬁils?éga%a%y bl Bl ot et A bunyl
eaterl MG EB0):éRamdH&l)140, 4- Chl or obenzoi ¢ aci d,
cycl ohexanecar bal dehyde, 1-isopropyl- 2-nethyl propyl
Egaspanbgle and N-tert-butoxycarbonyl phenyl ene
diamne. M5 (ES+): 466 (M+H). 10 Exanple 315 2-

(5126 B CoBresmpril s rdiBrerodhsizeimiteretril 2 flicydlohexyl-acetamide

-2-cycl ohexyl -N- cycl opentyl -acetam de I n anal ogy to
bxarbigy td 4Oymple G, ot-Obbmalzinzomarid, cyclohexanecarbaldehyde, cyclohexyl

Eé&g?ﬂﬁ%éﬁg?%—%&gl?%gg?%ﬁﬁorogyl%?gﬁgﬁlyalmlc' 88‘%&@'8%%3 esqg}(.jMS (ES+):

uor o- -carbamic a
BrMptyl ester. M5 15 (ES+): 489 (MrH). Exanpl e 316
2- [2-

Edamle 09P- phenyl ) - 5, 6- di f | uor o- benzoi m dazol - 1-yl ]
-N-cycl ohexyl -2- (tetrahydro- pyran-4-yl) -acetam de

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

In analogy to example 140, 5-Chlorothiophene-2-carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and N-tert-butoxycarbonyl phenylene
diamine. MS (ES+): 456 (M+H).

Example 298
(S)-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-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-

cyclopentyl-acetamide
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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, 20 cycl ohexyl

WO swspemiile and (2-am no-4, 5-di fl uoro-phenyl ) - BEF/BR2ODT055994

acid tert- butyl ester. M (E$6j: 488 (M+H). Exanple
317 (S)-2- -
[margitgyrte em@}ﬁy 130, 54-Chlpgpleenzers acidniygopentanedprljaldehyde, cyclohexyl

is8e }%R‘l'eca}iﬁ [ PRRNNS-12BESBIH- ﬂ@oroh{heﬁ?@lc‘afﬁén{l@aﬁef@é'fpl)ﬁtyl ester. MS
oroben20|c aci d, cycl ohexanecar bal dehyde,

+Hpg I socyani de and
(2- an1no 5-fl uoro-phenyl)-carbamc acid allyl ester.
Mangpd&s)o 468 (MrH). Exanple 318 2- [2-
(4- Chl or o- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl ]

6 S UL RRES E e B P Rica YR il S B aca
echohsikgamide,  4- Chl or obenzoi ¢ aci d,

cycl ohexanecar bal dehyde, 4-isocyano- tetrahydro-pyran
Bghal oy Qmeﬂﬁ’nplé 140, 94-ChiRbBerR bR AYI) h&@ﬁﬂagﬁ)h@ﬂl ‘i’socyamde and (2-

%r?l{r}o—é?—cﬁl%ro %Sﬁuoro p[ﬁsnyd E21Sr-|l;am1c4e§c?d fert- butyl ester. q&g ?E53+]) 491 (M+H).

[ 6- Chl or 0- 2- (4- chl or o- phenyl ) - 5-fl uor o- benzoi m dazol -1
Eydmhpl2 38y cl ohexyl - N- (tetrahydro-pyran-4-yl)-acetam de
I n anal ogy to exanple 140, 4-Chl orobenzoic acid,

S phenarassy ol ey SAMORIG S SL LRI A2
extapepti-pretamider . VS (ESH) 505 (M-H) . 10 Exanpl e 320
2, N-Di cycl ohexyl -2- [2-

(ﬁa&n@ttb YkaRH10 0400 h@@hlarol%n@oi@la&kly@rcmpbﬁtaﬁéuamaqi@mﬂe, Lyclohexyl

Boby i ROT L OBz o Lo o Horoa e SHER B A P akhybester. MS
dyBDohEMyJ+H$ocyan|de and (2-am no

-4,5-di fl uoro-phenyl)-carbanm c acid tert-butyl ester.

+): 495 (M+H). Ex le 321
%’?ﬂh@ %5% z)hexyl (2 FDZ e

3-di net hyl am no- phenyl ) -6-fl uoro-benzoi m dazol - 1-yl ]
%ﬁ@%r@d)heﬁy]aéﬂwy he@Z@;@gﬁﬁO@lﬂbZ N-dicyclohexyl-acetamide

3- Di met hyl am nobenzoi ¢ aci d, cycl ohexanecar bal dehyde,
2T 6xbEotrexydid (1S6GYaLI ldﬁnﬁind equiv.) was added to a solution of

éyél m?(g]n'%él b%llééll;sdf) (ﬁw %1,%_}_“)% %Ergca)lml e%ﬁfv cycfothexylf 1s)c/)cyan1de (109.2 g,
1 mmol, 1 equiv.) and (2-amino-5-fluoro-phenyl)-carbamic acid allyl ester (210.2 mg, 1
mmol, 1 equiv.) in methanol (15 mL) and the mixture was stirred at room temperature for
16 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 Acetonitril. Morpholine (435.5 mg. 5mmol, 5 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. NaHCOs. 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 322 2- [ 2-
(4- Chl oro- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl ]

WO 2008paleahexyl - N- (1-isopropyl -2- mnet hyl - pr opyP¢T/EP2007/055994

-acetam de 25 In anal ogy to exaepl e 140,

4- Chl or obenzoi c acid, cycl ohexanecarbal dehyde,

in anpdqaydpyramiple féd, HRhthalispgid neneyathykstesraicloRexanteagbal dehyde,
cﬁlcﬁle lflé&gﬁ@ﬁﬁ%ﬁlaﬁnﬁ@f@ﬁmfﬁm% Eﬁeﬁﬁf EarBathi acideett®utyl ester.

Exanpl e 323 | or o- 2-
VR @srb0

M) 5-fl uor o- benzoi m dazol - 1-yl ]
-2-cycl ohexyl -N- (1- 30
Esonplepy4d - 2- et hyl - propyl ) - acet am de WO 2008/ 000643
PCT/ EP2007/ 055994 - 110 In anal ogy to exanpl e 140,
[
A 2 o PO PR AR ARy )-acetamide
éﬁ am no- 4- chl or o- 5- quoro phenyl)-carbamic acid tert-
oggp gamp}gl@(}g@yeco@;g gc1@wﬂphe)g;@gq@plpaédejpyde, gyclohexyl isocyanide
@z A3 irfehd, Srdef RIFE Htleh 71 P-cOrblinfid Ad R DB fEr VIR QESﬂl) ¥43 (M+H).
-2, N-dlcyclohexyl acetanlde I n anal ogy to exanple
%40 Ioroben20|c aci d, cycl ohexanecar bal dehyde,
i socyani de and (2-am no
-4 5- d|f|uoro-phenyl)-carbanic acid tert-butyl ester.
ME2-( ESHoro-thBiphemeH)l)-5 Bxdifipbre-BaBoittidazol-1-yl]-2,N-dicyclohexyl-
%k%%ﬁﬁ - Chl or o- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl
i cycl ohexyl -acetam de |In analogy to exanple
140, 2- Chl or obenzoi c aci d, | ohexanecar bal dehyde,
Byaanestg example d4tn-gsl Oaﬁ@uq%leaﬁﬂrf@rboxy lic acid,

1&@&&&&@5@%@@ doheaf tsaas}aﬁlcﬂcahd (bantin®utsydiflastephenyl)-

wsy&ggf Kkﬁﬂﬁ%%ﬁgﬂ??a@$§%§5(§ﬁﬁﬁggﬁg phenyl ) - benzoi m d

azol -1-yl]-2, Ndi cycl ohexyl - acetam de I n anal ogy to
Exanple 80440, 4- Fl uor obenzoi c aci d,
cycl ohexanecar bal dehyde, cycl ohexyl isocyanide and

¢ %6 RIFES- ﬁ(@@ﬂoﬂ@%‘l ?/éélbﬁ@{gRaﬂJ&ﬁ‘ﬂ)}}'l %nﬁil%lpgrﬁu%ggﬂdﬁ)enzmmldazol 2-

tert-butyl
Y'$)bepzoig acid methyl ester

(4- Chl or o- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl ]
hNarﬁﬂ(&ébel exathple 144, t Bthahydtdompysaschgt détel, cy@l@ﬁéﬁﬁk@@bdl(ﬂbhyde,

fyé: % dﬁt,ogyﬁ 2%1'%(22’%1?1618{46%1'9%29 kﬂ%ngOOIpﬁenyf) carbamic acid tert-butyl
ester. 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
(ES+): 469 (M+H).

Example 308
2-(6-Chloro-5-fluoro-2-pyridin-3-yl-benzoimidazol-1-yl)-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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cycl ohexyl isocyanide and (2-am no
-4,5-di fluoro-phenyl)-carbamc acid tert-butyl ester.

WQ2008B006ES+) : 488 (M+H). Exanpl e 328 2- [ 2- PCT/EP2007/055994

(4- Chl or o- phenyl ) - 5-f | uor o- benapi m dazol - 1-yl |

- N-cycl ohexyl -2- (tetrahydro-pyran- 4-yl)-acetam de WO
Boogple60%43 PCT/ EP2007/ 055994 - 111 In analogy to
exanpl e 302, 4-Chl orobenzoic acid,

QQSI@MEQﬂQUJ@ZIEﬁlﬁﬁLP lg@{%ﬂﬁ}daz&mcifl?’bwﬂh cyclohexyl-acetamide
|socyan|de and (2-am no-5-fl uoro-phenyl)-carbamc 'acid

| ] ester 470

B prilos Tesrimls HESP ety abHboblohS R ES R yloRex

By«:ylanfde)aylﬂ-@—a(mm A athywp - fiysr@rphedyly i hrtanet asd det-batyl ester. MS
Lo anpl e 140, 4-Chl orobenzoic acid,

ﬁ%%péﬁéébgﬂgéran-4-carbaldehyde, cycl ohexyl

i socyani de and (2-am no-4-fl uoro-phenyl)-carbamc acid

tert-butyl ester. M5 (ES+): 470 (M+rH). 10 Exanple 330

2- [2- (4-Chloro-phenyl)-6-fluoro-benzoi m dazol -1-yl]

EdmfpleBodexyl - 2- (tetrahydro-pyran- 2-yl)-acetanmide In

anal ogy to exanple 140, 4-Chl orobenzoic acid,

P bt PR fu T o AR bl 2 alepplohen-

se@tamidat vl ester MS 15 (ES+): 470 (M+H). Exanple 331
2- [6-Chl oro- 2-

I Qﬁﬁ@ I qQQ? 1]
ﬁlmﬁm%ﬁg exy g}QOEZFP§96@H pé?gﬁk'-y lc%%%etan1d
@ﬁmfﬁweﬁf élféalmeec‘/ﬂ&bexy 1swa8}d@@@ﬁ£%1awla@w4ochloro 5-
tebiIde AW A gt AP E HehsodaM-2Q@).cycl ohexyl
i socyani de and
& qggg 4-chl oro- 5-f | uor o- phenyl ) -carbam c acid

Yl ester. MB (ES+) 505 (MH). Exanpl e 332
(S)-2, N-Di cycl ohexyl -
{Zﬁéﬂmol - élﬁometlhyphemhz—vbﬁeﬁu(zmybe)mbiaﬁd@omlddﬂzl;N—dicyclohexyl—
b detan@get am de 25 In anal ogy to exanple 140,
3- Met hyl - 2-t hi ophenecar boxyl i ¢ aci d,
cycl hexanecarbaldeh ycl ohexyl |socyan|de and

gido cxaniple Q- %ﬁgﬁypsiﬂ%%%% @rboxgiiagdr t - but yl

Q&I&fexaﬂh@arbﬂﬁéﬁyde@élohwyﬂsocyamde and (2-amino-4-chloro-5-fluoro-phenyl)-

carbamic acid tert-butyl ester. MS (ES+): 509 (M+H).

e In
tfluoro-phenyl)-

Example 312

(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-3-ethyl-pentanoic
acid cyclohexylamide

In analogy to example 140, 4-Chlorobenzoic 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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Exanpl e 333 (S)-2- [2-
(2- Chl oro- phenyl ) -5, 6-di fl uor o- benzoi m dazol - 1-yl ]

WO 290Bloalieay/ cl ohexyl - acet am de WD 2008/ 000643  PCT/EP2007/055994

PCT/ EP2007/ 055994 - 112 In ana$§ogy to exanpl e 140,

2- Chl orobenzoi ¢ aci d, cycl ohexanecar bal dehyde,
byanabteatg exange d4&m- B@ogﬁd&ng@c aﬁdmclohexanecarbaldehyde, cyclohexyl

1sf}cy§nﬁll' )ahH @5 gnﬁﬁ(@M?YJlﬂor%Xafaﬁ%éFg &lg ctaﬁfeﬁmp WY ker@BLBT ester. MS
Egﬁﬂhﬁ%§@4ﬁ%lphenyl).5 fl uoro- ben20|n1dazol 1-yl]-N-cy

cl ohexyl - 2-(tetrahydro- pyran-4-yl)-acetamde In
Brahplgpl14 0 exanpl e 302, 4-Chl orobenzoi c acid,

t et rahydr o- pyran- 4- car bal dehyde, cycl ohexyl

5 3953 615 ANh ARG YR 2 PAGIN NG RATL G bk

popPyh- ath;gmlde
(4- Chl or o- phenyl ) - 6-f | uor o- benzoi m dazol - 1-yl ]

Tr\arfaYe QB@X%tYﬂl plé14d, tft}hﬂﬂb@&l@md&lﬂ g%ﬂk&necﬁﬁﬁﬂ&mdgel isopropyl-
(0] ex ro Z0 a
#é?ertgﬂ%)% Lisoyapida ngeiﬁﬁrtd%w%ar ﬁliﬂ%ﬁ‘ﬁ%lﬂ}? lafiine. MS (ES+): 466

(™e€yani de and (2-am no-4-fl uoro-phenyl)-carbamc acid
tert-butyl ester. M5 15 (ESt): 470 (M+H). Exanple 336

%%%Eﬁ$gé% phenyl) 6- fl uor o- benzoi m dazol - 1-yl ]
cycl ohex (R) -tetrahydro- pyran-2-yl-acetam de

4:1156 1993 ( @lﬂel%ahbfrlﬁfl)ﬁr@uom benzgmeidarol di-dll-3cdyglohexyl-N-

HrigRiKAlLeetiyi®N- 2- car bal dehyde, 20 cycl ohexyl
i’ socyani de and (2-am no-4-fl uoro- phenyl) carbanic acid

EI%&a@bgljlrtt exaerr%le 140, I\PChforgbe)nzofézg cycml'exenacangalgehy%ie, cyclopentyl

{sdey@hideraad hramyhg-4&htdrodr-fudenzenpl) dadainid agidl fert-butyl ester. MS

Q%hsy Rf b 2- (S)-tetrahydro- pyran-2-yl-acetam de
I'n"anal ogy to exanpl e 140, 4-Chl orobenzoic acid,

tetrahydr o- pyran- 2- car bal dehyde, cycl ohexyl

Exwepladlele and (2- ami no- 4-fl uor o- phenyl ) - car bani ¢ aci d

tert-butyl ester. M5 (ES+): 470 (M+H). Exanple 338 2-

b22-(4 @h%of;mn h e Bifhioré-beiRiodmRRRAEI0I - gl] Wf«;loﬂexyl 3-(tetrahydro-

b&gﬁlf%?aaﬂ%nl - (tetrahydro-pyran- acet am de

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 317
(S)-2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-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-difluoro-benzoimidazol-1-yl]-2-cyclohexyl-N-(tetrahydro-
pyran-4-yl)-acetamide
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WO 2008/ 000643 PCT/ EP2007/ 055994 -113 In analogy to
exanpl e 302, 4-Chl orobenzoic acid,

WO 2aosabnsdy o- pyr an- 2- car bal dehyde, cycl ohexyl PCT/EP2007/055994

i socyani de and (2 am no- 5-f | uan®- phenyl ) - carbanic acid

aIIyI ester. 5ES+) 470 (M+H) . Exanple 339
n ppairey e Exsteply Il 4-4-Ch{@olendpichrids mmlil@weyarbalddmdewlsocyano-
JQ:%K&H ﬁncﬂ-(ﬂirhln%cﬁg—@'iﬂlﬂﬁo phenAN2hBaMid RiEXAIPIS ester. MS

-Di chloroben20|c acid
é?@ﬂdﬁ@%gﬁggbrbaldehyde cyclohexyl i socyani de and
(2-am no- 4- met hoxy- phenyl)-carbamc acid tert-butyl
Bsimple 3M5 (ES+): 514 (M+H). Exanple 340 10
2-[2-(4-Chl oro- phenyl ) - 6- nethoxy benzoi m dazol -1-yl]-2

A R S T P S g
Ety@ah»fdéﬂwran-éﬂbye&nﬁaaedgnd
(2- am no- 4- net hoxy- phenyl )-carbam c acid tert-butyl

ﬁﬁi&'[o VS exdasptd 140, %@h(%@nzo@é@ﬂp& lcﬁéﬂarﬁb@arbalde}gde, 4-isocyano-

Chloro hi o oXY- zol m
&et{?ﬁyér@ T EYLIOHE gr <ot S PRAaT S Vntccsladatert “butyl ester.
B h-& 5040M+31)Chl or o- t hi ophene- 2- car boxyl i ¢ aci d,
cycl ohexanecar bal dehyde, cycl ohexyl isocyani de and

- A - 4- met hoxy- phenyl )- carbam c acid tert-butyl
g%?“gﬁeg?% (ES+): 486 (M+H). 20 Exanple 342 2- [2-

3- Chl or o- 4- met hoxy- phenyl ) - 6- met hoxy- benzoi m dazo] - 1-
§/N-D1c2/,cl|qha$‘/é32cﬂ2dﬁe«£methymmmhfeyll)ﬁ %ﬁéluegybwoeaamlel-yll-
d40amide Chl or o- 4- met hoxybenzoi ¢ aci d,
cycl ohexanecar bal dehyde, cyclohexyl i socyani de and

carham c. aci,d t t but

2- am no- 4- net hox e
é%? ogyl\)%exaélgpl% E@Q’F)ao Bé %th Wo eE%%lﬁﬁflg ¥4 Exanf?‘\ﬂ)aldehyde,
i dbekd i@ Barfi d axorda 2 pineing | 4), 5-ifluet drpk yn e carbanicdaidak rt buyyl ester.
hexyl - acetam de WO 2008/ 000643
&k%?éﬁggggf%@gg - 114 I n anal ogy to exanple 140,
4- Chl or o- 3-f| uor obenzoi ¢ acid,

Ey@ﬁbﬁé&bnecarbaldehyde cyclohexyl i socyani de and
(2- am no- 4- net hoxy- phenyl ) -carbam c acid tert-butyl

238 Plicycldhexyl-2-[2-(3-dimethylamino-phenyl)-6-fluoro-benzoimidazol-1-yl]-

acetamide

In analogy to example 140, 3-Dimethylaminobenzoic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and (2-amino-4-fluoro-phenyl)-carbamic acid 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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(ES+): 498 (M+H). Exanple 344 5
2- Cycl ohexyl - N-cycl opentyl - 2-[ 2- (3, 4-di chl or o- phenyl ) -

W@®@20080b68%3/ - benzoi m dazol - 1-yl ] - acetam de | n apal/BBRO0T/e55994

exanpl e 140, 3, 4-Di chl orobenzaie- acid

cycl ohenxanecar bal deh cycl opent |socyan|de and

[rpangdagydo axavenlh 8- %ﬁéhypber@anc@alm eycmbiexpreegrbaldehyge, 1-isopropyl-

@%&ﬁiﬂprd}@l S 1)11de ke (4- M‘h‘i’ﬁo 4%91055@%&031ﬂ§ny1) carbamic acid tert-
Iopenty -2- [2-

%W “H?&Wﬁéﬁ Qﬂ 1. met hoxy- benzoi mi dazol - 1-yl] -

acetamde In analogy to exanple 140,

Bxa#nple 8P4 or obenzoi ¢ aci d, cycl opent anecar bal dehyde,

cycl ohexyl i socyani de and

-4- - : eft - .
&—i%—i@dﬂ)%g%—ﬂi%ﬁ‘l?@—?’ g— HJ?@%&%ME‘L%;BQE;&- fa—?g—c%lﬁ—éﬁé'cn)ﬁ%wl— acetamide
§4 Chl or o- phenyl) 6 net hoxy- benzoi m dazol -

@yzg*/dﬁ exapplrg ¢4 %M@@qmoa@é@aﬁﬁ@@q@e@m aléglvxdwydohexyl

R ahdQ2- aﬂn@h@[&lﬂﬁaﬁppl‘i‘erﬁgk‘%rbamlc acid tert-butyl ester. MS (ES+):

%%, ﬁganecarbaldehyde cycl opentyl 20 isocyani de
dhg? m no- 4- met hoxy- phenyl ) -carbam c aci d

tert-butyl ester. M5 (ESt+): 466 (M+H). Exanple 347 2-
E2amyl83&H| or o- phenyl ) - 6- met hoxy- benzoi m dazol - 1-yl ]
-2, N-di cycl ohexyl -acetam de In analogy to exanple

39%2 %h%l{o%%@?ﬂ 2506 ke beﬁ%)%%gélap 251 EE"IQ %@%ﬂ%@?yl acetamide

I"ohex i’'socyani de
2 an1no 4- et hox g henyl )-carbamc acid tert-butyl
ogypgge)@:_:gqu 14 4£ ZO]E)@alﬁ-pq:}@ obgganecarbaldehyde, cyclohexyl

ﬁoi‘yl'aad@)éﬁﬂ opantiyd-43- dlﬁaoro -phenyl)-carbamic acid tert-but f]l ester. MS (ES+):

£§7éﬁ hﬁhloro phenyl ) - 6- met hoxy- benzoi m dazol -
ahde WO 2008/ 000643 PCT/ EP2007/ 055994 - 115 In

anal ogy to exanple 140, 3,4-D chl orobenzoic acid,
Eyohplp8d¢ anecar bal dehyde, cycl opentyl isocyani de and
(2- am no- 4- net hoxy- phenyl )-carbam c acid tert-butyl

g:ﬁtZe [6- (L{hiéhﬁ) %%()f% 24(%6111.(% :%-enﬁ)f %@H&(ﬁmﬁf‘ﬁof’l Zl] -2.N- dlqjclohexyl—

or o- phenyl ) t hokxy-benzol m da
1éﬁexyl 2- cyclopentyl acet am de

In analogy to example 140, 4-Fluorobenzoic 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-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-difluoro-phenyl)-carbamic acid tert-butyl ester.
MS (ES+): 488 (M+H).

Example 328

2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-(tetrahydro-pyran-
4-yl)-acetamide
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I n anal ogy to exanpl e 140, 4-Chl orobenzoic acid,
cycl opent anecar bal dehyde, cycl ohexyl isocyani de and

W@ 20081000043 4- met hoxy- phenyl ) - carbam ¢ aci d t er t POUERI007/055994

ester. M5 (ES+) 466 (M+H) . -1®1Exanple 350 2- [2-
§4 Chl or o- 3-f | uor o- fhenyl 6- met hoxy- benzoi m dazol - ﬁ
1] anajogyye kxirenly PON-4-Ehkirobrevioiglacidewtrahydie- Hynaraﬁaiprbgide yde,

t 1&9&%;51940% G arfit (SR 8- ﬁﬂﬁ&%%@?’?%@f&nﬁ@ hdd allyl ester. MS (ES+):
C%f hexanecarbaldehyde cycl opentyl isocyani de and

Ho- 4- nmet hoxy- phenyl ) -carbam c acid tert-butyl
ester 15 M5 (ES+): 484 (M+H). Exanple 351 2- [ 2-
Earijple 329- 4- met hoxy- phenyl ) - 6- net hoxy- benzoi mi dazol -
yI] -2-cycl ohexyl -N- cycl opentyl -acetam de In analogy

SR A Ao PRI BB 2 o vrn

4y -qcetaanieo- 4- nethoxy phenyl ) -carbami ¢ acid
tert-butyl ester. M (ES+): 496 (M+H). Exanple 352

B Drald o5 %6 boheXY h4@-4-CRtorobenzoic acid, tetrahydro pilran -4-carbaldehyde,

il lwﬁa'?%'fryaﬁcﬁﬁoag”@%??é&%ﬁ&%‘nﬁ%‘i‘r it i s e MS

ekd+d; 40yoi-eexanecar bal dehyde, cycl ohexyl 25
i socyani de and (2-am no-4- et hoxy- phenyl)-carbam c

g%%g%&g?g-butyl ester. M5 (ES+): 464 (M+H). Exanple

53 Chl or o- phenyl ) - 6- met hoxy- benzoi m dazol - 1-yl ]
42 héfrreydghenn)r,é;vﬂwpémwunlé@@! Arvilid- v@@e&éﬂe@@mdro pyran-

Eg@ﬁg@%9934055994 - 116 I n anal ogy to exanple 140,
| or obenzoi ¢ acid, cycl ohexanecar bal dehyde,

By o Famatt 35 %ﬁgﬁﬁen&a&c@% teraydyoRaFan Bispyeldehyde,

egtahexyl Mo cydnSde) dnd (26tmif-)luorax@galie-c3thhnhc acid tert-butyl ester. MS

ﬁéﬁ?i%j(ﬁ&ﬁ&o' 4- et hOXY- phenyl ) - 6- met hoxy- benzoi nmi daz

cl ohexyl -2- cycl opentyl -acetam de In
anal ogy to exanpl e 140 3- Chl or 0- 4- met hoxybenzoi c
Eﬁﬂﬁﬁﬂeé§blopentanecarbaldehyde cycl ohexyl isocyanide
and (2-am no- 4- met hoxy- phenyl)-carbanm c acid

b-861CHIsoY1- (£816F0-pMayl ( EBiidro-B&folrMaklol-1-y1]-N-cyclohexyl-2-
(tetrahydro-pyran-2-yl)-acetamide

In analogy to example 140, 4-Chlorobenzoic acid, tetrahydro-pyran-2-carbaldehyde,
cyclohexyl isocyanide and (2-amino-4-chloro-5-fluoro-phenyl)-carbamic 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-difluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide



10

15

20

25

30

10 Exanple 355 2- [2-
(5- Chl oro-t hi ophen-2-yl)-6-net hoxy-benzoi m dazol - 1-yl |

WO bpospateahexyl - 2- cycl opentyl -acet am de | n anaP@EP1007/055994

exanpl e 140, 5-Chl oro- thiophenezz carboxylic acid,
cyclopentanecarbaldeh cycl ohexyl isocyani de and
om0 cxromm Ryt Bhimy b0l 8. datishohbeirialdeydes cyclohery

Is@E Ql‘éta}ih (@%hﬁ‘ﬁo 4|g5dlﬁg§fbl h&?g ~daMidic agﬂmlbﬁtyig@s@er MS (ES+):
obut yI - N- cycl ohexyl L)

hl or o- phenyl ) - 6- met hoxy- benzoi m dazol -1-yl] -
acetan1de I n anal ogy to exanpl e 140,
Bxa#nple B4 or obenzoi ¢ aci d, cycl obut anecar bal dehyde,
cycl ohexyl 20 isocyanide and

SEal ()E@zjl JBRAY b S ARAL S ﬁgggq.tf%lz,ﬁ&w.z.'(tetrahydm-

ﬂﬂPSLﬂ%h@ﬁ@nt i ophen- 2-yl)-6-met hoxy- benzoi m dazol -
yl]-2-cycl ohexyl -N- cycl opentyl -acetam de 25 In

BN 0Py th @Xa@%ﬁlgpb? A éBlorobenzoic acid, tetrahydro-pyran-4-carbaldehyde,

| or.0-t hi ophenge- 2- carbo lic am
Wgh@ﬁ%%’ﬁ% Ay aeo- e Sy gy el feer. MS (ES1):

420 @rrHO. - 4- met hoxy- phenyl )- carbamic acid tert-butyl
ester. M5 (ES+): 472 (MtH). Exanple 358 2- [2-
- Chl -pyridin-3-yl)-6-nmet hoxy- benzoi m dazol - 1-yl ]
ﬁ%"@é?’%@cl ohexyl - 30 acetani de WD 2008/ 000643
PCT/ EP2007/ 055994 - 117 |In anal ogy to _exanple 14
6Y) i 2otdoChiosaPhemd)-adiugro-byrgoimedezelel 3 Bhicrdplaxl- 2 (tetrahydro-

%y&hqjﬁ)ﬁéketaﬂlﬁﬂCyanl de and
2- am no- 4- net hoxy- phenyl) - carban1c acid tert-butyl

ste ESt 4

Pl YRA TR iy BN (b s R dars-4-Faufdefyde.
e}@yﬂie&ﬂesoyj/arﬂd&@mll (ap&mhylékﬂamet}ﬁmnyﬂe chrbaariah@ddyert-butyl ester. MS
@ﬁﬁ_ 3 Chl or obenzoi ¢ aci d,

ycl'open anecarbaldehyde cycl ohexyl isocyani de and
éz am no- 4- nmet hoxy- phenyl )-carbam c acid tert-butyl

xareple 3865 (ES+): 466 (M+H). 10 Exanple 360 2- [ 2-
(3- Chl or o- 4- et hoxy- phenyl ) - 6- met hoxy- benzoi m dazol -
W) 12- 22¢ANERlogy-pheRaN b horo-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-benzoimidazol-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).

Example 338

2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-(tetrahydro-pyran-
2-yl)-acetamide
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acetam de In anal ogy to exanple 140,
3- Chl or o- 4- net hoxybenzoi ¢ aci d,

w@eyoBopems anecar bal dehyde, cycl opentyl i socyaPCTEP2NT055994

(2- am no- 4- net hoxy- phenyl ) - canbbam ¢ acid tert-butyl
ester. 15 M5 (ES+): 482 (M+tH). Exanple 361
o} ma@gy@ eximenly POR-4-Chlareldngrig-agid, tetrahydro-pyran-2-carbaldehyde,

é;@tdhre 1'1%@?81!‘@44%&' (2%1&16lfrlﬂéo%t})hekagnzcﬁm&ﬁ@;&h allyl ¥likr. MS (ES+):

n anal ogy to exanpl e ,

f or onmet hyl - ni coti ni ¢ acid,
cyclohexanecarbaldehyde, 20 cyclohexyl i socyani de and
Examaple 389 4- net hoxy- phenyl ) -carbam ¢ acid tert-butyl
ester. M5 (ES+): 515 (M+H). Exanple 362 2- [2-

8 O .
&?—%Jg?fo uﬁ%)h 2= [%_h(% &lcia{lﬁ ?F\E@ﬁl )§1¥et —@é%glgl?}%og élyyli—Lcetamlde
exa | e 140, 5- Chloro thlophene 2 carboxyllc acid

o sereplp AF U ehirdichlexpbrateisarids icedeRexanesarbaldghyde,
é t Qso'cffcni'&“etdi@‘(ﬁ ANRBY et &h —@&ﬂbgm‘ice‘{c‘id RUL iyl ester. MS
}% I\/E/I S+): 458 (M+H). E@ng%e%& 2- [2- !
@§5§Hﬂér nyl ) - 6- met hoxy- benzoi m dazol - 1-yl ]
-2-cycl obutyl - N-cycl ohexyl - 30 acetam de WO

BRGBplIece®43 PCT/ EP2007/ 055994 - 118 1In analogy to
exanpl e 140, 3- Chlorobenzoic acid,

%—gfl(&) k?j'l‘ltl %52121(631%3 bgﬂf(llﬁgk@}%il %y(ﬁp};cﬂgw?@dacetamide

am no- I) car tert
ester. M5 (ES+): &t Exanpl e 364 5
R @V&Q%H@Wm@e 41 ‘bﬁ@ r9h>61120{czclé4cw oisragepbalgelyde. grelohexyl
tsb@»sﬁrdféaﬁwwhﬂﬁ@qlmérhysk;}- hasBt abaticlabidas@d RN e§tér. MS (ES+):
% aag 5%140 4- Fluoroben20|c aci d,
§) ﬁ t anecar bal dehyde, cyclohexyl i socyani de and
(2-am no- 4- met hoxy- phenyl)-carbam c acid tert-butyl

Esdmaple 345 (ES+): 450 (M+H). 10 Exanpl e 365
(2- Ami no- 4, 5-di fl uor o- phenyl )-carbam c acid tert-butyl

,@S{E 5 Ch‘f'or% tHid}JhtéR fzoyl?a%éthexyphé% rH{#a08- 1C§1] —%I,I\_@Jdiéf%lohexyl—

was added to a solution o
?‘éf‘tmlﬁﬁtyl d| car bonate (14.8 g, 68 mMmmul, 2 equiv.) and
DVAP (211 nmg, 0.2 mml, 0.05 in

In analogy to example 140, 5—Chloro—thiophene—2—carboxylic acid,
cyclohexanecarbaldehyde, cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-
carbamic acid tert-butyl ester. MS (ES+): 486 (M+H).

Example 342

2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol-1-yl]-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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THE (100 mL) and the m xture was stirred at room
tenperature for 72 hours. The solvent 15 was

wermpodmsrd and the crude extracted from et hyl BCBEER2087/055994

and ag. NaHCO3. The residue -was-taken up in DCM and
cooled to O C. Trifluoroacetic acid (7.75 g, nmo
In anplpgy)to exganple ¢t et Chlayayflegrabereicracic ex‘cg)l@mrreﬁer@aldehyde,
ERIoHE 1813)% fhide ardl DL HRGHL 83 (1RAUSH hR) -@8HbYSC ac‘ichf%rtplﬁltyl ester. MS
%ﬁgz e or n|c | ayer was separated and evapor at ed.

T 8% & s taken up in ethyl acetate and the
pr oduct extracted fromaq. NaHCO3. The internediate
Besnplediat ed 20 via Ki esel gel chromat ography. 4.28 g
(16mmol, 1 equiv.) were dissolved in DMV (50 m) and

% ?ﬁ;ﬁ%}%@ﬁ%{%&%ﬁ %‘% ARBIH BB A8 Sech Bl e azol-1-y1)-

€i on stirred for 30 ntnutes at 80C and anot her 2
hours at room tenperature. The remaining solid was

fﬂ aﬁaﬁf do @id(mp%‘ dlad, @4@1&?181‘65&2’1‘))1@&1&‘6 &ﬁ@l&@ﬁecarﬂaﬁleh}/de,
uct was extra ted fro at e and

ﬂg tyLISacYenide BB %amua(?— —dn 8X}ZB %alrl@aéplc ac1(c]1 tert-butyl ester.
My (@Sey: 000 @pinH). Exanpl e 366
(2- Am no- 4-fl uoro-phenyl)-carbamc acid tert-butyl

anal ogy to exanple 365, starting from
Egﬁﬁ%o?%52 nitro-phenyl am ne. Exanple 367 30

(2- Am no- 4- met hoxy- phen carbam c acid tert-buty
Bserdohexybiray depentyd- %B@aépﬁ dicBlpmo-pheryl)- ﬁngethpahbenzmmldazol 1-yl]-
dceMBbiaexy- 2- ni tro- phenyl am ne. WD 2008/ 000643

PCT/ EP2007/ 055994 - 119 Exanpl e 368

2- Am no-4- br bantc d.tert-butyl
bl 3o S A o B bR o T g rbaldehyde,
éycBﬁmmﬂiﬂ)cyamd@}mlﬁeFPyhmmMmethoExamphﬁ) -8&Bammic acid tert-butyl ester. MS

é @mh@ Ghl or o-phenyl) -carbamc acid tert-buty
ana ‘'ogy to exanple 365, starting from

4- Chloro 2-ni tro-phenyl am ne. Exanple 370
Example 386 5- chl or o- 4- f | uor o- phenyl ) - carbami ¢ aci d
tert-butyl ester In anal ogy to exanple 365, starting

ﬁﬂ@@@m%}ﬁnﬁ)fd HefHxZ-behidifh d2eNYyB-BRlohedA-N-cyclopentyl-

271
%ﬁ@ﬁo 4- chl oro- 5-fl uoro- phenyl )-carbam c acid

tert butyl ester In analogy to exanple 365, starting

fir ol oy @b kxomapl 5140, u@Chlcﬁ*eb‘drtzo'mapikiecwloalmcmcarbﬂddtmile,ecyclopentyl

%Zgyaglgfep‘ﬂh g aniihd- H%chB!?ﬁ BMeﬂyl)Cga DA G RAGES b"ﬁlt}ll)égter 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-Chlorobenzoic 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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15 (2- Ami no-4-fl uoro-phenyl)-carbamc acid tert-butyl
ester (5.0 g, 22 mol, 1 equiv.) was added to a

watoaviwws of DI PEA (3.62 ml, 22 nmol, 1 equi v.PCI/RPZDBIE055994

(80nl). The m xture was coolads5to 0 C and aIIyI

chloroformate (2.36 mM, 22 mmol, 1 equiv.) in TH
Hrierengy Th exanmplg 4 41, 63, fvdk chdetoberapicacid; @mpe@ﬁep@mbddehyde,

ERIo é)éeﬁtyhg%y%mdyﬁﬁd $2LMERS- 4Vi'ﬁ§th§¥}a89&§'l)e@!1r%l\glctahﬁ tert- r‘%)utyl ester.

cru extract eog rom et hyl acet at'e
MexEgtie 4rasMidken up in DCM and 20 tri fI uor oacetic

acid (1:1) for 2 hours. The product was obtained after
Bxvappleat9 on of the organic solvents. Exanple 373
1,1-Di fluoro-4-isocyano-cycl ohexane

I ' . r ,
28 P B IR DD MEEBE AN 85 By By ooy
(lqﬁt@gldes? nmol , 6.3 equiv.) and tetrabutyl anmoni um
hydr ogen sulfate (40ng, 0.12 mmol, 0.02 equiv.) in
I’i@z}j& le ¢0d, O1- @hﬁ{r%e(n%m&ac@ZcﬁlH@EntatﬁeérWhydé cyclohexyl
and X xt ur sswre at roo
tsenga eﬁaéyéwnergﬁn%aw Rleryf oeebaric G P U EHemM (ESH):
Ide(NwBigluct was i sol ated via Kiesl gel chromatography.
WO 2008/ 000643 PCT/ EP2007/ 055994 - 120 Exanple 374

gxé_glgl ¥,§610 tetrahydro-pyran In analogy to exanple
arting from Tet rahydr o- pyran 4-yl am ne.

npl e 375 5 Tetrahydro-pyran-2-carbal dehyde Oxaly
%ﬁ%ﬁ%re‘ﬁ Buero-ghenyhft- meuhoz‘/éxguwnyld%akldfﬂ]s%éY%cfxth-

BeMrie1aeahadiet 0 -78 C. DMSO (3.7 g, 52 mml, 2
eqU|v ) in DCM (10 nm) was added dropw se and t he

stirre 0]
I]‘{-‘b ﬁ d? Sﬁl?f‘%lﬁ ?%3 rﬁjepﬁgmi}ﬁ-@%org?erggwm, cyclohggapegarpaldehyde,
mmn&kmbmdlde land DEMiA® 4 rthythand phagBdcalbapisiasid teio-butyl ester.
WE?$€%%4?IOI+IP{ 1t ure. After 15 minutes 10

['am ne 8nl) was added dropw se and the
m xture warned to roomtenperature. Water was added
Expanplaé5kr ude extracted with DCM The product was
i solated via Kieselgel chromatography. WD 2008/ 000643

E’@I«ﬁ@@&&@ﬁﬁaﬁﬁy phehyl}-6-HERY-B ey ohinkdiz610RY B D- cyclohexyl-N-
tabl ets.contaiping the follow ng ingredients can be
aRlare ﬂmf‘ﬂ* conventional manner: |ngredients
Per tabl et
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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Kernel : Compound of formula (1) 10.0 ng 200.0 ny
M crocrystalline cellulose 23.5 ng 43.5 ng Lactose

Who@souw4650. 0 ng 70.0 ng Povi done K30 12.5 ngPABER20AT055994

Sodi um starch glycolate 12.5-ny617.0 ng Magnesi um
stearate 1.5 ng 4.5 (Kernel Weight) 120.0 350.0
ryanakagyrte Eimepie My o iropytzokac iy ek Ko balgelsydagsyclopentyl

i%o%aﬂﬁle ah@ |(Y—%hﬁﬂé—qr}ﬁeﬁbﬁﬁﬁher@go&rgarﬁic'Egid]te@—Hﬁgyl edidd. B1S (ES+):
1. nEH§'6 nmg Ilron oxyde (yellow) 0.8 ng 1.6 ngy

466 @ TH)oxi de 0. 8 ng 1.6 ng 5 The active ingredient is
sieved and m xed with mcrocristalline cellul ose and
EkempleBsd ure is granulated with a solution of

pol yvi nyl pyrrolidon in water. The granulate is m xed

i ' { | | t §
B SO N0 AR P GRP RS P30y 802
excbqrentilwedtymidehe kernel s are | acquered with an
aqueous solution | suspension of the above nentioned

frl AR E9ab exahfpI VW4 F 00BhRNOEAR R R260 4LidPSRRpentandcdbaldehyde,

Ex |'e .B Capsul es _containing the following. .
%&Eﬁﬁéﬁ%ﬁ%@ﬁﬁ@@rﬁéﬁ&?a e e Caho iR qcihigrt-buny ester. M3
@ et96 (Mg edi ents Per capsul e Conmpound of formula
(1) 25.0 ng Lactose 150.0 ng Muaize starch 20.0 ny

}{%W 13395”9 5 The conponents are sieved and m xed and
FT1Rd T ht o capsul es of size 2. Exanple C Injection

sol utions can have the follow ng conposition: Conmpound
124 &Ghlgre-thjophgn @-yhy 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-2-[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-[2-(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,
cyclohexanecarbaldehyde, 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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Pol yet hyl ene @ ycol 400 150.0 ng Acetic Acid g.s. ad
pH 5.0 Water for injection solutions ad 1.0 m 10 The

wa@easveockngr edi ent is dissolved in a m xture OPCI/EP2007/055994

Pol yet hyl ene dycol 400 and water for injection
&gart) The pHis adjusted to 5.0 by Acetic Acid. The
inatasyite excample 1 48 G-Ehloro-nightingacit ¢y dolrardcathakdehyde, cyclohexyl

fs@é‘agiﬂélanéwléﬂﬁn@tl Heth8Ly- pHaAE1)SQrbrhR R cldSert ibuly? %ﬁgp MS (ES+):

bﬂ into vials using an appropri ate overage and
éﬁle t2ed. WD 2008/ 000643 PCT/ EP2007/ 055994 - 123
Exanple D Soft gelatin capsules containing the
Exdrhplei3hg i ngredi ents can be manufactured in a
conventional manner: Capsul e contents Conpound of

%gﬁ gygglé(%ljo Opl‘r% gl) B@met\ﬁ%&r X I zgl ['gden &Elgﬂé{}i"& %gclopentyl—

@Rhﬁnﬁm 0 ng Soya bean oi | 110 O ng Wi ght of
capsul e contents 165.0 ng Gelatin capsule Gelatin

FiParfhl 6 to SkarkisiE 4o, 8,5(3%&819691239 acﬁa@c%eﬁtﬁn&a%a’[ﬂkhg% ¥yclohexyl

gk and (U0 e e s LB e e M (S0

ned (IN(RE) of t he other ingredients and the mxture is
filled into soft gelatin capsules of appropriate size.

LLked soft gelatin capsules are treated
Egﬁgé Pég to the usual procedures. WO 2008/ 000643

PCT/ EP2007/ 055994 - 124 Exanple E Sachets contai ni ng

21 (3-6hlaerhethayy athea ) $-wathope bapgeimidezolr bajlli 2N ailcyclopentyl-
seoMglaei onal  manner: Conpound of formula (1) 50.0 ng

In analogy to example 140, 3-Chloro-4-methoxybenzoic acid, cyclopentanecarbaldehyde,
cyclopentyl isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester.
MS (ES+): 482 (M+H).

Example 361

2,N-Dicyclohexyl-2-[6-methoxy-2-(6-trifluoromethyl-pyridin-3-yl)-benzoimidazol-1-yl]-

acetamide

In analogy to example 140, 6-Trifluoromethyl-nicotinic acid, cyclohexanecarbaldehyde,
cyclohexyl isocyanide and (2-amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester. MS
(ES+): 515 (M+H).

Example 362

2-[2-(5-Chloro-thiophen-2-yl)-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
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Lact ose, fine powder 1015.0 ng Mcrocristalline
cellulose (AVICEL PH 102) 1400.0 ng Sodi um

w@ 2008000t hyl cel lul ose 14.0 nmg Pol yvi nyl pyrPCI/ERZINT/H55994

30 10.0 ng Magnesiunstearate119-0 ng Flavoring
additives 1.0 5 The active ingredient is mxed with
Imnartadnggy to pragnile d £6 t wlChlarebanapicarids eychoba tanegirbatviehyde, cyclohexyl

RAEARKLARY 1Y lanfie)lith A6 AP GY 2R AhRAc L IATREUMS (Es+):
of @@ éﬁlny pyrrolidon i'n water. The granulate is

th magnesi unstearate and the flavouring
addltlves and filled into sachets. WO 2008/ 000643
PGmpP3607/ 055994 - 125 Clains: 1. Conpounds of
fornula (1) RLNRZ ORE RS RFTN \ sl ~/R4RN

f\’lélv\%clﬁ?elxﬁpf c$ 1 n?yl%l{(j fll ﬁ;}tﬁloop'h%h@f 6-methoxy-benzoimidazol-1-yl]-

ﬁ@mkmubjkoxy carbonyl-lomer-alkyl cycl oal kyl
cycl oal kyl - | ower - al kyl, aryl, aryl-lomer-alkyl

th arfll oty th e p lé"llﬂ)’ l4- Flu@%&h@&l’: wtid, cyclopentanecarbaldehyde, cyclohexyl
heteroarﬁ #omer- %k heﬁ @C%fhy |

eparseyer g2 ahR-artRgxy-p mic agid) TR cstg S (ES+):
hst @eHDyl or heterocyclyl group is optionally

substituted with 1 to 3 substituents independently

fromthe group consisting of |ower 10 al kyl,
ﬁgﬁggﬁgﬁioxy, Iomer-alkoxy car bonyl, norpholinyl,

formmyl am no, hal ogen hydr oxy, f1 uor o- Iomer-alkyl
£2-ABrimo-Hndifluardpheaylr i kil tersubd gster N( | ower -

al kyl ), Iomer-alkyl carbonyl - N(H), NH2, N(H,

hGVﬁlﬂu@fd{YJn)Lro Mahil( Kfﬂ' 34 mieél] Degtv.) 6a¢ zttﬂi@ﬁ)ﬂ) a solution of di-

‘fegr\)lli/taf ho%arté( {]Ié%\%g 6%0 eal fv ad IjaMﬁSl(& %lqn 0.2 mmol 0.05 in
THEF (100 mL) and the mixture was stlrred at room temperature for 72 hours. The solvent
was evaporated and the crude extracted from ethylacetate and aq. NaHCOs. The residue
was taken up in DCM and cooled to 0° C. Trifluoroacetic acid (7.75 g, 68 mmol, 2 equiv)
were added slowly and the mixture stirred for 48h at 0° C. 2 N NaOH was added to adjust
the pH to 7. The organic layer was separated and evaporated. The residue was taken up in
ethyl acetate and the product extracted from aq. NaHCOs. The intermediate was isolated
via Kieselgel chromatography. 4.28 g (16mmol, 1 equiv.) were dissolved in DMF (50 ml)
and 13 ml of a saturated NH4Cl solution added. Zink powder (5.1 g, 78 mmol, 5 equiv.)
was added and the suspension stirred for 30 minutes at 80°C and another 2 hours at room
temperature. The remaining solid was filtered off and the organic layer evaporated. The
product was extracted from ethyl actetate and aq. NaHCOj3 and further purified via
Kieselgel chromatography.

Example 366

(2-Amino-4-fluoro-phenyl)-carbamic acid tert-butyl ester

In analogy to example 365, starting from 4-Fluoro-2-nitro-phenylamine.
Example 367

(2-Amino-4-methoxy-phenyl)-carbamic acid tert-butyl ester

In analogy to example 365, starting from 4-Methoxy-2-nitro-phenylamine.



10

15

15 R3 is |lower-al kyl, cycloal kyl, partially
unsaturated cycl oal kyl, aryl, aryl-Iower-al kyl,

woewsoemey| , heteroaryl -1 ower-al kyl, heterocyl BCHEP07/055994

heterocyclyl -1 ower-al kyl, whetein an aryl, heteroaryl
or heterocyclyl group is optionally substltuted with 1
Example36Hst i t uents i ndependently sel ected fromthe
group consi sting of hal ogen, |ower- alkyl,

gp)&/ﬁﬁn@k{ﬁ&ho 4»1@4&?0 caltiediy a&a tEeBYtyl edtidr oxy,
| uor o- | ower kyl, fluoro 20 Iomer al koxy, NH2, N(H,

-aIk N wer -.al al k rbon
K50 e Fidgte St Sty 9! EraBigt  Roryhend ARy,
carbanDyI N(H, lower- alkyl)C(O and
E&ﬁnpbﬁéﬁlkyl)ZCX(); R4 is a) heteroaryl which is
optionally substituted with 1 to 3 substituents

tf‘ﬂnﬁﬁ@qec‘ﬂidr)ﬂ ph%ﬁ};?%hﬁ)%hﬁgacflﬁ ?e;r} koxl ghQup consisting

ower - al phenyl ] [ ower y car bonyl ,

N(H, I | k I -
C&Wﬁ) Xyé@g%rn? NpéS Wr g fqog}/\mg—erh rRyyq %11Ct:r(001))henyla(mlg\elve '
N(I ower - al kyl )2, | ower-al kyl -carbonyl - N(I ower - al kyl ),
Exaepledvikyl - car bonyl - N(H), hydroxy, | ower-al koxy,
hal ogen, fluoro-|ower-alkyl, fluoro-Ilower WO

6 P 7 5 yano and
ﬁ%ﬂﬁ@?@ BRI AR R Phirbepyanc
F enyl which is substituted with 1 to 3 substituents
Th de gxamyple a6 ctading from 1 dlgedifueensnytqe-paeryiamine.
hal ogen, hydroxy, NH2, CN, hydroxy-I| ower-al kyl,
Eeuepledikoxy, |ower-al kyl -carbonyl, |ower-alkyl 5
car bonyl - N(FD | ower - alkoxy car bonyl, sul fanoyl,

i -l ower ul fa al, k I f onyl ,
(-G o Ao sehyh cathiRbs p St RRHASSRY |
triazolyl, tetrazolyl, 2- oxo-pyrrolidinyl, pyrrolyl,
pyanatbhgyyd ,exqmypl'e Abdi a’q%rli,ng prooxé&-(ilgreri-dugnpt2-nitro-phenylamine.
pyrrolidinyl, piperidinyl, oxazolyl, thiazolyl,

bi@3ep yl , carboxy, |ower-alkyl, fluoro-Iower-
al kyl, fluoro-I| ower- alkoxy, N(H, |ower-alkyl),

N( | ower yl) | ower - al, k

?*HBHW%YBW@F“}Q R %ﬂfbéﬁﬁwﬂ N(H, |ower- alkyl)
C (0), N (Ilower- aIkyI) ZCXC» | ower - al kyl - sul f anoyl ,
(pwetinaikibiyrb-phbeyl z-oyibamrhesitbeyt-langl gotee (.0 gyitdi immoll, sl equiv.) was

Q(P(I&dqg gl !)Ml 1?1%' % IEE% ?6%"4%,@2]111 1 :% ea{f@/ﬁ) dh tL[ﬁ“;iln(%%ml) The mixture

ependen m-ha oge

Wlaumqlﬁdl towe ﬁ-@ldl@ﬂ/ll}’l chigroformate) (2i36 322 seglcl eqlikyin BiAH added. The
5430 hﬁe xﬁé’s(‘sltl%H Ky foon%nﬁﬁ?atéfesf@r P@h&!ﬂ@ Mtle soffent W& eviforated and the

an enden rom each_ot her are H, hal ogen or
%\% Fxtaacm rorgethy i@cs'ﬁa? g agqr Va6 Ghd hoisednewas @kernap i DCM and

&[fHJOR?ac&ﬂi@ackﬂ@ uno fbegabher ThoproRictang oB&idddeaftebextpdration of the
M)ahm tofonna4'7nmmmedaHmM|cor

g 8B c carbocyclic or

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
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.
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heterocyclic ring together with the carbon atons to
whi ch they are attached; 20 and pharmaceutically

waecwept@id e salts and esters thereof; wth theP@r/BRI08T055994

that the conpound of fornula-(1k)-is not selected from
the group consisting of 2- [2- (2-chloro-phenyl)
ExampleBnd dazol - 1-yl ] - 4- net hyl - pent anoi ¢ aci d
butyl am de and 2- (2-benzo [ 1,31
QiIehnPtettahh@zgjrah dazol - 1-yl) - N-benzyl - but yr am de.
25 2. Conpounds according to claim1l, wherein R4 is a)

et eroaryl whi.ch_js optional uhstituted with 1 to 3
EEtEI6 G el hir dsbetibhe PO LY Vg8 Phib ok vhe e oup
consi sting of |ower-alkyl, phenyl,
Exammple 87k oxy- car bonyl , carboxy, carbanoyl, N(H

l ower- alkyl) C(O, N(lower-alkyl) ZC(0), NH2, N(H

~1al | L) I kyl) 2,

*r@éfﬁ{y_dﬁ {%lb)n 2 C%Jg)hfa\éﬁfdea

[ ower - car bonyl - N(1 ower - al kyl ),

I -al kyl - b I -N(H), 30 hydr o -al k ,
ﬁ’%@&é@?ﬂ q(g %?éﬁfge,y@?h LE) L?&Hﬂvg ﬁ@‘\é 3{8%}@ ung%m@{i %dwg@/ﬁfi to -78° C.
DM sybglfiztmgm_mm?i)tnyﬂ%CMr( 18&{11@?@%%@6 _dp%yﬁ/ﬂyd %Mhle ixture

I.S supbstitute 0] Su | n I n enaen .

ulr SRR PEBCh sh G eaner e RO i B lut) s disolved
hyldEdk 1,0 Mibiand a@iéd drgpwok jo theweactiah kyikturd. dviier 1 ahkioxtys
}roﬂérgn&gii@@%ggﬁaﬁc{ Argﬁﬁ;s% Qﬁéf?’“e’rﬁ&flﬂg 4k D room temperature.

Yy no
Wat¢rovgs adag

ar1d the Ftl&lﬁ@wﬁwtqfdo‘ovéﬁ DiiMyThesproflaefyras igkated via
Kiksaphemumatoythggol yl . thiadi azolyl, imdazolyl,
triazolyl, tetrazolyl, 2-oxo-pyrrolidinyl, pyrrolyl,
pyridinyl, pyrimdinyl, 2-oxo-piperidinyl,
pyrrolidinyl, piperidinyl, oxazolyl, thiazolyl,

oxadi azol yl, carboxy, |ower-alkyl, fluoro-Iower-alkyl,
fluoro-1ower-al koxy, N(H WD 2008/ 000643

PCT/ EP2007/ 055994 - 127 | ower - al kyl ),

N(I ower -al kyl )2, | ower-al kyl -carbonyl -N(I ower-al kyl),
carbanoyl, N(H lower- alkyl) C (0),

N(I ower -al kyl ) 2C(O and | ower - al kyl -sul fanoyl; or «c¢)
if R3is cycloalkyl and R4 is cycloal kyl, R4 can also
be phenyl. 5 3. Conpounds according to any of clains 1
- 2, wherein RL is Cl_io-alkyl,

| ower - al koxy- | ower - al kyl ,

| ower - al koxy- car bonyl -1 ower -al kyl , cycl oal kyl ,

cycl oal kyl -1 ower- al kyl, phenyl, phenyl-Iower-al kyl,

di - phenyl - | ower - al kyl , heterocyclyl or heterocyclyl-

| ower - al kyl, wherein a heterocyclyl is selected from
the group consiting of piperidinyl and
2-oxo-pyrrolidinyl, 10 wherein a cycloal kyl, phenyl or
het erocyclyl group is optionally substituted with 1 to
3 substituents independently selected fromthe group
consi sting of |ower-alkyl, |ower-al koxy,

| ower - al koxy-car bonyl, norpholinyl and fornylam no. 4.
Conpounds according to any of clains 1 - 3, wherein Rl
is Cl_io-alkyl,
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cycl oal kyl or phenyl, wherein phenyl is optionally
substituted with 1 to 2 substituents 15 independently

W@ 2008000d3 f rom | ower - al kyl . 5. Conpounds accorBCTgP1007/055994

any of clains 1 - 4, wherein-R21is 1,1, 3, 3-
tetramet hyl -butyl, cycl opentyl, cycl ohexyl or
Bxanpledet hy| - phenyl. 6. Conpounds according to any of
claims 1 - 2, wherein RL is tetrahydropyranyl,
CyCI Oﬁlhrliﬁ)éloat\éﬁ' kfbifetd SoriMAlgithdfoBdwMdtiNgrbdieRtsZ2ah Ble f@lfactured in a
%¥ﬁ which is 20 substitute mnth lto
P“ PRONE: Compounds according to cIa|n16,
mhereln R is tetrahydropyran-4-yl, 4,4-
Higrédiorto- cycl ohexyl or 2, 6-di et hyl - phenyHer tdblet
Conmpounds according to any of clains 1 - 7, wherein RZ
K§Hnydrogen 9. Conpounds according to any of clains
wherein R3 is | ower-al kyl, 25 cycloal kyl,
Eampanqiyff%@&w)at ed cycl oal kyl, phenyl, 10.0mg  200.0 mg
phasylystapwecelflik¢l or heteroaryl, mhereln gsbﬁgeroqgghng
LS selegted fromthe group consisting of di nyl B
WPEAVEeSSyl ,  wherein a phenyl or hetero @F%gro @
Pevidgid 03tal | y substituted with 1 to 3 SUbSKZiH%ﬂtSlSOIng
e | ected fromthe group cons of
E&ﬂﬁ% s?gapgl\l}%olg’tgl <yl . 1 ower . al kogy F’NH2 {154 h9 070 mg
hk%MﬁmmeﬁwaMMyl) and N(| ower - al kyl )2. 30 10.5 @gnpouhdsng

g@gggdygghgo any of claims 1- 9, wherein BHidfg 350.0 mg
cycl oal kyl;  phenyl, phenyl -l ower-al kyl or pyrldlnyl

m ounds accordlng to any of clains 1- 10,
afcﬁmoﬁiﬁl méthgyellgpent yl,  cycl ohexyl , phema/ 7.0 mg
g@%&%ﬁ% %géggp yr|d|n 2-yl. WO 2008/0q5$
4 -128 12. Conpounds accordi B§ to LAy"e

Wﬂccla|ns 1- 8, wherein R3 is |ower-alkyl, 1.3mg 2.6 mg

r anyl or phenyl which is subst i d w
%%L §§¥93QR¥{%uents i ndependently selecte ?h% ﬁglng
Tityodioxidswer - al kyl and fl uoro-1 ower - al koxy.0-8.38 1.6 mg
Conpounds according to claim9, wherein R3 is
i sobutyl, pentyl or 5 tetrahydropyran-z-yl. 14.
Conpo ds accordj.ng.to a 1- 13,
is a) lfﬁ%%féwsa}gﬁd@%lse%w@ Uod it Paifacre%ﬂﬁh%ﬁ B)smnd the
tiktaphie gi;élnula}ﬂe}dr Wwidth y bolue1® Mbpolyﬁnylﬁﬁh}‘ldioﬁ-lﬂy\fatdﬂl Thyd granulate is
hlg)g gilr‘%lahrsy lljurplcs) arcq%/gl\é aaqu aﬂc?’ mgg?%ﬁ{o %Itesagelitre] g{cl)% X(lthressEa to yield kernels
sbX¥tart3ae mgrensmd‘evé}n éfémkblyleb erdet@urddrith athequpoouglutian /
SRBS S S¥Y9hOhndvR 1@h5¥fl pghephenyl ; b) unsubstituted
nagﬁkﬁg1, or napht ™ 1nﬁen§ whi ch is substituted
with 1 to 3 substltuents i ndependently sel ected from
t he group consisting of hal ogen, hydroxy, NHZ2,



CN, hydroxy-I|ower-al kyl, | ower-al koxy,
| ower - al kyl - car bonyl, | ower-al kyl -car bonyl - N(H),
WO oene@ikoxy- car bonyl , sul fanmoyl , PCT/EP2007/055994

di -1 ower - al kyl - sul fanoyl, | owap2al kyl -sul fonyl, 15

' nyl, pyrazolyl, thiadiazolyl, imdazolyl,
Fg?§§%?§|, tetrazolyl, 2-oxo-pyrrolidinyl; or c) if
R3 is cycloal kyl and R4 is cycloal kyl, R4 can also be
phenyCapstks c@urppmmidis felbyongingtediantagm befmarvdaagred in a

- ' .is a) heteroaryl selected fromthe
éﬁgﬁﬁﬁﬁgﬁg?gﬁéhg of thiophenyl, 2-oxo0-1,2-dihydro 20

igdipyl and quinolinyl, wherein thiophenyl is
0 ‘:"géhrgyly substituted with phenyl: or b) Purcasuls
unsubsti tuted naphthyl, or phenyl which is substituted
wompotind of prewbsll t uents i ndependent |y sel ect ed f 2dfhmg
h roup consisting of hydroxy-Iower-al kyl,
ﬁ%‘i(i%sg- al koxy, | ower-al kyl - carbonyl - N(H), i ni dazol'yP-0 ™8
Rlaide@tar@zol yl . 16. Conmpounds according to any of  20.0mg
clains 1- 15, wherein R4 is 2,4-di nethoxy- 25 phenyl,
halpt hal en-2-yl, 4-hydroxynet hyl - phenyl , 5.0 mg
4-(tetrazol yl -5-yl)-phenyl, 4-(imdazol- 2-yl)-phenyl,
4- acetyl am no- phenyl, 5-phenyl -thi ophen-2-yl,
2-0x0-1, 2-di hydr o-pyr.idin- 4- or quinglin-6-yl. 17.
EBHERINRIE A B PaTadgnd gnipd %{‘iqddp%cafslﬁi%ﬂr}%ér ein R4
is a) heteroaryl selected fromthe group consisting of
pyridinyl, pyrazolyl, isoxazolyl, 30 benzim dazolyl,
furanyl, thiophenyl, indolyl, benzo [b] thiophenyl,
Egﬁé@%%iazolyl, benzof uranyl and qui noxal i nyl, which
e oaryl is optionally substituted with 1 to 2
substituents independently selected fromthe group
consi By¢sign spluHanogarhaveie fpllgwing spmpg@tion| kyl) 2i
| ower - al kyl, | ower-al koxy, fluoro-Iower-alkyl and
(EBfrfl%Bthii Bf’fo;rmﬁl[a (Ulo) \AznsEbst it utb ed naphtd hyl', hor1 3.05mg
Y y ich is substituted wit to
E%@g%??ﬁ%ﬁﬁggkﬁ@ependentIy sel ected fromthe grourﬁo':()Smg
Aonwistd ng of carbanoyl, hal ogen, | ower-al kyl g.s.ad pH 5.0
rQ- - fl uoro-1 ower-al koxy,
ma\%%r@%{“%\éﬁé? ?(Llﬁﬁ{%)%swer- alkyl) 2i WO 2008/ 000643 241.0ml

PCT/ EP2007/ 055994 -129 N(H, | ower -al kyl ) CO, benzoyl,
phenoxy and phenyl which is optionally substituted

Wi It hTHe aétﬁa % étt?é{tiisll &i@s‘aﬂv%d:ilg d ?fﬁﬁt?g@m I}’cﬂy&l@}lgﬁ@?ccﬂ 4othnd water
al.ogen an oro-Jo0 r- . .. mounas . .
E&w?ﬁfﬂpﬁﬁ#ﬁipﬁ W%ﬁ@ﬁ%ﬁ bﬁéCﬁegﬁgﬁ- J{Jli‘ﬁ UYWAY adjusted to 1.0

sl bg tiditibe df wictrbsidhall egennt aiwdberbThefdnydn whiltefed) Blled into vials
substituted.with carb L. or hal ogen. 19. Conpounds
Qede iRy Pt PRl Sl n e 15

5-chl oro-t hi ophen-2-yl, 2- am nocarbonyl - phenyl or
4-chl oro- phenyl . 20. Conpounds according to any of
claims 1- 19, wherein Rs, R6, R7 and R8



i ndependently from each other are H, hal ogen,
| owner -al kyl or | ower-al koxy, or R6 and R7 10 are
whowadotead et her to forma 6-nmenbered aronati ¢ PCI/EP2007/055994
carbocyclic ring together w th2she carbon atons to
which they are attached. 21. Conpounds according to
Exgmple It| ains 1 - 20, wherein Rs is hydrogen. 22.
Compounds according to any of clains 1 - 21, wherein
R6 i sSéty sl agetpsultd epkoniak tiefolyvingkBerddientCRAPPERAS ufactured in a
accordin9 to any of clainms 1 - 22, wherein R7 is
HFBY¥R M3PPHor 0 or chl oro. 24. Conpounds accor di ng
to any of clainms 1 - 23, wherein R8 is hydrogen. 25.
Capgubaxuaiserascor ding to any of clainms 1 - 24, sel ected
fromthe group consisting of 20
[ - (2- phenyl - benzoi m dazol - 1-yl ) -ac
Lo L SR TE | de fing
Belfow yvax chi or o- phenyl ) - benzoi ni dazol - 1- yl | - 4- met hy| 88dng
Hz/amgwaﬁ@f;wyaj))é@l:l @ﬂlﬁxyl Iam dg, 4|— )11 - E ﬁyﬂ ohixyl - 8.0 mg
- .nor in-4-yl - nyl car banoy - met hy -
%%E&EWﬁP@ﬁ?Hﬁi%¥6P§§ benzoic acid nethyl ester 2%0mg
Byydrbeelbor i de, 2, N-di cycl ohexyl -2- [5, 6-di chl or 0- 210.0 mg
- 4- di- et - nyl) -benzoi m dazol-1-yl] - 25
g%@#%%¥g§§ggﬁé§%ﬁghexyl-2- [ 2- (2,4-dinethoxy-pheASFfIng
Ghletingipsutiazol - 1-yl ] - N-i sopropyl - acet anmi de hydr ogen
gbl.ahi de, .. 75.0mg
2. N-di cycl ohexyl - 2-[ 2- (4- met hoxy- phenyl ) - benzoi m dazq
Gb¢9¥ﬂ5%%btanide hydrogen chloride, 30 32.0 mg
Rafblg®ycl ohexyl - 2- [ 2- (3- met hoxy- phenyl ) - beeei tigadater)

-1-yl]-acetam de hydrogen chloride,
E{]fi’ﬁ/ﬁ%oé@& ohexyl - 2-[ 2- ( 2- net hoxy- phenyl ) - benzoi mi da2dI™8

Irbnpikidegelbdvam de hydrogen chlori de, 1.1 mg
2, N-di cycl ohexyl - 2-
(2- napht hal en-1-yl - benzoi m dazol - 1-yl ) -acetam de

hy dr o§enadiivk graresentyslisobsd 0o o 8asm Pt iEPigby piss ggedients and the
mp8ure is filled into soft gelatin capsules of appropriate size. The filled soft gelatin capsules
2, N-dicyclo exyl-%-[2-(§-ethoxy-pﬁenyl)-ben20|n1dazo|-
ir-eﬁept-egeé@é ngdo HFdYYe oISt i de, N-cycl ohexyl - 2-

[2- (2, 4-di net hoxy-phenyl) -benzoi m dazol -1-yl]

- 4- phenyl - butyram de, N-cycl ohexyl -2-

[ 2- (2, 4- di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]
-3-net hyl -butyram de 5 hydrogen chl ori de,

N- cycl ohexyl - 2-

[ 2- (2, 4-di net hoxy- phenyl ) - benzoi m dazol - 1-yl |

- 3- phenyl - pr opi onam de



hydrogen chl ori de, N-cycl ohexyl-2- [2-
(2, 4- di nmet hoxy- phenyl ) -benzoi m dazol -1-yl]

WO 200p@oded n- 2- yl - acet am de hydrogen chl ori de, PADEP2007/055994
N- cycl ohexyl - 2- cycl opent yl - 2~ 124 -
LZ-(2,4-dinethoxy-phenyl)-benzoinidazol-l-yl]

s¥depladi de hydrogen chlori de,

4-{1-[ cycl ohexyl - (cycl ohexyl car barmoyl - met hyl )] - 1H benz

Oi M dgzBkts 2oiythiniMeme Glovass therddRinydan8stBinufactured in a conventional
2, N-di cycl ohexyl -2-

3™H49pht hal en- 2-yl - benzoi m dazol - 1-yl ) -acetamni de, 15

2, N-di cycl ohexyl - 2-[ 2- ( 3-t hi ophen- 2-yl - phenyl ) - benzoi m
Cdapolind offofmabeam de, 2, N-di cycl ohexyl -2- [2- 50.0mg

§§%§%§%¥ggkgk9phen-2-yl) - benzoi m dazol - 1-yl ] 1015.0 mg

Migrocyigglingeeliulese (AVKTEBNERYPar barmoy! - et hyl ) | - 1H488Amg
SbdTh Sz oxgméthlyt ReEREC acid nmethyl ester, 14.0 mg

- [ 2- (3- hydr oxy- phenyl ) - benzoi mi dazol - 1-yl ] - 4- net hyl - p
éﬂ%&ﬁ"ﬁn %‘HI%?BIohexylanide, 20 XOﬂIng

RiagRes{dmbtydatexynet hyl - phenyl ) - benzoi mi dazol - 1- yl ] - 40.08ng

gﬂ li g&#ﬁﬂpgc acid cycl ohexyl am de, 1.0.m
-F‘f-‘?gl {'hdol - 5-yl ) - benzoi mi dazol - 1-yl ] - 4- net hyl - pent ™8
anoi ¢ acid cycl ohexyl am de,

2- [ 2- fﬂé‘éd&ﬂgm 'r@cﬁé/rlt)i 3 B‘B{ég%{ﬂ lg&%&l, ?‘Jﬁérﬁkﬂis’tﬁﬁﬁ@é&lﬁio’s@% sodium

anoic acid c é 0 exyﬁan1 e, . 2-[2-(4-amno . . )

cphenyrehy éﬂ}z/té@%ﬁaaéwnuiai@d Vith 2 ke oty amdpaTelidog in water.

THE bR emid id figel wiBPmagnesiumstearate and the flavouring additives and filled into

Z'ﬁ cl ohexyl - 2-[ 2- (2, 4- di net hoxy- phenyl ) - benzoi m dazo

§2‘f-%//‘F']-N-((R) 1-phenyl -ethyl) - acetami de,

2, N-di cycl ohexyl -2- [2- (4-hydroxynet hyl - phenyl)

- benzoi m dazol -1-yl] -acetam de, N-cycl ohexyl -2-

[ 2- (2, 3-di met hoxy- phenyl ) - benzoi m dazol - 1-yl ]

-4- phenyl -butyram de, 2- [2- (3-cyano-phenyl)

- benzoi m dazol -1-yl] -2, N-di cycl ohexyl -acetam de, 30

2, N-di cycl ohexyl -2-{2-[4-(1Htetrazol -5-yl)-phenyl]-be

nzoi m dazol - 1-yl }-acetam de hydrogen chloride, 3- |

1- (benzyl car banoyl - cycl opentyl -nethyl) -1

H benzoi m dazol -2-yl] -benzoic acid nethyl ester, 2-

[2- (2, 4-di met hoxy-phenyl) -benzoi m dazol -1-yl]

- hexanoi ¢ aci d cycl ohexyl am de, 35

2, N-di cycl ohexyl - 2-[ 2- ( 3- net hanesul f onyl - phenyl ) - benzo

I m dazol - 1-yl]-acetam de hydrogen chl ori de,

N- benzyl - 2- cycl ohexyl -2- [2- (2, 4-di net hoxy- phenyl)

-benzoi m dazol -1-yl] -acetanide, 2-cyclohexyl-2- [2-

(2, 4-di net hoxy- phenyl) -benzoi mi dazol-1-yl] -N

(1-nmethyl -butyl) - acetam de, WO 2008/ 000643

PCT/ EP2007/ 055994
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- 131 4- [ 1- (benzyl carbanoyl-cyclopentyl-nmethyl) -1
H benzoi m dazol - 2-yl] -benzoic acid nethyl ester,

woR@gobwpent yl - 2- [ 2- (3-net hoxy- phenyl) PCT/EP2007/055994

-benzoi m dazol - | -yl] -4-pheng$-butyram de hydrogen
chloride, 5 2,N-dicycl ohexyl -2-

[ 2- (2, 4- di met hoxy- phenyl ) - 5- &l#img| - benzoi mi dazol - 1- yI ]
-acetam de hydrogen chlori de,

2- [ 2- (4- chtempoRh@Wifdrmk@RZOI M dazol -1 -yl ]-2, N-dicyclo
pentyl - acet am de hydrogen chloride

N- benzhydryl - 2- cycl ohexyl - é;

(2, 4- di net hoxy- phenyl ) -ben20| \dazo£ -yl]
-acetam de, 10

N- benzyl - 2- (2- napht hal en-1 - yp n20|n1dazol-l-yl)-4-ph
enyl - butyram de, 2- cycloh@&yl %
(2, 4- di net hoxy- pheny - bepzoi mdazol - -yl] -N—

(4- met hoxy- phenyl ) - N2, hkdlcyclohexyl

[2- (2, 4-di net hoxy- phen VR ben20|n1dazol I
-yll -acetam de, 2, Nsdrs 3 {2I

[ 3-(2- oxo- pyrrolldlnRI-yI) phen I] ()

- benzoi m dazol -1 -yl }-acet ggf de 15 hydrogen chl ori de,

2, N-di cycl ohexyl -2- [ 2-

(2 oxo- 1, 2-di hydr o- pyri di n- 4 yl) -benzoi m dazol - 1-yl ]
Wh@@ﬁan1de N-cycl opentyl -2- [2- (2-nethoxy-phenyl)

- benzoi m dazol -1-yl] -4- phenyl but yr am de,

Rt cyci @}%&Mﬂ(ylzl'om[eZalk@ ‘ﬂmﬁérf@ﬁ WAgNePNREML darbonyl-lower-alkyl,

-ben20| acetamd
N- bergilon g@/f éYf(laa“{W%W ?ﬁhﬁ%ﬂ) TRkt kb slspni- Appqrzagiyl,
cycl opaaioyiyl, &Q&ir@dfyldbvdéy-dlkyg aeaterazfclglhir diletedasyclyl-lower-alkyl,
2y N- glenzrge%n?n carg 4ky12 riryq %Ieg'e? I}%lhc%ar[ahr%pea%cyc]%l_ gr[OEP is optionally substituted
( 3- cygmb 1ph émybs)tltudj@mmdepnndglztm selelcted)ftdm the group consisting of lower-
-ZNE gy Elg)wré% )2213'(0 (J[ %;%fﬁrﬁglgg %OrphOlilnY]l formrxgammo, halogen,
ent anléYdé(’%% iﬂaowgwrrélky | Anprssl O“Wfr@}lwgéﬁo‘@m%kﬂcférbml Rower-
N-t er&lkﬁww\lverZalpm%ﬂmeN(ﬁj NH,, N(H, lower- alkyl) N(lower-alkyl),,
!gcés ardl ?E}r am%ylpﬁaqyloz\fer aelﬂzlgé{g)defanzdoN(loerl Jlkyl)zC(O)
(1- benzylcarbanoyl 3-phenyl -propyl) -1
RE benisdiydiogez of lodveydalkykbenzoi ¢ aci d methyl ester,
4-[1-(1-cycl ohexyl car banoyl - 3- phenyl - propyl ) - 1H benzo

dazgl V. ]
ﬂ} ?éc))/vg?r ;élly'l %B%ﬁlkf%ﬁ%ﬁjugl%ﬁ%g%gteﬁ %C‘F(f lky?Qu'yl ar?}l] lgwer alkyl,
| - | - yhgterga é}ﬁeé@ary lowee-alkgl, Bpterasyly ly ot he[tegocyclyl -lower-alkyl,

( 2 4 dh&@fﬂ“&?@hlph&@ﬂda}yl DBH&Bﬁda?cl{zl%r&llﬁﬂs obfib&kAZRLibstituted with 1 to

2! b 7 SN ERET hdsey it o) e gseem copsiphne of el lower-
yl - pedkdniower-alkogly, |ewatalkexydagrangts hydroxy, fluoro-lower-alkyl, fluoro-

lower-alkoxy, NH,, 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(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), 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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N-benzyl -2- [2- (2-nethoxy-phenyl)
- benzoi m dazol -1-yl] -4-phenyl -butyram de, 35

wQ2ep0bwiexyl - 2-[ 2- (2, 4- di met hoxy- phenyl ) - benzRPCTEB2AT55994

-1 -yl ]-N-(3-isopropoxy- propylip6-acetanm de, 2- [2-
(2, 4-di met hoxy- phenyl) -benzoi m dazol -1-yl]
- N- i sdpeopyraneapermyphelingr ami de,

N- bengyuns%bﬁ}fﬁ{egﬁﬁﬁltlﬂ’llyl' ér naphthyl or phenyl which is substituted with 1 to 3
(2- napht hal en- é)enlzm m &31% g ") -acetam efl
2. N d?%@iu@ﬁ‘@*@de—pgn ently selected from the group consisting ot halogen, hydroxy,

[ 2- (ZNHZ,d@NBh)l‘HM - e pyilkyt, hﬁﬁe&@lkﬁx@iﬂb%r—ﬂlkyll-darbonyl lower-alkyl-

t 2008/ 000643 CT/ EP
zaf§ O AR SRRy T PBEH B A R BT Ly ] ST Wyt lower-
peaikﬂlrwlfon)dcnhmbphcyﬁl ezl athiad@zoRL, ayclandlgl yriazdlyl, tetrazolyl, 2-
2 2
[ (2055 g%lq@ﬁ A1y %?begﬂyfn)récﬁﬁﬁzﬁ}rfﬂuﬁ%i) 2- J)X(yfn]perldmyl pyrrolidinyl,

-N-i sopr
[ 2-( 2pmemhwle ARgLyp iiagalyl. oedisaply. gerpery tawdrjalkyl, fluoro-lower-
- N Sﬂﬁﬁloﬂﬂdm‘loﬂgﬁﬁmb N‘(W BRIk yD, N(lower-alk 1)2, lower alkyl-

|2_ E‘rzp%’éh %{‘h ﬁaﬂé{l} carggrﬁggllnk?ﬁzlower al)éyl])C o(x)/ve?)é}/kyl) ,C(O),
N- benlowler Bl-k[yESL(lf-hirﬁijrl (Ddﬁ,@erpﬂleﬁhyl beteniz phmo@k@aﬁﬂ pherwﬂ Jhith is
phe nyI t?olﬁta rgsg Fut?cy w1t199%? )3 su@stw%ﬁis 1‘nde gent(l)y( seEctefllfrom halogen

-i sopf
-benszbﬂlaUpdowgtﬂW ester, N-butyl-2- [2-

(2, 4- gi met hoxy- phenyl) -benzoi m dazol I -yl]

- 2- phen¥l - acet am de,

2-[2-¢2T B aucvi%@%xlynéﬁewwsb%ﬂz& singdsedie-rheyyl - 4- net h
yl -pentanoic acid is opropylanm de, 2-benzo [ 1, 3]

R, @R ak’- ﬁrd}RS-lﬁﬂdth&éml&-frc{rﬁ eddh, (ﬁh&l aﬂ@HhH%lMgdihhﬁﬂWvér alkyl, or

b g d , 3 7 8

ai ool B R R B fosen@s St RONE B SieBROR ol 1 and 1 are

- benzbmunddtagﬂheritq/ﬂo]fm-a 43 napeticaed demale butgh-aymatic carbocyclic or
2-(2 .

PR R R

( 3- hydr oxy- phenyl - benzoi m dazol - 1-yl ]
angl phampreusigellirasaerieble sajts apdestery thegedfy | - phenyl )
-benzoi m dazol - | -yl] -hexanoic acid isopropyl am de,

wih the prov1so that the compound of formula (I) is not selected from the ?roup
N- bu [ 2- (2, 3-di net hoxy- phenyl ) - benzoi m dazol -

anflsbﬁ%ﬂ | -acet ami de,
2-(p ZQ(chlcuogﬁlyhylpbemphmidae@szIﬂﬁMtMyl Ferythl]loidadéﬂ)hwﬂa-mide and
A B o R PRE AT BB ol g puypprice

-20to|y| acet ani de, N butyl-2-
[ 2- ( 22:3- di GerRewdsaseridne tpshuBilnhesm Rlisy ] - 2-
{Yhet@bhe: I(Whﬁl’ieﬁ)ﬁtﬁonall athsaiicadiewit2 to 3 substltuents 1ndependently selected

E\IE)J? tﬁ% gfqul?oﬁog %& l?v?fgrh%g%ia}ﬂ:'e&gly er 4 Zo%l rénar on}(I)lI Ealrl_)(yxy,
carbamoyl, N(H, lower-alkyl)C(O), N(lower-alkyl),C(O), 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 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, pyrazolyl, 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 but yl -
[ 2- (2, 3-di net hoxy- phenyl ) - benzoi m dazol -1 -yl] -2-

W@ 200doasshy| am no- phenyl ) - acetam de, 2- PCT/EP2007/055994

[ 2- (2, 3- di met hoxy- phenyl) benzovm dazol -1-yl ]
- hexanoi ¢ _aci d i sopropyl am de,

lower-afkyD. Nlgyewnall iqueﬁaﬂ*fybwbymda{ﬂ Beaverydlkyhs cagpamoy N (H,
Qﬁﬂ:i’-—%lkg’l)@@@?|N(¥0W4r}a'llgﬂ})3€€tbﬁancﬁl%bv@r AR 1h§d1faﬁﬁ>t/1er
2-[2- (3-cyano- phenyl )-benzoi m dazol - 1-yl ] - 4- net hyl - pen
Panoi ¢ acid cycl ohexyl ami de,
2rif R? {s3ydbdlbylanp Ré ﬁh}dy&loﬁkﬁzﬂf mndﬂisbdie-plremll] - 4- et hyl - pe
ntanoi ¢ acid cycl ohexyl am de, N butyl-2- [2-

(2,4- ?' met &8 o lltﬂ(f@él %dm%e[?%% g}gﬁﬁ%ll_ ]2 Wh]ereu?R is Cy 1o-alkyl,

(4 met hox

Nwsen IXY)Q{OV[’Q g everoadiohenydnyl dewer ol dagdloalkyl, gicioalkyl-lower-
alﬁ?eﬂﬂényp lﬁhé‘ﬂ%&’@r zﬂ%ﬂ r 8YRnyIABWeF- bR, heterocyclyl or heterocyclyl-

["or o-p
{ozve(?lkgl d‘fhﬁgtuﬁé;&?tem%ﬂij’ll iy selfsieddrom desmpun CWS}’[lng of piperidinyl and
2 Nxbs9Plotigitlyt, acetani de, WD 2008/ 000643

/ EP2007/ 33 N- byt
t"’gT ergin g cwcl Oﬁ&@ pgﬁrgﬂw %eter&g\ﬁrgﬂ gﬁ?la?)ali 8Lt2 aniylly]subséltuted with 1 to 3
QLﬂ)s’dtu&Htshlydl@ﬂndmﬁlphdagtéd fromatbe gamipdensiging of lower-alkyl, lower-alkoxy,

ngg h im - |-yl

Lﬁ | sopropy Hﬁ ﬁ-‘l&yn%}?()hgglte%g?n g%glo' /]

(4- hydr oxy- phenyl ) -benzoi m dazol - ]

- 4- methyl - @@Wpa S@Cfa@’dwgéyenbﬁéglymrh -tfe whemin R is Cy 1-alkyl,

é’yc[(%ﬂ{yﬁoﬁm ?10 wﬂi@&ﬂyﬂ)ﬁenﬁfﬁ 6?’[1891&11%91’)&1111%!1 IvithH1i SoRfuBRbents

-4 g X yl -2- (4-chl oro- phenyl)
nglepqns! @&seie g‘?dﬁrﬁgrﬂg%j’er;ﬂ@iy - ben20| m dazol -1-yl] -

acet am de, 2- [2- (3-cyano- phenyl)
_benz®i m daembedads a]ccorbihngsto[an;z;pglctlamsrihehy\Ihemn Rt @i ld&3-

et b ctercomimsal fet)

4-{1-[i sopropyl car barmyl - (4- met hoxy- phenyl ) - net hyl ] -1
H beném m dapgpundsacrordingrio any: of deimg lmed pipleresiRels, ~ 4-

ktrlihy((rb?ﬁﬁﬁﬁPWcRﬁﬂ&)BWHﬁéh iaBEtutedBEiY 1 Jo 2 Balogen, or phenyl which is
H-benzo zoI benzoic acid nmethyl ester,

NeBs R Wil 302 ‘ﬁ”‘yr(?llk‘/ trethyl -1 Hpyrrol -2-yl)
-ben20| m dazol -1-yl] -4-phenyl - butyram de 15
2 [ 2-17.3- cy@mmpptmaadsyalcyerklmgzto|cmrd@zwherhryﬂl]1s hetvalpdiopmandt-yl, 4,4-

o g{g H roxy phenyl)
gﬁ{zm m dazo %Tf%ﬁi']L'%ﬁBﬁ n0| c acid isopropyl am de,

2 benzo [ 1,3 ] dioxol - yI N-butyl-2- [2- (1-nmethyl-1

H pyr $-ol - 2C9ﬂnP0U1Ef1§rﬁf€f?fﬁ4f’($at2 any of ghipims.1 éfffsﬁmuag is Hydrogen.
2-cycl ohexyl -2- [2- (2, 4-di net hoxy- phenyl)

- benzei m dag@bodnddl decorlling(t8 afly OF dEHAN = §RERYIN 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 1 — 9, wherein R’ is cycloalkyl,

phenyl, phenyl-lower-alkyl or pyridinyl.

11.  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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20 acetam de, 2, N-di cycl ohexyl-2- [2-
(2, 4- di nmet hoxy- phenyl ) -benzoi m dazol -1-yl]

WO ao8vensitle, 2-cycl ohex- 3-enyl - N-cycl ohexyl - 2PCT/BP2007/055994

(2, 4-di net hoxy- phenyl ) -benzeilp$dazol -1-yl] -

acet am de,

2-[ 2- 14- cyanerphednacsadimgieiany abdamsiy3[wierep & isjevenalkyl,
?e’ﬁﬁéh @Y H}'IQﬁ pRy&n %ﬁdh is 25bs&hlt& WHB 1 to 3 substituents independently

ﬁeﬁgf??@?]ﬁs@'i :%ﬁff ‘FPEBlliL’I’("S‘a%lB?Xyl yl ]

- acet am de, 2, N-dicycl ohexyl-2- [ 2-
(2, 4- th.net Goxpephdsragtgrding to claim 9, wherein R’ is isobutyl, pentyl or

r0-;benzoi m dazol -1-yl] - acetam de,
ﬁ“ﬁlﬁéﬂ I}iéﬁgghzg §-2- [2- (2, 4-di met hoxy- phenyl )

- 6- et hyl - benzoi m dazol -1-yl] -acetam de, 30
2-[ 2- 14~ chCempowhdsragkrdingrie ehyrpEidlinis-11= 14, jeherein Bi isycl o

heneidroaGRlcitied8rom the Toup cons1st1ng of th1ophen l pyrrolyl, 2-oxo-1,2-
N-di cyc i 4-sul fa %) -ben |mda

éﬁhﬂroypqrda&gt léijri)]éfﬁ IHp@iBYend lch ’(9|XP d@m Iy whis 5¢r0
btior(aBy 4ulshtir@édaitll -1 pbenybstitntinde pandaddy} selecyeldlfronNthe group

1,. tetr t hyl utyl)-acetam de, 35
gf“{s %lh% Ogﬁéﬁﬁ?nf "Igjéﬂ}“fflgpent yl car banoyl - net hyl )] - 1H be
kmmsmibsiauwld 1@2plythyh benz@ithylac iptenylethinhl is egtsetutéd dithgen 3
gmsﬁgfefg{; g er)l(dﬁntl§ s?lgcted fromI the ngOU)E cogsmtln(% hglo§e1]1 hirdrcixy, NH,,
?Nabgdrgm' &féNQljyiﬁfyéé@‘ﬁeI”C kesei ]‘g)éver afkyl-gagbonyl, lower-alkyl- carbonyl -N(H),
KO@Ve@-@H%Qy-QQI%BMiID suh@ﬁﬂﬁp Hmdi/@%hkyj-'sMHmoyl lower-alkyl-sulfonyl,

Ehlmhepzl ﬁ YIgF tﬁw@a H@ﬁwfazaléh sz dstsrzolyrexaspgrligliny;
-pentanoi c acid WO 2008/ 000643 PCT/ EP2007/ 055994 -
scycelio n_chlorid
l?lf t%ycky’a? R P R PR syt ) - 1 benzo
i m dazol -2-yl]-benzoic acid nethyl est er,
2, N- diTycl ebmrgnndsactardinggo anyret dyimsdl+ EroyeaimBhisl )

a)ﬁll?éﬂ@r@hm 824 frdm 1 dronRE6H RS 8f thHoheAFIOBRR0-1,2-dihydro-

By laﬂ@gﬂéﬂblr%&wl phprsin diepherdrivortipmaibnsdstidab sithPhgy or
) uﬂls-u}bkt]tuﬁkd&ia@ﬁﬂh@ﬂ? ohphlérstehichdhdubstittiesd with 1 to 2 substituents

I
e e AR e LR GRS
R)Wdll«yyceirbhemlﬂ (D), {aidpzblyl birktétrazdiakz ol - 2- yl ) - phenyl | - be
nzoi m dazol - 1-yl }-acetam de hydrogen chl ori de,

2, N-dj &yd ??@ng}{hnd’% a[cgmﬁ‘h &H‘aﬂf}‘%%laﬁnsyll P& i RERZ-Mimethoxy-
|dazo -1 - cet am de
phenyl, napthalen -yl, 4- hydroxymethyl phenyl 4-(tetrazolyl-5-yl)-phenyl, 4-(imidazol-

2-yl)-phenyl, 4-acetylamino-phenyl, 5-phenyl-thiophen-2-yl, 2-oxo0-1,2-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, thiophenyl, indolyl, benzo[b]thiophenyl, benzothiazolyl,
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 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),,
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chloride, 2,Ndicyclohexyl-2- [2- (4- [1,2,41
triazol -4-yl-phenyl) -benzoim dazol- |-yl] -acetam de

wa2oospawayen chl oride, 2, N-dicycl ohexyl -2- 12-PEHEPZ087/055994

H pyrazol - 4-yl) -phenyl ] - 129 -
- benzoi m dazol - 1-yl } -acet am de hydrogen chl ori de,
N(Nlaweryakd HeQybenzoyl] phepaxy gmid phepyl which is optionally substituted with 1

14 afisagRhsddpeRNeRy sdlecOERZR H‘é‘l(%@ﬁ ahd Au¥td-lower-alkyl.

-acetam de hydr ogen chl ori de
2 N-dlcycl hex%é % 13diox02 4dr o-1 Hi soi nd
- sPmdasenre g P a”&é@t‘éilﬁﬁralé‘ yar ogen
E)Wﬂhm“p'hdﬁyl substltuted with halogen; or
hexyl 2-(3- tetrazal - phenyl ) - benzoi m
g)d}gﬁenlyf:%ﬁlcﬁ ssg%set uteLl caal?a(%%onor h%ip D de,  4- [ 1-
(cyclohexyl 3- nethoxycarbonylphenylcarbaqnyl met hyl )
-1 H benzotamgageds-azcgrding-to 2hirpd Bzwhereiadi ds frehleyo-thiophen-2-yl, 2-

£9iRIcalbBHYI0MRAYICH QEHI8R- pRERNS 4-
(1- {g)l/cl o&exyl y[ (4- met hoxyéer bonyl - cycl ohexyl met hyl) -c

b d | -
‘?rét Py et GRS eraE PO G2 S R o0 N and R
[nﬂepe(rﬂienﬁs)t fromyaaahi btry hreffieajdgen,- lb@érzﬂkyhoddﬂmér allkoxyydR® and R
ar%%%‘iﬁ{?] <%‘(ﬁeﬁloer }0 foﬁ%np 56- (r]rgerrﬂ)faéd' eﬁgﬁlggxyirbgcy%ﬁé ang {o%g her with the

Mrby@hf@héﬂyml{@e}(@emteﬁh@t hoxy- phenyl ) - benzoi ni dazol
-1 -yl ]-2-phenyl -acetam de hydrogen chloride, 4- (1- {

cycl opexyl Coﬁlﬁoﬁgds%&irﬁﬁf rt@'ahﬁff‘clémié'l) 20, wherein R’ is hydrogen.
- propyl car banoyl ] - net hyl

Eﬁ{]g?#%ﬂeda (())rln{)ogL (Hs[ y beaé}%légﬁﬁyc I0 clalrr}shly 21 w eremhl¥ 18 gg(?rogen,

{I3ervairhinetlidar bonyl - propyl car banmoyl ) -nmethyl] -1
H benzoi m dazol -2- 35 yl{-benzoic acid nethyl ester

hydrogen c | - .7
y ?ﬁoxy@é@%éﬁlﬁ s %c?rﬁ éto LGY§ {; ﬁ?%ﬁe—t%%ywrer_eTR is hydrogen,
@@r@@hlﬂr@lazol 2-yl}- ben20| c acid methyl ester

hydr ogen chloride, 4- { 1- [cycl ohexyl -

(5- meph1oxyCambemyds RESHIMgG8hRREPYAins 1MBINWhbremlR? is hydrogen.
H benzoi m dazol - 2- yl {-benzoic acid mnet hy ester

hydr ogen chl ori de 008/ 000643 .PCT/ EP2007/
135 225yl BRI A s IME0 4000 (AR by~ pn gt Tom the droup
edwizog of dazol - 1-yl] -N-nethyl -acetam de hydrogen

5@' gircgcggheé;gl' 21(2 fhg]]%j—l %%g&ﬁbg&gzglo %ﬂe&q;i}nécéee }tl}édrrno%ﬁn’ chloi_ide,

22 (f ahiswerpram hovshenipol Lo e et §4ifl cyclohexylamide,
JT'C &ﬁé%’lqbl%prh%ﬁﬁhlaﬁlIq{%nyl%arbamoyl) methyl]-1H- benzo1m1dazol 2-yl}-

Pin{zfﬁ-aﬁmﬁ?‘ﬁfﬁﬁi gyd@d}lﬂldam no- phenyl car am)y - met hy

2,N-dicyclohexyl-2-[5,6-dichloro-2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-

acetamide,

2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-isopropyl-acetamide

hydrogen chloride,

2,N-dicyclohexyl-2-[2-(4-methoxy-phenyl)-benzoimidazol-1-yl]-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-yl)-acetamide hydrogen chloride,
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benzoi c acid nethyl ester hydrogen chloride, and
N-cycl opentyl - 2-

W@ 2008aphthal en- 1-yl - benzoi m dazol - 1-yl ) - pr opi BCERPHE7/055994

and pharmaceutically acceptabligosalts and esters

t hereof . 26. Con‘%ounds according to any of clains -
- dgml@l@%}d%% eth%vgﬁb@uﬁ) bmzoe@ﬁkl?@ltl -Hig-ag¢tamide hYdrogen

gﬁlGMgé ohexyl -2- [ 4- di met hoxy- phenyl )

2-
i m dazo in-2-yl-ac
hp g'éwl 25 @%Q%%Wc%%ﬁﬁenéo%wzsgéﬂ y‘? -phenyl-putyramide,
I\Ianékﬁbm{zh (@x(2;4p bimathgxy- pesnzD Hrendaiztdazdl-yly] | - 3-aceh @rbiug@amide
E}/Cﬂ{o erﬂﬂch oride, 15
N cyc o) éxyl 2- (2- napht hal en- 2-yl - benzoi m dazol - 1-
N dyclmbexydir de(2,4- leéthlq))qiyldie@hb)@clnz@;m{l@ol 1-yl]-3-phenyl-propionamide
ﬁ?‘drB oﬁ&' ophen 2-yl) - ben20| m dazol 1-yl]

-ace e, , N- di c%cl ohexyl
NM%@@M& -digprshgpryyp b s avicidp-1- Wl §-pyridin-2-yl-acetamide

hpheE@nahlieride, 2I N-di cycl ohexyl -2- 12- [4- (1

t | -5- - . .. .
b b dageo gy T R etiatimathosiple By bhertaaidieel 1-g-acetamide
Byd‘rloghroghtcbmteex | - 2- | |

- 19-
[lil é%ycf'o ggr 3 Q%‘Bﬁl{ﬁ%}d "yg}’ d?%ég gioé% \é}lbiﬁymc acid
(T@thy}(@ii% 2 di hydro- pyri di n- 4- yI ) -benzoi m dazol - 1-yl ]
8&?&1@)@&# 242 %ﬁﬂlt‘ﬁ@l@ﬁw 71%5enkimidazol-1-yl)- acetaml\ll_de,

-benzoil m dazol - 1-

%Qf é1cmlﬂl%qxpil)7¥ )‘f%ﬂg%ﬁlyp))gen %—dré—pgﬁqyé)ebergglmldgzcll 1-yl]-acetamide,
Zi\liﬁi%&@bll@kyﬂ EJT\EQS(@Jh@]ﬁ)}&ﬂhMbh&‘I 2- yl) -benzoimidazol-1-yl]-acetamide,

,[5 g& éf)gﬁqlﬁéyqe(c&c?@%}&cﬁ @gn%)oy ben )T]lglagenzmm%lagol 2-yl}-benzoic acid

(244 ekteret hoxy phenyl ) - ben20| m dazol -1-yl] -N

b il SURTT Dtopintith S 0EE SR ERomoneis i ool potemide
$~ &déthgrh“q-}(@n”qqglu'} @bgn/l)chq:r@pu@éazol 1- yl |-4-methyl-pentanoic aci
C[O%e mﬂrdgl nmet hoxy- phenyl ) benzoi m dazol - 1-yl ] - 5- phen

g{? (S?P[ 38{20 Kﬁg?egygggﬁaégL %XX | am zepe?l%%%?cgaad cyclohexylamide,

bH 2l Haindb-2yY) LBenZ@hﬁde] 1-yl]-4- methyl pentanoic acid cyclohexylamlde,
?53 %H}T dazo elﬁYle: %r_‘z}o z 3{‘1}?@ th ﬁg%n in?o'lc gad cyc’lohexylamlde,

hoxy-
Q{GEdQ]ﬂﬁXISﬁ Zazdp 41dime]hoxz=gbheydybemanaiwdel -yl Ryelnphenyl-ethyl)-

hlgriyde, and 35
g Acet | am no- phenyl ) - benzoi m dazol -1-yl]-2, N-di
ﬂ@ﬁfé&lwla é@éflnharérox‘/@ﬁﬁwbﬁh@nvb)cbmw@alﬂwldc%pfem@%
Naéytﬁ)h@m 2e@t@r§dtdi@n&@i ?1) -HeARRIaHMIS]- @—%@M—@h&gyllb‘&tyramﬂe,
Bt ingh s ElaTheny Beptom dkssbunid
Sk Peringrami 2608t 1SpdeUsEstanide,
2,N-dicyclohexyl-2-{2-[4-(1H- 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-dimethoxy-phenyl)-benzoimidazol-1-yl]-hexanoic acid cyclohexylamide,
2,N-dicyclohexyl-2-[2-(3-methanesulfonyl-phenyl)-benzoimidazol-1-yl]-acetamide
hydrogen chloride,
N-benzyl-2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,
2-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-(1-methyl-butyl)-

acetamide,
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- 136 2, N-Dicycl ohexyl -2- (2-phenyl - benzoi m dazol - |
-yl) -acetamde, 2- [1

WO ¢@godwiexyl - cycl ohexyl car banmoyl - et hyl ) -1 PCT/EP2007/055994

H benzoi m dazol - 2-yl] -benzamide; 2- [2
iSAmnop ridin-2-yl) -benzoi m dazol | ] o
2 11(benzylget m&rwcg@étﬂa(hmféhyl) QHWW@WM?IQ&SMH-Q@HZOIC acid methyl
Ester( 2- et hyl - 5- et hyl - 2H pyrazol - 3-yl ) - ben20| m dazol -1 -
| ohexy

ﬁsl-YﬁJ@gﬁ%%ﬁ?-ﬁg&g;%?tﬁﬁ%%e%-‘/ﬁel?%?lmld%% il =V1}-4-ppeqyl-butyramide

hﬁhegamhﬂmde,Z N-Di cycl ohexyl -2- [2- (1 Hpyrrol-2-yl)

20| ace ]
SREEREAMATET 7 by S B BB ncomio
Eydﬂoghmglwr@rhexyl 2- (2- fur an- 2-yl - benzoi m dazol - |

) .
R R S R e L L
chipage Iohexyl acetanide, 2- [6-Chl oro-2-

b&hht (Yﬁe)cyl p@m@kﬂ'&ﬂ@ﬁféky hemy) benzmmldazol 1- yl] acetamlde,
sz%ghpgg SR STV 20 1L e SRR R

2—2:y<ﬂb]ﬁhx§71y¢2-| pliexydimetdeikgiphdeyl)-b2azoimidazol-1-yl]-N-(4-methoxy-phenyl)-
1d§r° 2- (4-chl or o- phenyl ) -5-fl uoro- benzoi m dazol -1
N-di cycl ohexyl - acetam de, 15

e,sy d@yqlplmwlya dtiedydimpthozy-pRemyl it raethpxengpierighzol B emlacetamide,

i}
b - Qﬁf&&héxgﬂﬁe&/??Qﬁ-g)glr)]q%frr%hg%})yg }?}[e%yl ]ben201m1dazol 1-yl}-acetamide

'erRS cthexyl acetam de, 2- [1
2 @Qﬂlfé&@@l@kﬂ 2CYgh -oRexyl- dﬂﬂybﬁﬁ@ﬁﬁdlﬁﬂt AYIbknzolmidazol-1-yl]-acetamide,

g‘f%ﬁ%%lj tg] gﬁég%mﬁﬁo’%‘@?lﬁ%ﬂﬁt h%‘zwlﬁaezﬁﬁ? Yﬁfﬁ Rhgivl-hutyramide,

Qywlohea;lybtdﬁn(ﬂ,é dig@thoxy-phenyl)- benzo1m1dazol 1-yl]-N-pentyl-acetamide,

R l%%nl%lc?/?i gb %l)ﬂ)éko ﬁhLI?y])(-gﬁ% Jl L”@I/]cmélgll %a{fﬁnazcgfam&éahydrogen
(fgoﬂéﬁt hyI i soxazol 5-yl) - ben20| m dazol - | -yl]

2, ACBIAMD SiRity1-22¢ N A mﬂﬁé&h%Mbé&blmldazol 1-yl)-acetamide,

é%?\&} c&;}ﬂ benéf—)l eglzgl?égaz(ok lfﬂlﬁgl)r @/c&%@ﬁaﬁ)—&len}d -butyramide,
2y ez diydicd@zdlenyl)-beydimidagelt Bi] demethyl-pentanoic acid cyclohexylamide

| |-2- [2- (2-fl - phenyl
elasiedie Y 7y Gcetam de, 2

N- NrtEtwylel -ofwbotyexyl22-[ 24,8, dimgihoey-plikn)il s borepohiddzolt 1) lbepetamide,

FLTLRE At ‘2‘5@191‘9%31%?3% (AR ol acid ety

cH@et am de, 2, N-Di cycl ohexyl - 2- [2 (4 Vi nyl - phenyl )

4132031"4112 3 1) Rhrbalmoy¥Blphe 6 l‘}i@H benzoimidazol-2-yl]-benzoic acid
QI\L_H? Z%ifl?%%exy i f ?%B% ggl'rret hyl - phenyl ) K

M5HRL 8i5H dazol - | yI ] -acetanide,

2 NNdioy dyednofiex - GQmeﬂﬂ)Xﬂprlﬁﬂylbimeztolﬁyﬁdapdﬂehyll Jacetamide,

3 RURTREES 4 KRR R gt -yecmide

23“21(2:é tnathogte PheIZ}’leE)ﬂ?@jmldah@xyVl-] 2 mFQLyl pentano1c ac1d

g}%lcﬂleg}ngﬁ%;dgyl phenyl) ben20|mdazol | -yl]
acetamd ycl ohexyl - fz et hyl - phenyl|

Nbléeﬁlzbll—}n %j—é%-gpethqbe Rh[e}qyl g)ég%caml%ol 1- -yl]-4-phenyl-butyramide,

ZC%I&I@(}[EQQD-QZML(}IQTE'[}{O&Y phénfll-benRiRidaes byl phesydopropoxy-
benﬁol ni da& -yll -acetam de,

propyl)-acetamide,

2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl|-N-isopropyl-4-phenyl-butyramide,

N-benzyl-2-cyclopentyl-2-(2-naphthalen- 1-yl-benzoimidazol-1-yl)-acetamide,

2,N-dicyclohexyl-2-[2-(2,3-dimethoxy-phenyl)-benzoimidazol-1-yl ] -acetamide,
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2, N-Di cycl ohexyl -2- [2- (3-fluoro-4-nethyl-phenyl)
-benzoi m dazol - | -yll -acetam de, 35

WQ20d8hwyx | ohexyl - 2- [ 2- (2 6-di f 1 uor o- phenyl ) - beCBP29D TE55994

zol -1 -yl]-acetam de, , N- Di eye2 ohexyl -2- [ 2-
S 5-di f 1 uor o- phenyl ben20| m dazol - | -yl]
ééé@é,ﬁl@@thoxz p[hfgfl gm@ﬁ@;@azolzl_ yll #=methyl-pentanoic acid
é}%lo'ile @1fhiRr 0- phenyl) -benzoi ni dazol - | -yl ]
t am

I : :
%-gy olaﬁxp/(jgég 62,6%1&%9‘&{ % OE{ } hfrggglﬁ}d_azq)l— 1_—¥l|] ]N—lsopropyl—acetamlde,
2-4e€L ardigethox?-pNe¥ Lhehohaklikol 2k-yl] 2N-isopropyl-4-phenyl-butyramide,

0 benzoi
2o T A Bh L0 el RN Bt by -bugzamide,
N- Nnm/le%/-él ()éhelxly)ro -pherfyd)- b(rmotﬁpldnuﬂﬂl -vi}-¢phenyl- butyramlde hydrogen
}ggﬁ oi m dazol -1-vyl ] -acetamde, 2, N-Dicycl ohexyl -
E ii H i ndol - 6-yl) -benzoi m dazol ﬂ‘l -acetam d
[14( JSO(PSOKﬂlﬂaél?%ﬂQ%P%‘WBnUi ngmmb@wlox da@zlé@mmawnpethyl ester,

NZbLNyldME}’QQ @ftﬁfﬁy{m&ﬁ a1 ABenzognidhZol- (-1 J@C}ﬂ{e‘xﬁkrl' mmua

AT IGR, st <Al g A5

wdpidpglanydd, ohexyl - acet am de, 2, N-Di cycl ohexyl -

bR R AR A u%?if’%ﬁ%%"ﬁﬂ?éﬁs SRR %E%Wd%%]‘ Ll
agtahidecycl ohexyl - acet ami de, 2, N-Di cycl ohexyl - 2-
(¥ |

g)gg%d;?n%gkgbfdpﬂ"%%l chc 22) Ze%@ﬁgh&hgﬁzﬁlllen]ﬂ)ylgénzmmﬂazol 1-yl]-
%C@t*’d]il%t hyl am no- phenyl ) -benzoi m dazol - 1-yl ]
Nalﬁtﬁsllaln [21€2,4 dmethoxy-phenyl)-benzoimidazol-1-yl]-2-(2-fluoro-phenyl)-

N- Di.cycl ohexyl - X{Z (4- met hoxy- 3- net Kyl phenyl ) - benz

‘fe}’ﬁ 48901 - 1-y1]-acet ami de, 2, N-Di cycl ohexyl - 2- [ 2-

Neyatoiphiotyly 2 ZQ{féﬁiyylfoxph:émyyl) behmnmdxlaubldbcyﬂ F4-phardy]-butyramide,
AR e R SRR Bt et prapge
Na‘életvla%n %hé2 3-dim RﬂIDXWbP@}ﬁb girzogmidppal- I(ZHétIPk?XlV]- plseamyidy,
g_lh'cé'f&ldﬁz&llyl') Tsevb dintidee!-ail [demeth l[}%htanmc acid cyclohexylamide,
2b1N|Y

%gé%rdéwmoéﬁ&sw%g%%ﬁdg? Zl 1 yl} 2%0- tolyl acetamide,

Re-pityle 24 Thid 6 rdimphioicdiphedyl y byndoanidaioft idald -l 41mythosxi2-phlei]) -
|c cl ghexyl acet am de, 2- [2- (4-Chl oro-phenyl)
&r o- benzoi m dazol - yl]

N2blNy]d21£M2 éf@mythoay&@hamml)}bs?nzozm‘damldyﬂl Gh@xford-pHefyl)-
gc%gnluugro 4- rret hoxy- phenyl ) -benzoi m dazol - 1-yl ]

-acetam d
szl(tML 2:&&%2 B- @mﬁﬁmﬁwphemﬁéhprl)ms@ﬁizmlrﬁ Hé2o(4-dimgthylamino-phenyl)-
ackthhidecycl ohexyl - acet am de, -

5%2%5?%Wmt yrllydgg§%%ﬁu%}éiaggolz }gll rﬂeggnzo(%cl acid }QO}])ropylamlde

2-{&-2{(1 Auilo- pi’[@lyB ifdpuopydepbeanyflymérkpiz-aitivbelapohidizot 2-y12-benzoic
&il cg@lgsq%x -acetamde, 2- [2-

fl uor o- phenyl ) -benzoi m dazol - (1
222Kﬁdvmpb¢1§10ybena@mlém0&é yl]-2- mtmflcge@ﬁm@wl Qrclohexylamide,

[2%2((5 cﬁﬁ)trgv\ﬂhen}llmleﬂ%%ld%zéﬁl )- ?111 bleﬁ%@ﬂyﬂbgrﬁgl%lc dcid Ic;'clohexylamlde

| ohexy
NZb‘BtYhzﬂ%w@ rluﬂéméthﬁﬁéWFI}‘/ll B@#@Bﬁﬁl%%zlovﬂf@ (- pethoxy-phenyl)-
aceehide) de, 2, N-Di cycl ohexyl -

&glée&tzzgl?g—g?_e—?g—l f 't#%y%}f%n%%e)uoki a%lom dﬂZZP heﬁyY—lb]utyramide hydrogen
&lp@dBenzo[ b] t hi ophen- 2-yl - benzoi m dazol -1-yl)-2, N-dic
%gh %Fg?éér{ gh%%‘q_é 9;{3“(? 3: dlﬁ‘re)%d%g?ﬁ ﬂz_l%g%%o&lﬁldfgg -yl]-N-isopropyl-

acetranidesi de,
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2- (2-Benzot hi azol - 6-yl - benzoi m dazol -1-yl)
-2, N-di cycl ohexyl -acetam de, 2, N Dicycl ohexyl-2- [2-

W@ 200800pr>DpOXY- phenyl ) -benzoi m dazol -1-yl] - aREI/EPI0IE055994

2, N-Di cycl ohexyl -2- [2- (3, 4=dBBret hoxy phenyl)
ben20| m dazol -1-yl] -acetam de,

M-ty %;&Hbﬁekwt@xy 2h(f12>’15bm2ﬁ>i§tlﬁléé’®1 loHéry(4ydipehptarping-phenyl)-
gge@c{mlaeyl ] -acetam de, 2, N-Dicyclohexyl-2- [2-

f h - ph - i.m [ -1-yl
5 i% glfl amﬁor orgt {1)%5 -éelg@g%y ) S{])—,]P—?/Qﬁg {i%)]_pggpzy?—él—She%yﬂ—butyramide,
242d4fﬂydﬂfx@¥tﬂiehﬂ)( Yepramydayol- bgalj zohiEttddpehtaieiy lafid cyclohexylamide,
5 Dic X .
320 EHSAF heHBL BT ML fiongt-arehny) ryramide
Nalpwylazd( #tehlor@ phemiil o 9d R d Rgxdimethoxf phenyl)-benzoimidazol-1-yl]-

L&aduhig| uor omet hyI phenyl ) -benzoi m dazol -1-yl]
acet an de,

2 [Re(Bicgma- Blhwl)rbezlzfl.@n@@zolrl dil ch-serroprehyhyubdHBGIRIGa
ZQQ “(d=ayéty ﬁ@&l@@fﬂeﬂ@omﬁdazbgi W ¥NBESITE tEem‘hbe’[hoxy phenyl)acetamlde,

AR T T

adié nediyiiedazol - 1-yl ] -acet am de, 2 N- Di cycl ohexyl - 2-

gl—i ;1:—6( fsgﬁoégfcg%gﬁﬁ%%%}/— iér%glj@l?f ! %;Be?%&ﬁqagogg—zyﬂl—‘ﬁélh'Zch] acid methyl

¢steret hoxy- benzof uran- 2-yl) -benzoi m dazol -1-yl ]

Wﬁ%ﬁ%@}lﬂéﬁ& n?e@%ﬁj 18006481- PO $R20044 08994 -4 phdB8-butyramide,

hex
%é2f<ﬁ1%%rt9 Rbg %f@%?‘é‘ﬁé%%’}fll -phBeRAnyic iR dRse. |
2y bi(4-hydesly afedd)-b2nd¥ikiday6l- Dljlﬁxpéhta%mc[a&d 1sopropylam1de

&38 ojﬁnlggchoxol%o ylp% L\g)érbd’:}a gll),/B)eglyﬁg%%rw%l%x@Tb)enzoml\{éJzol 1-yl]-

adeemzide,m dazol - -2, N-di cycl ohexyl - acet am de,

%F ([ﬁf’i%lé/éﬁyp%ég )5? 42(%@1?{% gﬂ'é‘r%g)’ b%rﬂ%ﬂﬁﬁk&‘ ld9ﬁ%|f (& 6yciu]nel%’yl -phenyl)-

fztaopid or o- 6- net hyl - phenyl ) -benzoi m dazol- | -yl

2 A0-Bcgll e@cl’ylo@-?%—)(b 4%ﬁ%ﬁi&%henﬁ% Bbrgoﬁﬁfala%lel)é}e'ﬂt] argnetamlde

éch%%e@?%e@rlﬁ%%é!@h%%%ﬁ% éﬁgﬂe jhosyatisbri-Dasmarsl- 1111

adttdmid@, N- di cycl ohexyl - acet ani de, 2, N-Di cycl ohexyl 2-
é—j?—](g—f}:g%n l%r(yxg%enfﬁlmn&tizwll }RP?Wd cyclct))l? Nzel M. da ellydrogen
ehipkidk cycl ohexyl - 2-[ 2- (2, 3- di met hoxy- phenyl ) - benzoi ni d

57(:9&(1:%1:1 x%f i\]‘&l‘éﬁ)ﬁ)ﬁﬁ‘ﬂypgd %2 4[<§mehhox¥ &hen}g) be]lizourndaz?l 1-yl]-acetamide,

N-fisuleheriohisy? A&e@@%henw B fyeroohagimidazoj--vi)-
f@tanidechl or o- phenyl ) -benzoi m dazol- | -yl ]

2 86 ﬂlilea%lzé Ea: <§1nft o5y a%%ﬁérd%%%l?e%é@]ﬁ%%é;yﬂ-acetamide>
24 2{(2-ch(o&e@nle@)rly}bén25nrdlcfakcblolr o ﬂmrdydy)clohb:e/ﬂmoetmmdhz ol -

%WIL{}'%C))/% X&I\téjifxg 8‘? %/}ﬂ %%S§12%]F§Zre%’lnr}bd]ag ac tamlde hrxdrogen

ddende| -yl ] -acet ami de, 2- [2- (4-Benzoyl - phenyl )
2 Q 51519&91 @quqb 4- chmeﬁﬂdx% g% ,N;ni beyohaRexiLr ;m@ @ml @% tetramethyl-

1(9 ano- benzoi m dazol
'ZYNI-*’&F@VE‘lleohexyl acet am de, 2, N-Di cycl ohexyl 2 [2

44{ pbﬁﬂ@éﬁtyﬂ'@@ﬁhdp}:ntyl@@fbéﬁid?l ﬁﬁﬂ@ﬂ)— 1IH-b¥hAoimriaedlamyideenzoic acid
B}H,El %%/hc}arg exlc l%r FZ- (2- phenoxy- phenyl)

MSERT B3 LD < acet ami de,

2,N-dicyclohexyl-2-(2- qumohn 6- yl—benzoimidazol—l—yl)—acetamide hydrogen chloride,

2-[2-(4-amino-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,

2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-5-phenyl-pentanoic acid
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20
2, N-Di cycl ohexyl - 2-[ 2- ( 3- phenoxy- phenyl ) - benzoi m dazol

w0 Iztwydoqv%m:et am de, 2, N-Dicycl ohexyl-2- 12- [ 2PCT/EP2007/055994

(1,1, 2, 2-tetrafl uoro-et hoxy) -1phenyl ] -benzoi m dazol -

I y }- acetam de, 2, N-Di cycl ohexyl-2- 12- [3-
oElohepylamidsthydfagen cblogdhoxy) - phenyl] -benzoi ni dazol -
o[ '1)('1-}cyd§?§ﬁﬁEﬁrg§mo@5’> henyl- prop 1)-1H-benzoimidazol-2-yl]-benzoic acid

ohexyl 2{2F 52tetraf|uoro et hoxy) -

B‘ﬁgﬁ’ Pyt é/rbenzm m dazol -1 -yl } acet am de,
ZN\HEy@IMﬁHX@]h:e ){yi(4ﬂimétgliylsulfamoyl—phenyl) -benzoimidazol-1-yl]-acetamide
fl i fil uor omet hyl - bi phenyl -4-yl) -benzoi m dazol - |
Xf}rfgen GAIG de, 2, N-Di cycl ohexyl - 2- [ 2- |
2.3-digyclotaxil- bﬂb(b%plrﬁfenwl -pheyyl)-behmmnalandldayldtacethmidd ydrogen
mgg&@m de, 2,NDi cycl ohexyl 2- [ 2-
g - di chl or 0- 5- sul f anoyl - pheny| ) -benzoj ni dazol -

91 F1cycé@l@gx§m d% Bé@H(tgi)razol 5 yl) phenyl] -benzoimidazol-1-yl}- acetamlde

Berl@Ml@vidy; 2- (4- chl or o- phenyl ) - 5-f | uor o- benzoi m dazo

%hi\é%y‘]é%qxas'\lhg-@%f&é?ﬁegygwﬁﬁv RO hsnzeimierkdr-pectamide

hydr))geradﬂmam de, 2, N-Dicyclohexyl-2- [2-

g&gﬂaexglyﬁ 59 (A ﬂ%l(}éﬂ% - _gﬁgll% (}Q(B] l?%é&mﬂézopf }]1 -acetamide hydrogen

ace cycC

¢ldorge, hyl - pyri di n-2-yl) -benzoi m dazol- | -yl]

z@ﬁafc?élbﬁi&y 24124t 1-4-yl-phenyl)-b idazol-1-yl|-acetamid
N DI c IoheEP o Y R B A T epamide

B‘é&r@geqc I}eacetamde 2- [2 (2- Ami no-pyridin-3 -yl)

2 PE Al ohcklz Bl 2-[4- (1M dﬁyraz%l N:ﬂi) ei&lybhigsybmadedomi e acetamide
n-3-yl) -benzoi m dazol- | -yl]

ano- pyr |
ﬁ’idrkﬁ?ﬂ‘%@ (%ehexyl acetami de, 2, N-Di cycl ohexyl -2-"[ 2-
Q,Ndleydioiquylpg/-ﬂ 2di11,3,3 I}hlia)diazbbm%phﬁq&)zbénzoimidyicﬂ— 1-yl]-acetamide

hg&gg - [2 (2 Chl or o- 6- et hyl - pyri di n-3-yl)
ol m azol -2, N-di cycl ohexyl - acet am de, WO
206500058 AC7H 2200 19 B85 0badL T gsbiadolyn)benzoimidazol- 1yl

b2k r@géﬁé&ﬂ&lld@yrl di n-4-yl) -benzoi n dazol - |

cl ohexyl |
%J awsi%hlwl %r)f%gﬁ%ﬁaze - ffagw%ebenlg)mﬂd?%ﬁﬁ%é g%amld% hydrogen
aalbh& cycl ohexyl 2- (2-quinolin-4-yl-benzoi m dazol - |
A BRI PSRtk ety br i dagimidazol-2-11-
berizpic-agidNndihglyasten hpdrplgen éhlagdd, ami de,
fr%sez%t(g ﬁ a& 13(@&&@%&5@ %ga&ﬁé}%?éth&) Hibado B ithyl}-1H-
bwmléa%sﬂﬁhﬁéh@m}zmczaact Qletf(ykte%whcydmgsﬁ ehlpriyle,

4@&;&1&@@@2@ (hﬁéthoxy&@éﬁl/lqﬂ%yﬂ) 'beﬁi‘(ﬁhﬁdfﬂzgpl—yll]oacetylammo}
i,m daz - N- cycl ohexy

IPEH% e PohbAg gﬂyl i hymsescalipEtg el 2 [ 2-
N4cyﬂmlhem-2p[t?e(my4 )11mélbd§b@9phﬂn§lbdﬁhzdlﬂydldzol 1-yl]-2-phenyl-acetamide
h;'r\ﬁr‘é%’ 2 ehexyl A -2- (3,4-dichl oro-phenyl) -
4-(1-{cyclohexyl-[3-(2-oxo-pyrrolidin-1-yl)-propylcarbamoyl |-methyl}-1H-
benzoimidazol-2-yl)-benzoic acid methyl ester hydrogen chloride,
4-{1-[cyclohexyl-(3-methoxycarbonyl-propylcarbamoyl)-methyl]-1H-benzoimidazol-2-
yl}-benzoic acid methyl ester hydrogen chloride,
4-{1-[cyclohexyl-(4-methoxycarbonyl-butylcarbamoyl)-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,
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W@ 3e0sm0deaxy- phenyl

acetam de, 2- [2-
1

(4- Cnhl or o- phenyl)
- benzoi m dazol - 1- vyl
)

] -N-cycl ohexyl - 2-

- 15 acetam de, 2- [2- PCT/EP2007/055994
(4- Chl or o- phenyl ) -benzoi m daaef-1-yl]

- N- cycl ohex -tol yl -acet am de,

2-
g4y@hwb2ﬂéé%§lr£m mhml)d}ibgmzo]_myia?ol[l -yl]-N-methyl-acetamide

3 - 2- (3-fluoro-phenyl) - acetam de, 2- [2-
5112?%' or O- phe nzoi. m

C(}cswm ozphelcygsjgplpqo@g} gél? lln é_;ﬁ;,ZV Il\T]fgcyclohexyl acetamide,

MEJ’@Jaket@l@ﬁﬁmrpﬂﬁ”lyl)2benzo1m1dazol 1-yl]-2,N-dicyclohexyl-acetamide,

bR TR PR P SRR g hepppimigonol-2-1-
P@Z@iﬁba@m mptbykﬂswmwcjmgenddond@az@l -1-yl]
8&%2%9[2?@(5 n%pﬁ‘&afehulogrlobélzg%lam 1 }@ﬁﬁmﬂl()namlde,

(ug}p {rlchuzswém weeptgble palis ppd gHeyhoredenzoi mi dazol - 1- yI
]-2, Ndicycl ohexyl -acetam de, (S)-2, N-Di cycl ohexyl -

[ 2- (2:@- di OB @myds%&smirbgtbaﬁ?z of dhigaaol 25]sddcled from the group
-acet am de, Chl or o- 4- met hoxy- phenyl )

PERYBP dazol 1-yl] -2, N-dicycl ohexyl -acetami de, (9S)
N2cy@0d:1lex;«lhex h2k €224 d[rﬂethcﬁ@,—ﬁhaﬂﬂyh’diehmdmiqlﬁmhyw)] -2-pyridin-2-yl-acetamide
f cﬁr@ée%i gﬂag%ol -1-yl] -N (2, 6-dinethyl- phenyl)

-acetam de, 30

N-gyplopaxytit ecloppmizhid [ 3-(Bdrdivietioduadienyl)-pepzodmigdagslohgbhtypcetamide

hy d}l— e/},&ﬂ(gylctel uoro- cycl ohexyl)- acetam de, (S) -2- [2-
ro-p enzaj }r,{l dazol - 1-

W ?%ﬂaz’hﬂ alepi%ylthsngoiny ﬂog]ﬁé&metamld%
Qali—ﬂic?d’ﬂ)lﬁj&yl £-3)- (S%helﬁ}a1h(0%hé¥fﬂ2r}@) BMfzbﬂhiﬂaﬁ)l 1y&1) acetamlde,
%,g]egwyclc% lZ?| 2- (4 hygchxymethN[ dhgl}/y‘f)l lg)el}lez and rﬂ ace’tamlde,

2,NNd oy dylodxplhexX 5[ 4+ leﬁﬁteifrhml}rﬁ_eympbw dme@HlylldaMrlZ)d}—medeamde
Eg&rgéenyg% sagetami de, 2, N-Dicycl ohexyl -

I met hox phenyl )-6-fl uoro- ben20| m dazol -1 -

I
lcgqh)l@mcyl 2929@ B digpethepipfipnyd)-5-methyl-benzoimidazol-1-y ]—Lcetamide
hetb éilod}ﬂ)oﬁ’de(4 met hoxy- phenyl ) - ben20| m dazol - 1-yl ]

Di cycl
f—%f:?lz‘ycg] Ol %i? ﬁﬁ@nkﬂg é%/q am%nﬁeﬂ% QemAimidspolr Lyl jacetamide,
2&9’2&61@&3{1}&19 [2-(2 ANtidle sl Phexyt)-b@nzoimidazol-1-yl]-N-(2,6-dimethyl-phenyl)-
Lcea . 3- di met hoxy- phenyl ) -6-fl uoro-benzoi m dazol - 1-yl ]
A gn‘l de, WD 2008/ 000643 PCT/ EP2007/ 055994 - 140
2—cN;l§jn@<beo¢yek)jpbnt2L 2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,

3 {165 &?{PQ' I zqgcgfg%égm%g?%ﬁﬁﬁ%u%%} exyw%? li’%rsz%'trﬁ?nethyl-
l?stY %P‘ﬁfﬁ’tl‘llﬁfl -i soxazol - 4-yl)

2 @J‘ ficya leNQJqﬁlrﬂ)@ﬁﬁCﬁ Frllbéﬂz])1m1d§&ﬂ-tla§m -d&tarRide hydrogen chloride,
? mg‘%o mf&{;%)r(y glé)flgg]elazénnqurd%zgl ( ]1|+ pﬁ/ re%%f)pentagmz ac1g nzo
cyclohexylamide hydrogen chloride,
2,N-dicyclohexyl-2-{2-[4-(1H-imidazol-2-yl)-phenyl|-benzoimidazol-1-yl}-acetamide
hydrogen chloride,
N-cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-2-phenyl-acetamide
hydrogen chloride, and
2-[2-(4-Acetylamino-phenyl)-benzoimidazol-1-yl]-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
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2, N-Di cycl ohexyl -2- [2- (1,5-dinmethyl-1
H pyrazol -3-yl) -6-fluoro-benzoi mdazol -1-yl] -

wae@sasiose, 2, N-Di cycl ohexyl - 2- PCT/EP2007/055994

[6-fluoro-2-(3-nethyl-isoxazeli3s-yl)-benzoi m dazol - 1-y
I?’l]l\bacetamde 2, N-D|cyclohex¥ -2- [6-fluoro-2- (1
Pigyelohexy)2) (2 phenylobamzeiaridhzol-1yyl)-acesrpidanm de, 10

N‘( @‘y&bfﬁéx‘;}h @})%Ydhe%yﬁa@birhyﬂ[rﬁetgy& Q%Eﬁ%hmfdlak&pﬁgm Rn¥mide,

%42235 G pEY b ON Ec LN Fherlohesy-hdetamide,

2 Xr-Dystiohexy2-[acetanyl demetiM-BHL yyrazol-3-¥)-benzoimidazol- 1-yl] -
£4 chl,or o- phenyl ) -benzoi m dazol -1-yl]

'SP ohexyl - acet ami de, 2- [2- (4- Chl oro- phenyl )
Q}Dél?z@’plnhda{t@F -21(5yr|n]3thy]|\iscwbbhek)y‘tben291m1dazol 1-yl]-acetamide,

Eg\?g@b&sﬁ&gﬂ BYRAToH gﬁ £ hAM.1 -yB-acetamide,
61H-(o? bBlb@ﬁ@GﬁWéFd‘z ol Yi 1cmloheml@9@p@my|

@@@D@dg‘tlf@lﬁe xyE-2- (Ezfure(n‘-lz b&{z‘%nﬁfﬂ%ﬂll)-yl) acetamide,
| u O enz
236%& ﬁlél?fﬁ Pﬁegfbd?ﬁna@m%z olflll-gN-gisrdpexghacsianyide,

Qbéﬂﬁbbmﬁa{-ﬁhbi@ ph}:nyl)Zbé}yeirﬁhﬁez(ﬂll )PLI} 2,N-dicyclohexyl-acetamide,
% ﬁtéh%l}{d % Ipe¥1r ﬁrk eYhO)xX) Benchlml atz ﬁ’—2,1%_—diLchlohexyl—acetamide,
2 Zéfgldd)mhkf@-lchlmr@—pbtrmb} b—rﬂyabr(abgtzanndezol— 1-y1]-2,N-dicyclohexyl-

’t\A‘n'R'ded ohexyl -2- [2-
?ﬂe hol i n- Xrl di n- -benzoi m dazal - 1-yl ]
18%/ (24

c&éohexy 4[c’2me‘(h4pxm élp)é bﬁgﬁ)}tp)dazol 1-yl]-acétamide,
eﬁ%@(m%ﬁ@lphln )-benzbimidake1hexty s MEdic clohexyl acetamide,

&ﬁt CRGEP R xéc%%mzl %&?ﬁa}?fﬁlgm@aﬁ@wmw methyl-

bhﬁzaﬁmdem dazol -1-yl] -acetamde, (S -2- [2-
b - 1- :
§§T gi‘ég?lr ﬁ &?Wﬁflﬂ”a % ?géﬁoﬂﬁﬁﬁ%oﬂi %lzjacet%mlde
poL @mydpbew (24[2c(ﬁrr@f:tbybﬁ@myll)Yl)abmzmmldabéﬁzldﬂﬁf@j@mtﬂe,

2 X-Dicydof %519 QWngth%Fﬁg){a%BNgfyB - IRV Gidado X -yl -acetamide,
acetam aro

2%92%’Fh9ﬁ@9&%r<21mytpiy ww@%ﬁgxwﬁgcetamlde
£ Ne ity eat-pyRan- muqtb)phenﬁﬂbaﬁﬁﬁrﬁ[ﬂaﬂ@rl {1P)acetdmide,

- Chl or p- 2- (4-chl dazol -

2 81 PR BT onesgr fisto FRERY Lo umisr Ry i

2,2t Bigmtiotexyl-2Sp- (35—dlﬁrk-th}(MSO@hicdf%ylp}ﬂ)elmdlmﬂazol 1-yl]-acetamide,

2%\? @ c%%:lghy)grgg Qe(gzlﬂkt@yfjﬁﬁc%he}l 2’{11]) ez MrMCYE (}neﬁ%{amlde

%SB DELYFlzhf?Ql@I{Izdl‘lo‘ﬂtlﬂrRhﬁﬁﬂﬁrbzmgﬂll)mcbéﬁlz bivhiageteslider- y| | -
ﬁk;@h@ L(Qeycghee%ﬂ%henﬁﬁbem%uwxd&&ypmlh%&ximc?e

EéT Pr(i 3Bed I Lﬁ;[g (%%(E@Q‘éh% }:ShFTYD Qe%ztogﬁ.}d&éol 1-3l]-acetamide,

b6 Didyclohed4 (24{29(121L@hyﬂ miaﬁﬂy-lb)snﬁmﬁlhdhlﬁl@} l;)le}rhwuam@azol
s A i R I e e s
A%DQCMh¢MﬂQdﬁmthylaﬂ1edyl) -benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(4-fluoro-3-methyl-phenyl)-benzoimidazol-1-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,N-Dicyclohexyl-2-
2,N-Dicyclohexyl-2-[2-(3,4-difluoro-phenyl)-benzoimidazol-1-yl

2-(3,5-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide,
2-(2,5-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide,

-acetamide,

[
[
[ ]
[ ]
[ ]
[ ]

2,N-Dicyclohexyl-2-[2-(2,3-difluoro-phenyl)-benzoimidazol-1-yl]-acetamide,
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WD 2008/ 000643 PCT/ EP2007/ 055994 - 141
cycl ohexyl am de, (S) -2-

WO 2008100 wid- 2- (4- chl or 0- phenyl ) - 5-f | uor o- benzoi PCTIER29D7/055994

-yl'] -N-cycl ohexyl -2- cycl opensyl - acet am de, 2-
£2 &, Chl or o- phen}{la 5-fl uor o- benzoi m dazol - 1-yl ]
arleherbReryll Fatdohfillebergomidpzol-1-yl]- Scctamide,

2 Wd ]Ellﬁé%lll QC[)QC(IIPFE?&)SI 631 g@éﬂ% mlﬁ%}idML IL acetamide, g
%.Zt?ﬂ 1C Ilggq%gﬁl?oéqemzdﬁgip&ll%]ﬁ@a olsl- yl\j JN dlCYC{]O%IeXY a%gtiimlde,
252@4&&1}/1*@1‘1?1 VA be}ﬂzbghlﬂaﬁrlw lp@l’Nﬂidﬁl@H@@l adetathide,
- m - - -
237 kb GabSibeRzebindiedioal SrT A Okpe Lhesmidsy -
20eDayrldbexyl-0-[2-(4- 1sopropyl phenyl)-benzoimidazol-1-yl]-acetamide,

b t
AR 203%?4#?%‘%&??%&?&’5@*18% Py
P @pcyc Iphexyl-2-[2-(2-dimethylamino-p enyl benzoimidazol-1-yl]- acetamlde,
£.6¢-Oid bﬁe;érl le z Odlzremwan%e p%ew/b BeAZAinid 81z 2t Jec¥aide,

4-

%éT %1?’ =5 gist t%mégﬁﬁhél “Bhengrheareimidizel-1 3llgoptamide,

2,X- Ni@tl@hé)tyd}lze[&y(m Iaelhbﬁ)ﬂflzdﬁethyﬁphenyl) -benzoimidazol-1- yl] -acetamide,
é,g?—ﬁl: 9188% O%e[lioqi% ace§¥¥n4 h?[%ghenyﬁnbenzmml 8l yl ac)etamlde,
2N- @@hﬂot}m'l 2- QQQCdﬁh@ryophehwldph@emlmmjdzpl 5yt Fareramidenz oi
Wég&%hl&ro\éﬁ)]nd%n Iﬁ" Bé(r?zloﬁﬁﬁi)éi’(h 1 ﬁ? Qtl@rﬁllcsﬁugr 1- acetamlde,

oro t hi ophen- benzoi m
EAU L Calﬂ9qorPYI211w4wf thenzeHawgral- laﬁliﬂ%da@c loheyy. ]-gcetamide,
b6 Chl@H1Oro2p hyl Y- ﬂﬁ&op&&aylhald&ot hugy- @wamf@bmxﬁmtaﬁde,

i Ly e BSPAA B0 5 e BNy Py T BF ok ik Gretqmide.

23 P{(4-Chldkods -mythydipdieyyl - balmilm[dad(ﬁ 1- 21 Q[M—dlcyclohexyl acetamide,

§§2((:9| | rop?ﬁ{%})l (plll&?ﬂé%'?%go%?c%koll % 172,N- dlcalcl exyl acetamide,
25@&&@1@@ 3 -flgon-phenyl)- benzo1m1dazol 1 yl]>/2 N- dlcyclohexyl acetamide,
fZGEZ @1(9{1&024 @ﬂo@ﬁl@&%)%@bﬂrﬂmel%toi h L&g}ég%ﬁ?ﬂﬁ%&bl‘[@x@@@&{amlde,
%&y éﬂ‘/elpbe’ﬁ/ﬁ n@r(;‘»? “mefhgl- B%flpg%lr%:%éﬁ%@m%a&%il Yﬁ -3pefamide,
2 Nr-Dytioheyyh-2- (2(3 etrifaly 8 pbenydy-bafzofmida}ol- Bol¢taasththede,

&? Pll(iX8]lohe)8% %4[8%48%%# henéh) nyl)-benzoimidazol-1-yl]-acetamide,

2224‘Bedz(c[ibd:tlhujpbmy—|2-)ddehmmn{®zol 891)-2,N-dicyclohexyl-acetamide,

?\{ éyé] Eﬁé’%%ﬁg(eftﬂ}e/‘l{%’ al%l fiddh bl pﬂ%&z@ @)EMI‘ dag! gLet%m}de,

(2- Benzoth1azol 6-yl- benzo1m1dazol 1-yl)- 2 dlcyclo exyl-acetamide,

b8 ﬁfﬂy@lbﬁe;%rl M—z%h@@ opLe M hyB-HehbArRdenz el mdanake, 1

2% 1)1cyglof1exy %h[% (% 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,N-Dicyclohexyl-2-
2,N-Dicyclohexyl-2-[2-(4-trifluoromethyl-phenyl)-benzoimidazol-1-yl]-acetamide,

[
[2-(4-difluoromethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,
[2-(3-difluoromethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,

[
2,N-Dicyclohexyl-2-[2-(3,4-dichloro-phenyl)-benzoimidazol-1-yl | -acetamide,
2-[2-(4-Bromo-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-[2-(6-methoxy-naphthalen-2-yl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(3-trifluoromethoxy-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(7-ethoxy-benzofuran-2-yl)-benzoimidazol-1-yl | -acetamide,
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(tetrahydro-pyran-4-yl) -acetam de,
2, N Dicycl ohexyl -2- [2- (3-dinethylam no-phenyl)

W0 2008/00li6#3 uor o- benzoi m dazol -1-yl] - 35 acet anPUEEP2007/055994

2, N-Di cycl ohexyl -2- [2- (3-di-nmeg hyl am no- phenyl)

-6-fl uoro-benzoi m dazol -1-yl] - acetam de, 2- [2-
2AL-Bidyelobephariyt (B-lwre-Adirflugermetbeinpling) denedimmdazpl-1-y1]-
acidyigk ohexyl - N (1-i sopropyl -2- net hyl - propyl )

-acet am 2008/ 000643 PCT/ EP2007/ 055994 -14

poL- @I‘ﬂYéngeXZd@ 2¢ fﬁ?tgylﬁﬁ%m rPyuging - M‘grb&nﬁéﬁ%qzm & ﬁofrceﬁemlde)
2y bJ(2-Chleipes —ﬁ’(k@lxﬂlphhh‘ﬁll behdpidapy +-2H e Rlidyclphepilaketamide,
2—@?—8{5 %FHJ&IS)’@% 'ﬁ%@ﬁ?&gﬁlﬂéﬁﬁ@i}%%ﬂ —211] -2,N-dicyclohexyl-acetamide,
2222 dildyo @ ety -phe et e geimidazolf Ryl] 22N Cidyolobepii@ngthinide,
2§\V %%IHE?%}C 5 g%e({ml%mﬂ%z—@—be]u%lhlidazol—l—yl)—acetamide,

t
5-(5-CfHioront- @p@rcspﬁfn?a?%"mzomdmomryél B dighohsspasictinaide,
@N)blc Mh} 1221\1!‘2‘*401%6%@;3@3)3'-%11' b —bérgl)énm%l'azoll ljacetamlde,
e | uo, enzolm
Eﬁf?wqgh §|2 <3 @mmrw%ﬁ gL azola?-é(ﬁ §1 e

24 2{(2-(3}(161*0@!“1102&11@0)@&&1’&)71&1)) -bebzdilmidyz o beh zoNrdicakadlexyll-a¢bthmide,
2 lI\\lf 5¥ gclogexyy—g— % (3(5t (?lﬁfﬂ%ﬁhﬁy gfl y@%ﬂenzp m19azo-l—yl Ql -acetamide,
262{(5@1@1@0}3@& zb{ﬂunrdaji]@hyl]_ by1hz]01m[<lagglcl -phexiytdigrclohexyl-acetamide,
ﬁﬂ@téh %}MWOOAI X fAlbro éﬂﬂéh)l) b@ﬁﬂﬁmagﬁ 1- gl' QLI% dlgylclohexyl acetamide,

S | or o- ph eny | 'ugr o- benzor md 1
N Byrlehesi-(2- M(dl@%lvlaﬁvm ® er)ahenzzuw )imla‘lcvé -afftyaide,
132-(4-Benzoyl- henyl) benzo1m1dazol 1- l -2,N- dlcyclohe)g/l acetamldg, |
r or o- enzol m Z0
Esf-%/- POt aherese Sy iﬂyycﬁfaw Jfyectamide,
Q,ab@ﬁ@'tﬂbﬂexyl 8p- (-42pH\§Iﬂ&qcyhényh)eb(gdzei2mdazol 1 yl |-acetamide,
ﬁ bR &1.3%2@5%@%@8@2%%% labiac T dagelee -y
Bigrioheryt-8- Beldzdienpriapdny. @ﬂn]loumdwlc}slbhmwr
2@1 @%,%IEI%HEJSI?2 ©Sh-(1472, ﬁ-@etra(ﬂ‘ﬂloglkfpl% PReYl| )benzo1m1dazol 1-yl}-

goro ben20| m dazol -1-yl] - N-cycl ohexy -2-
%‘ieé%nf“ frydro- pyran-4-yl) -acetanide, (S) -2-

b2 DAcyCliohexyd2phenyll) ;52 féttdord emaey)mbleaz behzyihlidazol-1-yl} -
- N{a(}l){igleohexyl -2- (tetrahydro- pyran-4-yl) -acetam de,

2,.8)-Dixyflph 44 -ChR olrtel-l phin eyt tiaflbiofd-aiosy betnengl | fhedagioliddzolyl -yl} -
)eeMngyg! ohexyl -2- (R) -tetrahydro-
2,N-Dicyclohexyl-2-[2-(4'-trifluoromethyl-biphenyl-4-yl)-benzoimidazol-1-yl ] -acetamide,
2,N-Dicyclohexyl-2-[2-(3",4"-dichloro-biphenyl-4-yl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(2,4-dichloro-5-sulfamoyl-phenyl)-benzoimidazol-1-yl | -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]-acetamide,
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-Dicyclohexyl-2-[2-(2-methoxy-pyridin-3-yl)-benzoimidazol-1-yl]-acetamide,
2-[2-(2-Chloro-6-methyl-pyridin-3-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
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pyran-2-yl -acetamde, (S) -2- [2- (4-Chloro-phenyl)
-6-fl uoro- benzoi m dazol -1-yl] -N-cycl ohexyl-2- (S)

WO c@Bloateydir o- pyran-2-yl -acetam de, 2- [2- PCT/EP2007/055994

(4- Chl oro- phenyl) -5-fl uor o- beazoi m dazol 1-yl]

-N-cycl ohexyl - (tetrahydro-pyran-
2-[91(3= Qid@lthﬁan@féhYl DyNAD- évbrbﬁm@&mldazolilzd 1-2,N-dicyclohexyl-acetamide,

6.3t GtieRtga-0- (9 Xblin-3 E@ﬁﬂ%%i&a?&[‘??l')fﬁlcgééﬁle, 1-yl]

2’%(:%&‘;(?'518397(%@!‘@61%‘&5126 (e)é,q%}mldazol— -yl)-acetamide,
QQZNBGEKW@ phekydroaetiybphélel)-Benzbinidazol-1-yl]-2,N-dicyclohexyl-
£5 or o-t hi ophen- 2-yl)
Ifl Roxy- benzoi mi dazol - 1-yl] -2, N-di cycl ohexyl -
é&)e& &y 4€hlB6-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic acid
é,c[o% %H c0r 0- 4- met hoxy- phenyl ) - 6- met hoxy- benzoi m daz
N- di ci/cl ohexyl - acet am de, 2- [12-

44 @qooplgmy])t?o (4ot pra-phenyl)- -benzoimidazol-1-yl]-N-cyclohexyl-
a&tarﬁeagoxy benzoi m dazol -1-yl] -2, N-di cycl ohexyl -

?%5%%%&4%?%%\33%3% i ﬁem hheiidd: Z5iflugrappqthyl-phenyl)-

Yora2id8/ 000643 PCT/ EP2007/ 055994 - 143 acet am de,

PR R PR L E UG- smelsbgmi dasedichlopp phem-

we’tnaldﬁ,de 2- [2- (4-Chloro- phenyl)

292118t @%‘?. Ol daaRlazd-Y | -N-cyclohexyl-2-(3-methoxy-phenyl)-
cyc I-ﬁl—cycl open%zyl g Cfgmexc}’e, (Z-mftz?xyp enyl)
?‘%?1 6ro phenyl ) -6-net hoxy-benzoi m dazol - 1-yl]
Ny ditgyel e lbeagsihaddzde 1 - IZNN:yaloﬁ g@ rlacgmnﬁ@e,

&g%g@gﬁ:ﬁhl Or}?eégp%)rllz%%u%%nﬁ— —éf?] %Ieﬁglpflexy -2- uo_rcl)—_ lelllyl)—
ac@tameitlboxy- benzoi m dazol - 1-yl ]

N e R R LA AT R 2o ompthopor
Phellyil)r?]w@:ﬂugkal ohexyl -N- cycl opentyl -acet ani de, 2- [2-

ﬁgZ %J@ngr SHER h%z&ﬁﬁ@éﬁbi 1- yl ]-N- cyclohexyl 2-(2,5- dlﬂuoro -phenyl)-
hoxy- en20| m dazol - 1-yI'l -2-cycl chexyl -

%S%ﬂ%‘ﬂ%ntyl acetam de, 2, N-Di cycl ohexyl - 2- [2-

242f(l4t(§lﬂ@m9}51ﬁihyl))benﬁo1ﬁﬁ&di@xy-ybeNZ@'tllﬁfh@éyZ-QLQlﬂL}drl) 5-methoxy-
-lzjace} am de 15

B ae@filide o- phenyl ) - 6- met hoxy- benzoi i dazol - 1-yl] - 2
Gfdyk[bf@ﬁylorbl-%ﬂmrogé‘mhyll) -beanemadizole] -yl -2, N2dicyclohexyl-acetamide,

Sg fﬂl Iﬁirc c’lé"% L o?%%’gt}g&{ﬁ ]phelnf_l) berrzohmldafol 1-yl]-acetamide,
ey b%,éﬁh@lo.rgﬁ]emgfho@ﬁp henyl)- enzo1m1dazol 1-y1]-2, N dicyclohexyl-acetamide,
(S)-2-Cyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl]-N-(2,6-dimethyl-
phenyl)-acetamide,
2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-(4,4-difluoro-cyclohexyl)-
acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-(4,4-difluoro-
cyclohexyl)-acetamide,
(S)-2-[2-(2-Amino-pyridin-3-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclohexyl-2-(6-fluoro-2-pyridin-2-yl-benzoimidazol-1-yl)-acetamide,
2,N-Dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-6-fluoro-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[6-fluoro-2-(4-methoxy-phenyl)-benzoimidazol-1-yl]-acetamide,
2,N-Dicyclohexyl-2-[2-(2,3-difluoro-phenyl)-6-fluoro-benzoimidazol-1-yl|-acetamide,
2,N-Dicyclohexyl-2-[2-(2,3-dimethoxy-phenyl)-6-fluoro-benzoimidazol-1-yl]-acetamide,
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2- [2- (5-Chloro-thiophen-2-yl)
- 6- met hoxy- benzoi m dazol - 1-yl] -N-cycl ohexyl -2- 20

W@ yoBopems vl - acet am de, 2- Cycl obut yl - N- cycl oheRgI/ER2007/055994

[2- (3,4-dichloro- phenyl) -140—

- 6- met hoxy- benzoi m dazol - }{ acetam de, 2- [2-

25 @[tﬁyglpbexyhﬂdlgr{@neﬂzylya 9nethy -2 yrazol—3—yl)—6—ﬂuoro—benzoimidazol—l—yl]—
aQiishboxy- benzoi m dazol 1-yl] -2-cycl ohexyl -

%@Q@%@%Sﬁ%{% t@?mxa@l#efflhéx@ﬂ%%&fam%%ﬁah L4ll-
adekdmide,N- di cycl ohexyl - acet am de, 2- 52- Ly

2o PBReR ) -yt ghant o1 v et ae otarpb ) acetamide,
Q,BI—DIIrIyolpbeXyl ﬂe[ﬂk(d@dml‘eéhﬂ{ IH-pyrazol-3-yl)-6-fluoro-benzoimidazol-1-yl|-

oXYy- ben20| m dazol -1-yl] -2, N-di cycl opentyl 30
%I%gtﬁgi?npde 2, N-Di cycl ohexyl 2- [6-meth

- anYFMOb@foﬁre[@H}uormzr 3amgthgl-ispkgzol- Bé’sz@I}fFP@lalﬁ@ZOlﬂ! =¥} -peetamide,
2,NaDRyAICh86/1-226- f[u%rca(ﬁ ¢1¢h Wr@l‘ 1Hi OcRiIﬂleS‘lhﬁdé/zlo) 1-yl]-acetamide,
%&&W&Qi}%@g‘?%%@ﬂ%%z&meth%’ ][hlop e% 2Cy ¥01m1dazol 1-yl]-
2c-eE92n1ﬁ& Chl or o- phenyl) 6- met hoxy- benzoi m dazol -1-yl]-2

l - I t .
Nerheny T SRR e REREbor PSR Ay 2 siobehargypyice
N6Bwitgt- M%3k4{§blozoipﬂniemséfbbn2bnyid]azol 1a¢lét2a¢1v|6k¢ée><}éﬂdetamide,

I
V\?) é008 i 00 SIY%C#}:&E(%%%J%I/Ogé glgrfscy?lgﬁe:ﬁfiﬂze(rtérath &l g%ran -4-yl)-

%ﬁ?&%‘iﬂéﬁng to any of clainms 1 - 24, selected fromthe

gr lelloﬁoll@l—‘éhlloﬁgﬁﬁényz)' 64fludro-benzoimidazol-1-yl]-2,N-dicyclohexyl-
hexyl - cycl ohexyl car banoyl - net hyl )

cf ehzoi mi dazol - 2-yl] -benzami de, (9S)
2224 Odyoh pivexly | 5, dif[udro-b2nzbidi dared oyl 20K elighic)ohexyl-acetamide,

%? Qéq?g&‘?’aﬁ%y&boenp g AP LN A%yl Ny tetrahydrogpyranca-y)-

ashidsy| - acet ami de,

ﬁ% 4: d}ﬁo&%lgﬁlyﬁrﬁ%n%ﬁﬁéﬂzbl @%Z@JCWIMELNJC}MBLro‘byﬂ%elﬂa)fmde,

%, [ ent gpgle%hgﬁ[ér(f I%thg)gg— —ggygl/(g}d?rl Byyla enzoimidazol-1-yl]-acetamide,

(S\)I'ZGYZlkégh)ﬁKLtb phrenfl H-btidoimidarsSIMe Y- cyelvdBYH N A tetrahydro-pyran-4-yl)-
ta e

tSfAn39ey ¢ | ohexyl - 2- [ 2- (2, 4- di met hoxy- pheny! ) - benzoi mi d

&9 61, N 1Py leliex(22-62 -dit-medtharlesul phvghphdnylalbetzaimidezol - 1 -yl -acetamide,

(S)-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-vyl)-
acetamide,
(S)-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)-5,6-difluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-
acetamide,
(S)-2-[2-(5-Chloro-thiophen-2-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
(S)-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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(S) -2- [2- (4-Chloro-phenyl) -benzoim dazol-1-yl]
-2-cycl ohexyl -N- (4, 4-di fluoro- cycl ohexyl)

W0 awevensidie, (S)-2- PCT/EP2007/055994

[ 6- Chl or 0- 2- (4- chl or o- phenyl )-15%t £1 uor o- benzoi m dazol -
-yl] -N-cycl ohexyl -2- 15 (tetrahydro-pyran-4-yl)
cutoberrhmigle, (S) -2- [2- (5-Chloro-thiophen-2-yl)
enzZOiNl #8204~ cHioro¥pHenyB- P ObiE 7oA Sl BRL dRlohexyl-2-
% g@b 0%@oroc 20 4}L cehrlgr%hgdfw@%@é (I-S]IS %{A Sorgﬂ]genéz%gome)gl
PeEY F‘?etﬁ@‘&@anm c acid cycl ohexyl am de, 2-
QQQlecnﬂamzpk(efﬂa 0 -t eropth@nyin)id ol -1 UoY-oNd e Zb axgliazetanhide,

- -2- h | -N-, 20 (it et dr q- -4-yl). .
g'ﬁi’k?ﬁﬁ?@%&'gﬁ?{?‘%xﬂfﬁbﬁ%f’ rIget ﬁg%ﬁr—%ﬂ%}%oa—rl‘Hé—]be\flzznmﬂazol—2—yl]—
b&yzbicdicid methgl dsemzoi mi dazol - | -yl |

E@" e AR PP e Y50 %0%@3%%{84 et
2 ﬁjChJO@C‘@@(a:]heg@ y{—g)6— 1ﬂu0{02ber(zgu@|dp@‘ld réAYrdjcyclohexyl-

ac@ta@mﬁbf' uor o- benzoi m dazol - | -yI ] - 2 N- di cycl ohexyl -
ta S
AR e L%moy ﬁaszgﬂ 15:-bepgimidazol-2-

vl %ﬁaﬁwhi@meﬂwl aner2- yl - acet ami de, ( S) -2- [2-
é—iﬁ %ﬂloggexupr(y ppzyg?m— —g?f)grhz%? Wd%’%o'l"l ﬁ;% N- dlcycl%hexyl acetamide,
Mﬁ@hl@myi .ﬂagm Apydéin- &mﬂb@ammﬂazol 1-yl)-2,N-dicyclohexyl-acetamide,

2: ([6 %lﬁ&ro@—lﬂg{)ﬁ) @{}?Hﬁ 21' f)éﬂigfrgldgﬁn 210&15”2%%1‘? %clgh&yl abitamide,

cycl ohexyl -2-(te ran- 2-yl)’ -aceta
%ﬁéﬁh&@r@u% K%:ahlioyo &ee@lpﬁna%r/ - fpere-bagoisydegol t}ﬁb?%fhcyclohexyl-

2Q@taridpr ocess for the manufacture of corrpounds of
of clains,k1-

BBl EoCk PO RISy o Bfros RGBT T Forrigclohexyl-
fdetamid) 2008/ 000643 PCT/ EP2007/ 055994 -145 R1L NR2 O
-8 Rosb ot cilgho nehll Mpo i i @RI pemtanoi
acig cotohktimidel - 28,
2-[6-Chloro-5-fluoro-2-(4-fluoro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-
acetamide,
2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]|-2-cyclohexyl-N-(1-isopropyl-2-methyl-
propyl)-acetamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-2-cyclohexyl-N-
cyclopentyl-acetamide,

2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl | -N-cyclohexyl-2-(tetrahydro-
pyran-4-yl)-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-2-cyclohexyl-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-yl]-
acetamide,
2,N-Dicyclohexyl-2-[2-(3-dimethylamino-phenyl)-6-fluoro-benzoimidazol-1-yl]-
acetamide,
2-[2-(4-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-2-cyclohexyl-N-(1-isopropyl-2-
methyl-propyl)-acetamide,
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30. Conpounds according to any of clains 1 - 28, when
manuf actured by a process according to claim?29. 5

W@ 08@mmedraceut i cal conposi tions conpri sing a RPONPRRNT055994

according to any of clains 114228 and a

ghar maceutically acceptable carrier and/or adjuvant.
46-@hdensotrhtishlaseoheiig> floormbensoimidazatel -1l 1 2-gglohewyl-N-(1-

H8Brodsl- @Wt@n%g)p}q) a&kdMRle, substances. 33. Conpounds

cording to an 1 - 28 for se
&%r(é ?Iiocpl}ﬁlflb’ ﬂ)logqj epzoiaKlazelyl- ylt (ﬁ@/g{qlg@ﬁfl acetamide,
aﬂdJ(QIC}ﬂbﬁpﬂydn§D§L$6 dfﬂ@k@%aﬁrﬁﬁmMIz&hl e, N&H@Jcaiheﬁlylbyetamlde,

E&%h@%ﬁgl Sfjssfil?oggf%:,gqﬁts e e&‘é tggzem%m agﬂfzg Q fNa(!ﬁcyc?ohexyl—

awthmhide,ed by FXR agoni sts, particularly for the

5’2 gggéyg'hfo elqﬁ) B?ﬁ%@eﬂé&%ﬁ%é Zoi ntudg?)tl—q%m—l\ﬁzyclohexyl 2-
tDLa}Eﬂﬁlm @ﬁ’ta@r‘bb’ aﬁ?tgﬁll %iglycerides, 15 | ow
Q‘"?Q—(@f@{l@ﬁ)tﬁ{ b’]z) -FAH§bdoPh e Hinddadl- @%ﬂpﬂc&y@w%kﬁ 2- (tetrahydro pyran-

%ﬁﬁease |a e non-insulin dependent diabete
rde@idsret abol i ¢ syndrone, chol ester ol gallstone
oH [Saaﬁloroeﬂih‘ﬂnyb taguesrof bdnzoisihidazof- 1tjheN- iy khexydi2zs@asasdro-pyran-
cho esterol absorption, cancer, gastrointestina
gR , os ’eoporosi s, peripheral occlusive disease,
2d %ﬁéfﬁldomphﬂn@l) PHndionzordisnidizobd s@] -Nagydlobexyl-2-(tetrahydro-pyran-

@gﬁhﬁkﬁﬁﬁd di sease, which nmethod conpri ses
nistering a conpound according 20 to any_of clains

3-[6- Cz‘éOIiOoZ é4'ﬁb|]ﬁﬁfhpb@ﬂ’h)g Bruoggrbeigoimiggzol i | ey ghexyl-2-
@@cpmla@gaﬁ@deanyl of cl altrrs 1 - 28 ]to(r]I t he
t ro acti.c.tr 0 i spase
@éie%ﬁp@fczéaﬁ%aﬁ- (R S TR e U R
senpodads accordl ng to any of clains 1 - 28 for the
e PRt R A ORI BSOS o8 g
@¢¢tﬂr@§t—‘>er ol, high triglycerides, |ow HDL- choI esterol,
ey sd- [ﬁk@@ﬂlcﬁo p’%ﬂﬁﬁ Bshlb %hibu%&a‘%@lsﬁ 1] I@Jc%l@ﬁ&%l 2 (tetrahydro-

non-i nsulin dependent diabetes nellitus, netab
BYAbrortacd#Bidst erol  gal | stone di sease,
hol-estachidrbighend)-6-faford Mentdimedazoldi -§8asesclohexyl-2-(tetrahydro-
chol est roI a or ptl on, cancer, WO 2008/000643

%ﬂlé@ﬂg - 146 gastrointestinal cancer,

o9t 2 0h0t- (ﬁhl(ﬂ’o mnenylﬁ}bdhwlro{bxenmjmﬁdaeoldl 58 d§€yclbh©dybﬁ1(3) -tetrahydro-

,%Igg_kze 1_3C5’®H§3ﬁ;son s disease and/or Al zheiner's

e use of conpounds according to ang of
63)a3 tes (4 Chlozg-phenyli-Reflyprepanzaimgtazolof-yHeNicyd aeestys 2 f(81-tetrahydro-
n12 r2P@ulidL and/ or prophyl actic treat msnt of

R RO L E e
bot)- dchanﬁd@par ation of nmedicanments for the
# tﬂ\]eb O&glﬁéexyl 3“[‘1’(% 81cl%%h(}/ Ip}f'ilenyll Ce TGRS neﬁetnzglfmldgz%ﬁ 9 }gf]e—gcetamide,
[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-
acetamide,
2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-
acetamide,
2-[2-(4-Chloro-3-fluoro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-
acetamide,

2-Cyclohexyl-N-cyclopentyl-2-[2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-
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chol esterol |evels, high LDL-chol esterol, high
triglycerides, |ow HDL-chol esterol, dyslipidem a,

waewenewdel eroti ¢ di sease, di abetes, non-i nsul i PCT/EP2007/055994

dependent di abetes nellitus, -1@3 pet abol i ¢ syndr one,
chol esterol gallstone disease, chol estasis/fibrosis of
tdetamnidger | di seases of chol esterol absorption,

W@?&&hexﬁl@%ﬁc@éﬂ&%ﬁ—@- a3, LaRAaRYo- pﬁ@ﬁﬁp'%&ﬁbﬁﬁ benzoimidazol-1-yl]-
per| eral occlusi've disease, isch em c stroKe,

$on's di sease and/or Al zhei mer's di sease. 39.
Tﬁe (U ICHSo- SHengs -8 TetH oxb &l EmileizbIn e | -2-cyclohexyl-N-cyclopentyl-

acetamide,
2-[2-(3-Chloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
2,N-Dicyclopentyl-2-[2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-acetamide,
2-[2-(4-Chloro-phenyl)-6-methoxy-benzoimidazol-1-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-benzoimidazol-1-yl|-2-cyclohexyl-N-
cyclopentyl-acetamide,
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-
acetamide,
2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol-1-yl|-N-cyclohexyl-2-
cyclopentyl-acetamide,
2-[2-(5-Chloro-thiophen-2-yl)-6-methoxy-benzoimidazol-1-yl]-N-cyclohexyl-2-
cyclopentyl-acetamide,
2-Cyclobutyl-N-cyclohexyl-2-[2-(3,4-dichloro-phenyl)-6-methoxy-benzoimidazol-1-yl]-
acetamide,
2-[2-(5-Chloro-thiophen-2-yl)-6-methoxy-benzoimidazol-1-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-yl]-N-cyclohexyl-2-cyclopentyl-
acetamide,
2-[2-(3-Chloro-4-methoxy-phenyl)-6-methoxy-benzoimidazol-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-
cyclohexyl-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-vyl]-
acetamide,

and pharmaceutically acceptable salts and esters thereof.
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28.  Compounds according to any of claims 1 - 24, selected from the group
consisting of
2-[1-(Cyclohexyl-cyclohexylcarbamoyl-methyl)-1H-benzoimidazol-2-yl|-benzamide,
(S)-2,N-Dicyclohexyl-2-[2-(2,4-dimethoxy-phenyl)-benzoimidazol-1-yl | -acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-4-methyl-pentanoic 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-dimethyl-
phenyl)-acetamide,
(S)-2-[2-(4-Chloro-phenyl)-benzoimidazol-1-yl]-2-cyclohexyl-N-(4,4-difluoro-
cyclohexyl)-acetamide,
(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-N-cyclohexyl-2-
(tetrahydro-pyran-4-yl)-acetamide,
(S)-2-[2-(5-Chloro-thiophen-2-yl)-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
(S)-2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-heptanoic acid
cyclohexylamide,
2-[6-Chloro-2-(4-chloro-phenyl)-5-fluoro-benzoimidazol-1-yl]-2-cyclohexyl-N-
(tetrahydro-pyran-4-yl)-acetamide,
2-[2-(3-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-2,N-dicyclohexyl-acetamide,
(S)-2,N-Dicyclohexyl-2-[6-fluoro-2-(3-methyl-thiophen-2-yl)-benzoimidazol-1-yl]-
acetamide,
(S)-2-[2-(2-Chloro-phenyl)-5,6-difluoro-benzoimidazol-1-yl]-2,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-fluoro-benzoimidazol-1-yl]-N-cyclohexyl-2-(S)-tetrahydro-
pyran-2-yl-acetamide, and
2-[2-(4-Chloro-phenyl)-5-fluoro-benzoimidazol-1-yl|-N-cyclohexyl-2-(tetrahydro-pyran-
2-yl)-acetamide,

and pharmaceutically acceptable salts and esters thereof.

29. A process for the manufacture of compounds of formula (I) as defined in

any of claims 1 — 28, which process comprises cyclisation of a compound of formula (II)
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R\ ,
N—R
0
8
7 R R3
R N—H—R4
o)
R® ST
N
R’ N

wherein R, R%, R, R*, R?, R®, R” and R® are as defined in any of claims 1 - 28.

30.  Compounds according to any of claims 1 - 28, when manufactured by a

process according to claim 29.

31.  Pharmaceutical compositions comprising a compound according to any of

claims 1 - 28 and a pharmaceutically acceptable carrier and/or adjuvant.

32.  Compounds according to any of claims 1 - 28 for use as therapeutic active
substances.
33.  Compounds according to any of claims 1 - 28 for use as therapeutic active

substances for the treatment and/or prophylaxis of diseases which are modulated by FXR

agonists.

34. A method for the therapeutic and/or prophylactic treatment of diseases
which are modulated by FXR agonists, particularly for the therapeutic and/or prophylactic
treatment of increased 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, diseases of cholesterol absorption, cancer, gastrointestinal
cancer, osteoporosis, peripheral occlusive disease, ischemic stroke, Parkinson’s disease
and/or Alzheimer’s disease, which method comprises administering a compound according

to any of claims 1 - 28 to a human being or animal.

35.  The use of compounds according to any of claims 1 - 28 for the therapeutic

and/or prophylactic treatment of diseases which are modulated by FXR agonists.

36.  The use of compounds according to any of claims 1 - 28 for the therapeutic
and/or prophylactic treatment of increased 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, 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.

37.  The use of compounds according to any of claims 1 - 28 for the preparation
of medicaments for the therapeutic and/or prophylactic treatment of diseases which are

modulated by FXR agonists.

38.  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 HDL-cholesterol,
dyslipidemia, atherosclerotic disease, 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.

39, The invention as hereinbefore defined.

X%



