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to bicyclic[3.1.0] heteroaryl amdes and to 5

phar maceuti cal conpositions containing themand to

their use in the treatnment of central nervous system

di sorders, cognitive disorders, schizophrenia,

denentia and other disorders in manmmals, including

humans. These co oounds exh|b|t act|V|t as |nh|b|tors
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t he rr:ﬁ]héﬁmaéﬁl@g'?%t’ff@?tweﬂ? fen sehizoplrenia \hes diaditionath vejved plockade of
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levels in the brain are high relative to the anmount
required to act as an NVDA receptor co-agonist, this

work shows that A yTl renoves glycine efficiently at

the synapse, and that inhibition of AyTl can augnment

NMDA receptor function. The present invention

provides A yTl inhibitors as a treatnment for disorders
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t gmég n% %Jsa Ql%f {hEt %H%{t.&’rﬁ‘ Iof E&,}I{P & %Uérﬁér{] éﬁ\&%\ ?%Et%z?uhg@on The
ZPresent Rentign j[rqvyides ﬁlyTp:mhqu)rgl ag aj_rgatmqegtrfgr disgrders or conditions such as
I SEHIRBIBAIS tiRoUAlite wgaﬁéhkan&ebfem@@btér@i@ WedrbeangRbiBn.

consi sting of: imdazolyl . thi 3z \yl pyridyl,

oxazolyl, pyrazolyl, t zonI

qui nol Theyprese;rts inxention selatesty coropavnds d&eoyla lawberein

thi adi azol e, wherein saig,heterogyyl is optionally
substituted by one or mre%tuenhs sel ected from
-OH, -NR7R8, hal ogen, (Cl1-C8)pl kyl

(C3-C10) cycl oal kyl , (Cl- 37 al oxy Q[l-

C12) al koxyal kyl , (Cl- hydre y} CB Cl4) aryl and
benzyl; 15 R2, R3 and A | depen @nly remresent H or
(Cl-C8)aI kyl wherein saidjalkyl is optionally

substituted by one or norg R, (Cl-C8)al koxy, -NR7R8

or hal ogen; Q repreggents G where n =1, 2, 3 or

4 or -(CH2)m O, wherew or 4, Z represents
(C6-Cl4)aryl, (C1-C8)al (C3-C8)cycl oal kyl ; R4

and R5 each independen Iy regresent H, hal ogen,

(Cl-C8)al kyl, (Ce6-C14) |, AC6- 20 C14)aryl oxy,

(C1l- C8) al koxy, (3-10 nenbdred) heterocycl oal kyl or

(C3-C8) cycl oal koxy; whereiln R4 and R5 are optionally
substituted by one or nor¢ -OH, (Cl-C8)al koxy, -NR7R8

or hal ogen; Y represents -R6, $CH2)O R6, -C(R6)3 or
-CH(R6)2, wherein o =1, 2 Sprmyda g represents H,

( Gbereh R, aép]és,enté@be@l@)ﬂbdﬂgdted ftdoBtheb e yedsandafl imidazolyl, thiazolyl,

ngﬁ{c)jgl §%%}hlglyg r8% C|3/t (;aﬁoly g?ao([‘%zgy thﬁéﬁ%gogé%%%jalyl )%ro%QTldazoyl and
- thiadi e@lgqﬂwmgaldoipeter@rﬂ@ GRt;onaW«, gyhstityted agydorﬁ6orgf1@”g p%\bstltuents
Cadledifdt fromaldry -Ne mubabodnitedcyiikfl @I, HEycloRyl L (C5-Cs)alkoxy, (Cq-

g E%%(%;(yaw, ?&%&h&g %ﬂfaﬁyf@ldggrgloa@\/d %(e)rg z?ll4 73

R», Rs and A independently represent H or (C4-Cg)alkyl wherein said alkyl is optionally

substituted by one or more -OH, (C4-Cg)alkoxy, -NR;Rg or halogen;

Q represents ~(CHq)-, where n =1, 2, 3 or 4 or —(CHy),,-O-, where m =2, 3 or 4;

Z represents (Cg-Cy4)aryl, (C4-Cg)aikyl or (Cs-Cs)cycloalkyl;

R4 and Rs each independently represent H, halogen, (C-Cg)alkyl, (Cs-Ci4)aryl, (Ce-
C1;)aryloxy, (C4-Cs)alkoxy, (3-10 membered)heterocycloalkyl or (Cs-Cg)cycloalkoxy; wherein
R4 and Rs are optionally substituted by one or more -OH, (C4-Cg)alkoxy, -NR;Rg or halogen;

Y represents -Rs, -(CH,)o-Rs, -C(Re)s or -CH(Rs),, whereino =1, 2 or 3;

Rs represents H, (Cs-Cuas)aryl, (C4-Cyo)alkyl, (Cs-Cyo)cycloalkyl, (Cs-Cys)bicycloalkyl,
(Cs-Cig)tricycloalkyl, (3-10 membered)heterocycloalkyl, (5-10 membered)heteroaryl, -
C(=0O)NR;Rs, or -C(=0)OR; wherein said R¢ groups can optionally be substituted with one or
more X groups;



wherein X = -OH, (Cl-C8)al koxy, -NR11R12, -SO2R10i
-C(=0 Rlo, hal ogen, cyano, (Cl- C8)al kyl,

wQ Sbe@ia»anl koxyal kyl, (5-10 nenber ed) het er oar yPCT/IB2006/000947
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(C6-Cl4)aryl, (Co6-Cl4)aryl oky, benzyl, or

(C1- C8) hydroxyal kyl ; wherein R7 and R8 independently
represent H, (Cl-C8)alkyl, (C3-C8)cycloal kyl, (5-10 5
nmenber ed) het er ocycl oal kyl, (Cl-C8) hydroxyal ky, (5-10

menber ed) het eroaryl or (Cl- C70)al koxyal kyl ; wherein

R7 and R8 ma tionally be substituted by one or nor

X gr ouwgere‘ﬁﬁy ‘R‘TS) - %a'%/ e‘f‘lﬁ@|R1wstQ¥Rt0hé3(TfP)ﬁmb@?ﬂei“ncyano (Cs-
wBi)sikylt heycRrikoRaIkaT t @albe therigrddinetaraan(,3(CslOy)aryl, (Ce-Cia)aryioxy,
ngg‘gﬁegg&h%%d%%yqrypal kyl group optionally substituted

dups; wherein R10 represents
(Cl C8YherRip Ry mmmeww epriesent 8L {@-Celatkyl, (Ca-Ce)cycloalkyl, (5-10
”ﬁ@ﬁﬁér@%ﬁ&%&c%ﬂ( @l odd, lcg}hydr6@1an<98) yIQr qwrﬂtbdféd)hetéréargho or (Cs-

S FHRE B by 7 ek SR a5 2
( C3- C8¥1yrcnd &k kogether(\&ithiige nitregeindr whikththew mey he bitaghedmay form a (3-

( @mgﬁwméﬁéwalclsmkyr @ﬁmagpﬁaﬁmusgm@d tgrda@&)v;hm@rx §r&idps;
C10) al kox

or pharmac a
salts, WQ%%‘Uat e§-"1‘br piEBEEEYS ch‘lL‘Je a:ﬂ‘y ' Det g‘?ﬁ"&écycmg'ky' (3-10
[}msmberpd)haaroqfclcelkﬁ | (B4€Rhydrnxyatklle s - 111 hnaembered)heteroaryl or (Cy-
| 510 a%;()%ﬁ( |- as used her e| n the terrrs " hal ogen and
inel ude F, ess ot her

i nd| ca‘t"@%!e'”gw iRy IH‘S?R%”HG””Y Ff‘é’r%séf‘trh' (81 ?5)?'“y"|(9%5ﬁ3%)%¥é§’a'ky‘ (5-10
smbmr:abe)deten’r}eyolmmgyatcama)hwrdkyatkar b@n Or aderoladred)igeroarg or  (Cy-

rga'lkgwak ¢ branched noieties. Exanples of alkyl

gr8Ups i néfude, but are not limted to, nethyl, ethyl,
n pr opH Pha‘i"éal?BH’tlﬁﬂ&YI accepiablecislio 59V #et 9ryPr QHgs thereof.
(- CH2-cyc) opropyl) Désllet Desdrition dileammniinher wi se

i ndi CabﬁlgsS o%?enﬂ‘g% %dggtgc? atg uPéJ]f?eiré ﬁ i teﬂ‘n %QI}% n; érﬁ)‘aﬁ‘lhglg’el‘ﬁclude F,

al kyl noi one car
dQUBTén®bnd mhereln aIkyI is as defined above.

Exanpl gfless? bthhwisal #8iBated, i £3C Liskdeherbiv! tHar @rr Ohikyri mbw@ls saturated

aglonlos\'/sgﬁtﬂ%lldroc%rgors) ﬁa%?c?§¥r{%v1n§EL @I ortbrr]%:gﬁwi?argglgt%sk xampres of alkyl
neyioesi letéudehwlaregrmtimlt@atstmejm ettt vcpenyh isopap . rdyglbmaopylmethylene
Faqz_w@%@bﬁ) FHakylivi. s as defl ned above. Exarrpl es of
YRk Al W
et hyny n ?? WER BT elﬁrhsi‘e erS‘f‘h" fige H‘%ﬁ‘}fh @8‘%"6‘ alkykmoieties
ubahghae feastrone chrbort-earbor dolukle Yogiid whezein sikylad &sydefiild abo8€ Examples
V\’Qiee[(léhyr] lnc@hgﬂut arbﬁoﬁﬁltg@{o é}ﬁgnmvpﬁo ehsfanpl es Of

FOU I ncl but are not I mted
met hoxgjn'e%“‘t qﬁl@ﬁwlse ﬁ‘ldt‘}ﬁtﬁ%ﬁs used Bg{ﬁm tB% Fﬂ'raxfsx)kygylldlncludes alkyl moieties
ahdwtgax ieastldné easoretdmmhmmebmmdmwrealkyl BSsdsfr@d Absvel IExamples of

t , Wherein
Pgwﬁ{rgﬂpéﬂcm g)% %ob%t . @lPt% &h@L%ngva_@éMkdl cated, as

used hEP@nothemiset iadigateds agr ey d1ekgH. "themteifs akaxmyme@% “alkyl-O-",

3@hakbie I Gikyr lﬁbakcféﬂnE@akﬁﬁél E@n@éwdfealkdiw POps clae Vius Ere not limited

| dIC ted,.. as used al kenoxy", neans

he_ t
" S 'i?e O)fy %hoxy E’/\/ﬁ%oxérhu ngl%ntoﬂ andea"%)g defi ned above.
s 2oogn{g$}s6qtggwp@'|mqlqgg@!og$ wsebhatein, the term "alkoxyalkyl” means alkyl-O-

alkyl-, wherein alkyl is defined above.

Unless otherwise indicated, as used herein, the term "hydroxyalkyl” means -alkyl-OH,
wherein alkyl is defined above.

Unless otherwise indicated, as used herein, the term “alkenoxy”, means “alkenyl-O-",
wherein “alkenyl” is as defined above.



4 Unl ess otherwi se indicated, as used herein, the term
"al kynoxy", neans "al kynyl-O", wherein "al kynyl" is

wasoodabdsred above. Unl ess ot herw se indi cat ed, PERIBLOGH00947
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herein, the term"cycloal ky4" includes non- aromatic
saturated cyclic alkyl noieties wherein alkyl is as
defi ned above. Exanples of 5 cycloal kyl include, but
are not limted to, cyclopropyl, cyclobutyl,
cyclopentyl cyclohexyl, and cycloheptyl
Blcycloalkyl" and "tricycloal kyl" groups include
non- ar Yaes ehenwisa indiceigd.capcisee herainkie terai “alkynexy”, means “alkynyl-O-,

cwn&bmwMﬂgwogagw@m@aaga@ee rings respectively, wherein

d
B cycl BRI IEREE 2 S5 oo S I5E sPiEs A s nor
cyomatic patireted exycliccalkys inpictieg woéretnvakybiis e defimed ishge. Examples of

r @)ﬁ:ﬁﬁﬁ&l' iNcRla¥,; butBRY rﬁit inddSo rdy@lgpr’o?y! %’yglg?l.%g nd}gl)ﬁnﬁ@rc#lohexyl and

b ShR el Gel el SrNpS HHdE AP aiomal: saireed cyclc
otlkg mwiiedies condistrat @dwo bi tbyeelrings kesbedjray) pdheteircdaittidngSphare at least
g&%u‘& rb8A! %tcfnﬁ‘s%%yﬁlbé]lgjl g'r:: ptﬁcyclogﬂ@"%lr&% 0a{lso mclude c&clxc moieties

b%%{?g fingL Pfgt)‘/"’f @{t?‘f%@iry’]lgg Crgqugt&/pld wherginjanengg is 1ar¥1| or heteroaryl and
nahdrein Byt ringshae|tdo brbl@catbms. 5o pudpebed birtasyrbsent invention, and unless

S?ﬁ\érwgs% hoﬂ]jggtEé' | blg}rﬂ'yark [ rogé{%uéh spi grgﬂlps Led Zq‘hs%germg groups.

ene
9 Exasniosfj HPﬁﬂ‘@Hy't%?@é W@F’%f?é‘b?ré et limitsd i bigyaiarisi 1e01-Hpxvh bicyclo—
t 2 2ayRdpdalyk VHor@Friyl Pspirsi4 Bfia sy NErO. 4IndAy N @pirdy SIb&] Kito[4.2]heptyl,
bLSXn %QQ‘LA@/(H 2.3 %trah& O%X IIecr)1a kr% 6 gré) lépuét Oa% grolgﬁl%enzocycloheptene

encOnpass
dé'ﬂ ipple s 2 tﬂéxﬁéqaumll uryw Is adsinegptanyal @mer cmlkyl bicycloalkyl, and

trlbycﬂ‘d,éﬁ(kﬂ%dﬁ}i |are AW inhe ar%ﬁdl &%hlgﬁﬂu)ﬂ: ane encompassed by the definitions

nredha e EOkon SRy Ry PR E piTeoatenyt, and
t rtﬂ'QV?'e¢'mv'ksﬂferrt@net—arematncawcue:wmm @mw@alkylem@mcycudamyn moieties

t BheYeiRas Bhdvachids tﬁmhé}f 3R 188 0ROBr FRFLMAUIRE double bonds
bon s 20 connecti ng car baon

 SSGS Fon T BP o Catar Ur GBS GRS oF apeps more carbon-
ceariadodbla bbedsinonokstingoen ceglodn ing neenctser badarr ad]@emaninehg carbon (an
3@Qo@9llca%tgﬁéemndpoﬁiénhﬁ]& &fac,ryg {ngln roTp%XxR&lYQ‘\el bt are no not llmlted to,

es of roups I nc
bEMC °8?’5eq¥btcy‘?l‘i’bﬁ’fet”¥|d ap Cyc'%?@”%‘p eht"aR qmtmg: ?@"‘@ﬂﬁl 12554 )PICVC'OaIkenY'
agrduic ysthcmﬂsre:xmw | Cyofoatkgin eydaaikenmyn hicyxiastif, %ndfb@cloalkenyl groups also

Eir/ng @@éﬁ%@fl el %}%ﬂt{g ac1 \Elt nc??‘\reboq gﬂqb@&o EO%L(%XAES of such groups
aW@b 05 m%@% gee @mmewtwapxwféo@% s?’ﬁOPXS‘tOé%PtWY't ﬁ”‘b ﬁercamphoryl

0OthBDEloaKehyITBicRdldafkenyl, na ridyesalithyisdieUps @F@kﬁbﬁ/n intHehert, and such

g@(ﬁg%ﬁs}o%rg 'Hcﬁ?ecﬂv%hn? é\%c%ﬁnj\iﬁ)o%gnﬂyoalr yp Q%ﬁ%c |¥yl’ and “{ricycloalkenyl”

ycl open nor ca
cvﬁﬂ@alkenyl blcycloalkenyl and tricycl oal kenyl

gr oupsuRESs dﬂ@?\)ﬂ@e inBicAtE a8 Libed RS, $HeCBrm 'Qle‘PLi'rQ:'ﬁJdéfE & organic radical
1 ONS

d t
Bt i catpade amvb?ftb% aREHoAre TAERUT. ducrygs pheny (P1),
urﬁpbthsl oderent, vidseyliandifloeremd, “Ars!” esexindaesesifusedtring graipswherein at

gggbnehﬂﬁgggggmgn organlc radi cal derived from an
ar omat j dr ocar bon % renoval of one hydrogen, such

as ph eH%ess( ng')erwnsen almiﬂ: % ag naqgﬁy |here’nn dtgﬁy fers, d"heterocycllc“ and
f Iheieroeyojdalkyl” Aefgr 1 renacimtis sedic fouies contaiging lboelps more heteroatoms,
V‘ﬂ@feﬁébﬂl ﬁ%tn o] g%‘ﬁ){)r %Jtﬁrﬂxg eéé'h?er e%%tfﬂoﬁko L@én%sﬁ “Heterobicycloalkyl”

herw’se I ndicate use ereln
W@‘HF@T'B“&‘W@I Rog-arghiic twgsr '”Q‘?étcé?'ﬁc%/@ipé’a‘l"wq?'" S?’éﬁ iags ghgre one or two
non-aromatic cyclic groups containing one or nore
heteroatons, preferably fromone to four heteroatons,
each selected fromO0, S and N. "Heterobicycl oal kyl"
groups include non-aromatic two-ringed cyclic groups,
wherein said rings share one or two



WO 2006/ 106425 PCT/ | B2006/ 000947 5 atons, and wherein
at |l east one of the rings contains a heteroatom (0, S,

w@eookl106423 Het er obi cycl oal kyl " groups al so i ncl BdBIB2006/000947
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two-ringed cyclic groups, vherein said one ring is

aryl or heteroaryl ring and wherein said rings share

one or two atons, and wherein at |east one of the

rings contains a heteroatom (0, S, or N). Unless

ot herwi se indicated, for 5 purposes of the present

I nvention, heterobicycloal kyl groups include spiro

gRiemps aph MelRie @t leas PNy rdupe. Mop whRiNend distaiegiem ©ach or N)-

r iﬁegerbtracy&b@lkiregfembm@ymbiw d@mlnng@coa;tom Boupl) wherdirOstid one ring is
het om_zer,o. ur_het.eroat ons

prrgFor e Oer?anr%sm%tanq w er in gﬁlg npésn ahag% ﬂrt'neaornt%vo g oms1 egd ¥vherﬁm at least
hetee potiegings cPhtaint &t @ﬁ@@%i@ml(@ §r eups of Unlksss otherwisat indigated, for
C Blp&e§ OF {h@QJréé,‘éﬁt uﬁ\}eﬂﬁbn ﬁé&@rbsaﬁ;:o%mkasgrwpat.&%dwsb#o §/38psO4nd fused

h@'{QePQ?B@Fcr? O%e@{)qﬂmeglt aeragh g?g R g" nmterolg%yé;&ﬁlaylrﬁpptams up to four
pheterobtonds rfiyd. fropi zeer fodouryHefercatueps, pavideg thak plaleast whe ring contains at

1iedat3orfa- hét%ét%yderWele%chllc r%srﬁnws'lm@ﬁ%rﬁeé{rl also include ring
tetrahydro urdg}r‘j{% t et rahy % hi eny

t DEEIRNYPHY one ?ré?qr%\ﬁWF‘B'FPﬁ p?ﬁaﬁ‘ﬁ&?ls of AYYHAGPYGfgterocyclic
t brioowrD rapsh clzirinioyl, talaet(d)n&ln)dyrrolplyiyr opipanidinyl, iaaeahyl,npiperazinyl, 1,2,3,6-

{élerIWd ycilnyl élilﬁaﬂ%lr Q%Yéngl @tr@ﬁ@%&rgnﬂ"tﬁﬁr k%fmeﬂﬂyietrahydropyranyl

2
pyrazo ropyr

eH9la/|d[5¢rmngVI mﬁsppg@@ mg{nﬁsﬂhollnpn{h@é%ryl |eryq>l|nyl indolinyl, 2H-pyranyl,
I aH-gaaod, didivxanyl, 3- aaalvixeyod,of Byr&zdﬂﬂm;l’nexaimyhrpp)aarilyﬁ dihydrothienyl,

aélR@ ?r%bﬁ [ gjyljaz%ﬂd&%gt@\%%hn UI ﬁu%l T&l lﬂgl 13- izazlcyclo[31 .Olhexanyl, 3-
d?@k&%ﬁif?[‘ﬁ o eﬂt]a%nquumsﬂlzmyldl o%ﬂ“sﬂﬁ ijig]. 4. 3pchiogsiroddidecyl,  1,4-

Ldiéxe@pieorasipoyR 14 41 (ﬂdxbﬂi%W&]ocM] RS $,4@fdraspirbE 2 Hepdi. cat ed,

as usegnlgsesr 8t|h rWIS récaée 8% Ssed, &rerS t%reofa Sfers g%rgmgtlc groups

contalnln one o
omtaurmgf%lsror metedetsraatoms, prsfetaékytfreml ohe mpw hetegaamis s¢lecied from O,

Y lahd Nyqll MGItlcﬂ'Elfél@ﬂ)L@QBﬁtahlﬂé Bﬁb &1Hor® het8lREBME %%ﬂ%‘i Fé@?( one ring of

t
SRR it = st e o SR bR SRR Fipoan 2o
i inviegetringisystems substituted withlonel er mora gxsysitiEmys Exantrdes df betebaryl groups

V‘%%Ep)@ﬂﬁ\gl? repyﬂayzﬁylomldg%iy?t fbﬁlﬁﬂdlrg‘}( aﬁ@?éﬁﬁ/! Oﬁlafbﬂﬁ epR&NA, quinolyl,

Sﬂ)q{ So&/f n1y% 3 4®r@5&d6¥%ylno€l¥ thrgﬁ%)rl %/eri st?r&%iwﬁ%lw thiazolyl, oxazolyl,
gigothiakzoll, yrto@quia‘ml t;ehzrmikja2ql38 lderlzemraai?lydmmgluylnmbyio)yl indolizinyl,
tﬁtﬁﬁ%ﬁiy}" trla£%y|1 24 IE%W{ . 13' SStI‘BéWl YSl FEI? a%&lo)élomdolyl purinyl,

oxazo IaZO Py rro
bRRERY xﬂaz@!ayiazolﬂe VR P2 nwzotbﬁa%%u y penzotriazolyl,
| betabthizzayl] ,beRexphulyh akaizazolry), tlihéxalinyy| naphthyridinyl, dihydroguinolyl,
nyl i a ol yl -,
tega@déoghlﬁggl d’ihy(]'rbgocﬁmf)lgll %t Pdro&(ﬁ@'nglglt h?ﬁg ogu% fu,ropyrldlnyl,
fW@QFa/ﬁm'dmybéFéiﬁamda'Z'anyl benzot hi ophenyl ,
benzot Uhl@@ﬁ]ﬂemls@ﬂﬁhﬁ@té&il ae?s0|u¥éd Mﬂomzﬁﬁrw rcycloalkoxy”, means

qui ny. ui ngxal .oyl , ., papht hyri di nyl ,
ERLLT et Ik Ran oo bR
d| hydr tinlssm gﬁhﬁmisyl indieatec a8 yhedi leoriui theltgr, "andexy o frosaps ,“aryl-O-",

fwﬁép@iwérw 9k defmgyglggvgpyrl m di nyl, and azai ndolyl. 30
UnI ess, ot h erwese i ndi cat ed, $ used herein, the

"cycl oHF'E%%& rwiseJp catedc )7(5' Usg @Telrbthe Ay g?tﬁrocyéoa[kg;(y means
" heterapdidajity- of swieseidbkierveyticiol &. asLdBflrwabostdwer W se
i ndi Cabﬁlgss %%eHﬁseed ifiRGRh N as { gt ﬁér " Y kY heté?@a?\ﬂ&y means

wherein "aryl™ T1s as I'ned above. Unless
othﬁéfcﬁfyég’ rWB‘?rﬁ'ﬁtr@EProaéﬂ 'ﬁg%ﬁefﬁ%ﬁ* %tf°r‘1’e the term

"het erocycl oal koxy", nmeans 35 "heterocycloal kyl -0,
wherein "heterocycl oal kyl" is as defined above. Unless
ot herwi se indicated, as used herein, the term
"het er oaryl oxy", means



"heteroaryl-O', wherein "heteroaryl" is as defined
above. WD 2006/ 106425 PCT/ | B2006/ 000947 6 Unl ess

w@tdvenvd4s® i ndi cated, all the foregoi ng gr oupsPARIB20&d00947
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from hydrocarbons may be optionally substituted by
one or nore hal ogen atons (e.g., -CH2F, -CHF2 -CF3,
-PnCl, etc.). Unless otherwise indicated, the term
"one or nore" substituents, or "at |east one" 5
substituent as used herein, refers to fromone to the
maxi mum nunber of substituents possible based on the
nunber Yslesnotapnwiss indigsinddalhife &reaeng arqups dpiived frem hygecaspons may
I’mé @piiha®t subktasd bgae St bftd haleh didied Ae, dwlt &He, DOE;, -PhCl,

E)gted to, 1 to 10 substituents, or 1 to

gtltuents or I to 3 substltuent s). Unl ess

ot her wsless plipviaedadicaigd, thentermt Geneg@i merel substitverds rar vVatdieast one”

f @RV RC A oNFeilB¥fersl & RENW rdRolthRe Mhﬂud nﬁlﬁbébﬁuéubstltuents

(Z:g‘?s%% ba{?y@t‘)ggsﬂ(@fml%(g ﬁ%ﬁ%ﬁg}%@) §ites- e(%qfv@q %?%ﬁor more or at

Cagt20e guhglitueritHicR@e rwirre mediniited &, d & 10 substttasn)s, or 1 to6 gubstituents

agpp{og,]s@bgwepgg at ons (e g , Cl1-C15 al kyl, C2-C15
al ken cyclo

3-15
menmber L’Bb‘eﬁ%?"a?%wd&a eQy‘ll’/”, th?:ﬁ?-r@f'@gé’f%}’ﬁs deriyed gom hydrocarbons may
meavecure i) Aletuer oaraboyut 20 carpon atomis (e@. @hout alty?, Ceas, ikenyl, Cs-Cap
35&%&@!0{3 -2b ntuéPn 2 ’:efg5 c&a&gﬁ)ﬂ RIQRy, @:rzolmén% %ﬁ?garh etc.) or

rbon e gm ng groups, as deriv
t hdo c?z'.?ﬁ*ﬁolﬁw&%rbm &gy &isov Cwybé?z@s alembhegCereycloalkyl, (3-15
l\knambaeh)edtembylicmlksluCE}Ciw&arYJO(SSll5thnbdFéH)hdtéisérﬁn6te) @ 1 to about 12

f
(Ek{ag@tgaﬁ éfﬁjto B PLIA| BB BEndY ANERS bodahs.
referribRy fqr%gqrﬁegramﬁu P de&‘{eéoff %MM@U%M listrsis ghvaypemay be C-

t attHcherRorSN-altathed ¥hés Reet ls%séﬂh@ FoNVigdiaric@Na gfddf derived from pyrrole

ERELERBIRF S Qe W ] et e bomffrsiso o orocos
ZelsgprremppsRell ppssibletaporners. H H/ ///,," ,.~~~\\ H N N |

Y For fudr dspedtesi A vériibn,|the QREcBRPNAEy i9TdelifidSas in Formula Il or
[ pvenf ion, Rl is imdazol yI optionally substituted by

?Wy I n anot her aspect, Zis (C6-Cl4)aryl, and R4

or R5 are edth_ind ndently H, hal ogre 25 6 CF3,
- OCF3, (C6-C14) or (@p-Cl4)aryl oxy. Ry
. 3 / Rs /
RZ\I/N z Ry N z
\Q/ \Rs \Q/ \R5

A ,\\\\\\\ A

Py

H//,’lu, " \\\\\H H///I//, \\\\H

\\‘\

N N

Y Y
Formula Il Formula lll
In one aspect of this invention, R, is imidazolyl optionally substituted by methyl.
In another aspect, Z is (Ce-C4)aryl, and R, or Rs are each independently H, halogen,
-CF3, -OCFj3, (Ce-Cys)aryl or (Cs-Cqy)aryloxy.

In yet another aspect of the invention, R,, R; and A are hydrogen.



In yet another aspect of the invention, R2, R3 and A
are hydrogen. WD 2006/ 106425 PCT/|B2006/ 000947 7 In

warwbhes2aspect, Y is a (CL-C6)al kyl, a PCT/IB2006/000947
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(C3-CGcycloal kyl, a (3-6 ™Thenbered)heterocycl oal kyl

or -CH2-(C3-C6)cycloal kyl; wherein Y is optionally
substituted by halogen, OH -S02Rlo, -C(=0O Rlo, or
CH2CH2CF3. I n another aspect of this invention, the
conpound of Forrmula | has the foI I ovvr ng 5 structure

HCQ N\NOR4I R3IQRs WA/

R2- R5, Ing anpthey é\ﬁﬁecﬁ\ af e ‘Sasade(tcr ﬁe)a”‘)dbo%e (Cs §p‘é’€t°ﬁ'hd a (36
embmdermm)nétSroofcrobtm q@r-esgms-oercycﬁcratrdyrom/habia 6 ropiflonally bilistituted by

Eﬁ‘ﬂf&% 0 the Fornula | may have
opti cbﬂ cent %Y% Cﬁg%ﬁ%peﬁ Bra° n%\y occur in 10

di f f er BngnofgaAsneshel this 'aYﬁttt"m aka eorepsred ot Formula | has the following
C&Rkiugddr ati ons. The present invention includes all
enantioners, diastereqe and ot her stereoisoners of

such compounds of the IEO\FMI as well as racenic
conmpounds and raceni c m xgure and ot her m xtures of
stereoi sonmers thereof. P ceytically acceptable

salts of the conpounds of For a | zinclude the acid
15 addition and base salts whereof. /Eurtabl e acid
addition salts are fornedJomacieds which form

non-toxic salts. Exanples inclufle, bt are not
limted to, the acetate, adipate, aspartate, benzoate,
besyl ate, bicarbonate/e , bisul phat e/ sul phat e,
borate, cansylate, citratg, cyclanmate, edisylate,
esylate, formate, fumaraté, gluceptate, gluconate,

gl ucuronat e, hexafl uorophosgtiate, 20 hi benzat e,

hydr ochl ori de/ chl ori de, hydi]obroni de/ broni de,

hydr oi odi de/ i odi de, .i set hi ofiate, |actate, malate,
nuheteinh &2-RED, andhed Amnaeleaiesbowsy| at e,

met hy! §b’gcﬁg @an?drrngmbgfm@ ;?rggetnt iﬁvenﬂgrfg’rx s@otvr% in Ehe%%tn I‘rélé gelow

nitrat e,
phos ph‘é‘?@?%‘?@ﬁ @fgté?r Fommis b'ﬁal’ B2\Gi pfieq @grérer s rﬂ‘iéé‘tﬁﬁ%f?ré may occur in
Pyifergt ehamdineric 8l tigstbrabiericSavbfidlpdtiohe ,Th§tpﬁ5%érﬁtu$uentron includes all

suc , | f onat e nate tar e

IS sl 5 oRbP DA St el S3h Sehdlty B B g
sefl vel 2 @cemwrﬁempﬂm@mabés@gmrmqusmnmcrtrmnmlmnee of stereoisomers
s@bkess. Exanples include, but are not Iimted to, the

al um nlgrya%ac?ebgéam/ gceceptgglg Zs%ﬁshgfn tﬁé cgr%rlacg:uinrlilsmof lgcpr%lujanleihclude the acid
addition and base salts thereof.

Suitable acid addition salts are formed from acids which form non-toxic salts.
Examples include, but are not limited to, the acetate, adipate, aspartate, benzoate, besylate,
bicarbonate/carbonate, bisulphate/sulphate, borate, camsylate, citrate, cyclamate, edisylate,
esylate, formate, fumarate, gluceptate, gluconate, glucuronate, hexafluorophosphate,
hibenzate, hydrochioride/chloride, hydrobromide/bromide, hydroiodide/iodide, isethionate,
lactate, malate, maleate, malonate, mandelates mesylate, methylsulphate, naphthylate, 2-
napsylate, nicotinate, nitrate, orotate, oxalate, paimitate, pamoate, phosphate/hydrogen
phosphate/dihydrogen phosphate, pyroglutamate, salicylate, saccharate, stearate, succinate,
sulfonate, stannate, tartrate, tosylate, triffuoroacetate and xinofoate salts.

Suitable base salts are formed from bases which form non-toxic salts. Examples
include, but are not limited to, the aluminium, arginine, benzathine, calcium, choline,
diethylamine, diolamine, glycine, lysine, magnesium, meglumine, olamine, potassium,
sodium, fromethamine and zinc salts.



di et hyl am ne, di ol am ne, glycine, |ysine, nmagnesium
megl um ne, ol am ne, potassium sodium tronetham ne

wapweaddaes sal ts. WO 2006/ 106425 PCT/ | B2006/ 000P&i71B2806/000947

10

15

20

25

30

35

Hem salts of acids and bases may al so be forned, for

exanpl e, hem sul phate and hem calciumsalts. For a

review on suitable salts, see Handbook of

Pharnmaceutical Salts: Properties, Selection, and Use

by Stahl and Wernuth (WIey-VCH, 2002). 5

Phar maceuti cal | y acceptable salts of conpounds of

For mul ﬁemlswft?é'dﬁ @@%gﬁ%a PRy algpnke frmerbfes expmplhyigmisulphate and
neérhiogksum alfs. by reacting the conpound of Formula |

Wi th tpgr geillée(}vleoqbglﬁtege %51 b@ Hargdbozk Q?/ Plﬁaerrrnrgé/elup c%l ?erlallgr Ie?roperties,

aci d- or \?ﬁh? om a
pPeledira.end Yse bhdtatlong Utbi(WFQ)’r 2002)or by

ring- Opﬁdih"lﬁébuﬁcaﬂyl b&o’ébia@leffsﬁ@ biCcarfpBHs P Fornfuld | m&P be prepared by
act ozjﬂ]e or lactam wusing the desired acid

?naggigeore‘%ﬁhrfﬁnl °% converting one salt of the
conpoufid of byFeeeting &elcompoundaf Femulzy wite dretdesired anidtohbase;

appr opgj at ebﬁ%rﬁoﬁ{g Qﬁ‘sé?:loororbﬁaégﬁﬁné &Bte@tlnﬁubrjbé'pblﬂ%ni @Nsuitable
exchan ree reactions are H%alca

e Al
CHPA{TS SBUP FHPRUILE GHMIThar PLEt PreAgoSabiHayIait procursor, for
pex@oipE & Bteneotlagand, using thel desicidedidlay bédel 6 at i on or may
be recgyereg, &Bﬁv&\{ﬁgo&{eaée\'lt%@ i#af o h’f&gundlé F%ﬁﬂlu}(&mo an-gm@r by reaction

de ree of ionization in the res

"RPRIPPERIB AGY PTG BEPWBSeN3 OB 3112h o COFERER ROl THY
Con”pouAIdShreé rédetorisnare ntypicdly neayric@Xow tin | solubior OTHel FagUlingDEalt may
Sﬁjeé:l ’[afl-:l‘t Qﬁtee?hd_rtﬂen Qcku@&eé rbg%traftlﬁ'l loy n%p%g%g&it%roetdgbé %k/alf)Xration of the
V\?ﬂ)("@ﬁt tThe degrae &f |°aﬁzaf|°adfk &e r@ﬁgjt'ngafﬁﬁ éndyr\@er frep completely ionised to
nalinestubafonlsey el and, dependlng upon tenperature nay
20 Elxghpe]comﬁ) r]dF %V tﬁ %er}%ﬁr gra(i ;%qlstenia g%rblﬁu%m 01! sohdo states ranging from
de%&t amenph% 8 fﬁ‘b{yCWW"ff\ﬁa&W deTmpamowhees’ sefers twm btete in which the

exbiehdl ldckkgloﬁ&@n &B&’fett tr@SndPécu@r @%I lafld, d@ﬁéhdﬁﬁ@rugon temperature may
as .a

f |

(PR PBREE PRGIG i pufr Lol IvaETysd rafae 48 ot gve
cigtineltve et-iey aiffrasyiorapatierns gad oWhiletexbibifing Ypircapieltips &g sold, are more
%ﬂu@aﬁly Ges%}@édsasté ﬁ’dquﬁi Ub@rﬂheatm haecha]%%; 3m QBIM%E %dld E‘r%pertles occurs

L83 ot PlEg o) N
P B eehge FH 4l e ObuAE: VElET SeCRp R (Agrist). The
| tenecryatatingjirefers taadiolid phase in/ehidt: thaynatérfaf hascd tegular ordered internal

pﬁlﬁ:tﬁfenat%é Roﬂéﬁém&}él arﬁ%f@lffss oégﬁﬂtl\{)@k ?efy' cﬁljfrﬁct’%] g)gttern with defined

heat ed suffici ent

ofeess: |S1ua'mna’fe”ﬂat~he't hretedrafigeniy wivpise Iei“?ilb X Psoaerheﬁ figa liuio, but
cmarcaa:tgerfrcmedolbiytoanqume echefzategsed by piphasd yhdngs,stypicdliddirst order

g AT )p0| nt'). The conpounds of the invention may
Xi st” in unsol vated and solvated forns. 30 The

t er m * Bl sPAtPeUNgs Of iReeiRvVeRdipre MRy rASORXiSE ini Wsolbatag ped goleated forms.
CTHEREEX sOIP s Sdeb Getelhto osdpios B Gnolstliat Etﬁnﬁlé&Vtﬁmthﬁb fABdompound
o(;}ethg rrp\%ﬁc?r* pRua rorrrigcc%g Fnlggealglk%rg%%q%?ga%% c?eé)?%e ﬁgmnétnéolecules for
i @a@n’el @W@l \mseﬁe?rre Aydrateob ewnloyddswheatseid soivend isrwatart | y

aC cept £dukdrdp %b(’febféatdléég’r" e°eY &t §3{/’§tén9 WorQﬁ’%[&' rﬁ/dm&f.@%ﬁ@ ta® defines
site, . channel or

c ?)o ?%‘P ﬁstdtfag gghh i af"'e smeta's'gré wordriaRd fvdaiesn - see tp°|'ym°rph'sm in

Pharmaceutical Solids by K. R. Morris (Ed. H. G. Brittain, Marcel Dekker, 1995). Isolated site
hydrates are ones in which the water molecules are isolated from direct contact with each

other by intervening organic molecules. In channel hydrates, the water molecules lie in lattice



35 Pharmaceutical Solids by K R Mrris (Ed. H G
Brittain, Marcel Dekker, 1995). Isolated site hydrates

wae@®eomass i n whi ch the water nol ecul es are i SoPEL/®BL006/000947
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fromdirect contact with eath other by intervening

organi ¢ nol ecul es. I n channel hydrates, the water

nolecules lie in lattice WO 2006/ 106425

PCT/ 1 B2006/ 000947 9 channel s where they are next to

ot her water nolecules. In netal-ion coordi nated

hydrates, the water nol ecules are bonded to the netal

i SRennplsarherenbew atevist togrthaatatsr m%ecPHeﬁHt‘I'@ﬁt%ﬂﬂﬂ‘n@mM@Eed hydrates,
C @HEol R rivdldduleld avehoAdateb thedddtalidd st oi chi orret ry
:Agsgfe&gheecr\lfetggfsdo% og a}ayer éé"ﬂ@rﬁy nbogr\lflg;\r{llﬁee répg let\éa%gt dv%ll defined
hytpichioney @dwnﬁmu nfdymlctltMéth boweyel, V@rﬂolverdm vyﬁter igiwepkly bound,

bes dﬁ%@ﬁ#@ntsonaebm dh/bbbséﬁ@ ecrrypou@dscqmmatéa@avenk Montent will be
IC one

h th
S GRshRR e Ty S Bitio BRe iyl 26P Sates no g Shiom el wil be the

megomor phi ¢ state (nesophase or liquid crystal) when

subJ ectmg csrﬁpowa; &hﬁ&.nm% #nbpa@o exXifiGn HRREIMEPAL State (mesophase
i ate the true crystalli

ne
SPRUBUBRGYERY WHeGe SRR S S GPRAIEPSmalg Broomorhi: st i
S Gitertnediale. betesnmbe phieserystalirgi stgte aandt the tmeslidutd sthtea(either melt or

CRANGR). 'I\Westo%%%r%t é#sﬁg'a% tﬂ% gl't bed cﬂac‘ng 'ih RERIIPAGARE Gescribed as

and that resulting t1on o a secon
c&ﬁﬂ@ﬁ@?ﬂ'c agq, gt @éu'\}{?&tf@m Be ad%‘b’t Pl sesed amponery, such as water or
desathérbsutieas is yatibapas “lyotGpirp @onpsurids ahathizave théigotential to form

pyoﬁ&;ié ﬁnlesiﬁlﬂ?sfeg R de%&%a& 9L laﬁ'\pﬂﬁﬁl%a Pﬁ‘dS g?%sé{c?f n%?%ﬁl‘ég Qlﬁgh possess

p&8 §é's°s(sl1® a8nCPeMNec: FQ@dﬁ efs SOGED) R|nON-iow(gah aprN'N'€eiss):) poler
Nagd grroumonfbrlrﬁcnb Gnférita@idh, age -ONyshélstGhdithe3Polainar Michedspe by N. H.

g 9 fn als and the
D RlBogietra Bl o BB (Rfler RROg TS neand A
St uart Hezpnrl@ftﬂdalt ieéﬁﬁer(CE‘a\tvar:@nmun@ﬁ of, Froue) . ingledeetefragnces to saits,

alsbivéted, Qﬁ@ﬁ@&ﬁp&%t%ﬁﬁ%&é@%n@fﬂqlﬁ@rﬂéta& theldd€ laHE 0 solvates, multi-
references t onponent

TR aRb T FYRoRrEs Bt and to sol vates,
nul ti - T2@ cemppodeat the gshioveiscladedcdmipquids @ rRpgtialh ¢ agfhereinbefore

S@abfinadl ;’ﬂaﬁcﬁ&f all E&]ﬁn&ﬂ@%%t&fhabﬂethbﬂggﬁ BFdd%s 'aﬂ@ lideAfers thereof

PRI 27 1 PPy P RO ARG BPDSEATS Wi AfiBPa apd isotopicall
piabdied gempouddd o Gomemuda it her eof (i ncl udi ng opti cal,
geonet i Gy @afkdt Q)uct,a‘ﬂé'@a Fo‘ardg§ qg‘ﬁfest%?nﬁﬁumro? EBaf aelrare als? within the

defi ned and 1 sot opi cal ounds o

| SCopg Share TR, okt SR gﬁq'Véavesmf emRityass QiiFafTyga | which may heve
C Gt oumgishatrhadelinsl|=ativity aremsallesacan witinradiniristersd mpeor @fto the body,
t Pg éoWe?tPa I r?w co%Eﬂﬁdg &k tF"i])Fnrm]ulgl & rh'aan\l% 1Y eﬁes(?rfed %%Wi]@ u%g %xample by

have

pﬁéﬁfml%gmaﬁuca&erlvﬁtw«;ﬁ g éqi%r@d\x@gs @mrugﬁm Byrther information on the
adsa Bf prodrugsl rayt Be @un@nh Pré-BRigd @Y oveDBelfBRV SYstadth, iVdl. 014, ACS

C ounds .of. F | t.he sired
%nr?l%osmm ISerlesbﬁ'r %%} oe]ngtewcg%laé aﬂpgﬁore rsﬂHe g}ealrrfev %/.'I réxg Design,
aPérgﬁ@fv@ Presel 1087 ddl. E.gt- Baehegdmeriqan Phieraceuiice issadiation)on

the 30P¥b?ﬁ1 finPARGHaHES \Wﬁ‘y e ervQMBﬂ 4R, FRSrOadipas lfésproduced by
Del i ver, 03| m Ser| e

( FPeng Lfemopa%a%ef SEBieo sl el P o P Uy i corti
| mo[eltlesg kidegi igrihosePekillgdiirotheRire ss ;prdB8igtisEds dEsaned, for example, in
Refebign of¥tBdrigsdy H B dBEAYELSAL, ABgOCT ation). Prodrugs
in accordance with the invention can, for exanple, be
produced by



repl aci ng appropriate functionalities present in the
conpounds of Fornmula | with certain 35 npieties known

wo eoobhoeses skilled in the art as ' pro-noieties' PEFIB2006/000947
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descri bed, for exanple, in10Design of Prodrugs by H
Bundgaard (El sevier, 1985). W) 2006/ 106425

PCT/ 1 B2006/ 000947 10 Sone exanpl es of prodrugs in
accordance with the invention include, but are not

limted to, (i) where the conmpound of Formula I

contains a carboxylic acid functionality CCEH;

est er Berae exdMPplesopl REQAWGS I8 acepréansp YA dheninuerdion inclide, “but are not
hyfitea@en of the 5 carboxylic acid functionality of

t he cop ound. of . For nu aced b - S
(G- o ey oo ot f ks SRR SeRpyiineld fymotonaly
cont ai A€0AH!),aincesten [thefrenfciol exaaipie; ¢ qomEpnd wrereie theehydrogen of the
t &%&% acldQlincB R beine eorﬁ;samp@mrmmn)eb Popldd8d ssygmgﬁmyu

of the aI cohol functi onal
Cor mul 71 P BRere SEAGERORY o Eareds LARGiAS S SR fgianaliy (OH, an

( ether)thmam‘r ’aer e pio Ao onpdundfwhearimihk dydrogamnafdhenalcanol functionality of
p{qle Bhoufil off oﬁlﬂﬁmﬂlg%%pﬁ'é@e&‘ B (le: fawaﬁwo%}ﬁéthwan@ NH2 or

conpo uf¥d ngqzr@ :_2? Cocglgpoyﬁqa OE gq@uﬁldycoa@rns (fhgrm&ry Bbﬁeﬁ;ondary amino
hmdétmgﬁmﬁ (-8, bheNimiwmeref R Hi),oarabintdy théredfhéor exempleuadompound

%:gl:\ nyé ‘ﬂ\e [ s§,/ O)Fb &'i agregoﬂl?% &% nglcﬂ)tﬁé lﬁﬁn%yglnctionality of the

er exanp acenent ups 1 n accoraance
\/\PQ"FPOFl*féOffF@F@é%i ‘P(@reé%é?ﬁﬁp &y (C1aﬁ1da'lé§<"é’bﬂpl es of ot her
pr odr ugurthgpeganiph ob eplaeernéht igloupid REQGRTTR Mith Gieefdregoing examples

r efde erx%rt[ﬂwclgg' of g%dﬁlg\@) 5 m%g éé %hé‘d Q@%ﬁgggntf%ef %Fe'?%’c@s

ens e
of For Mategver., cemal@ @ommmﬁj@‘fqrmw il ey Hz_en@e'wea%ﬁs Prpgrugs of .other

|Wghdgrbfpd@ulg¢t abolites of corrpounds of Fornula I,
t hat Vi Vo ﬁon ad

of "t ne Al I CRh e, Bhrare o gbe fipiR e BEByLd 8 bcfbouncs o
aEoowidribat isscerhpauhes formesiie wmunqn@ldm\d@tratmntof thealrygoBome examples
| bivhdtgsbife®in a%@oréér)ce Wﬂﬁ fh% ﬂv@@uoﬁ HERREMNHIt HE nFORIS &, |

Cont L 2 B i PPt K BB o
Faerivative tﬂermﬁ(}CHh ﬂ’s—CaiEDIaM koxy group, an hydroxy

deri VaEub ve RH&EQH% cgm;g?)nd of Fo¥fbula { icbhtdindBR ol Group, an hydroxy

conpound of Formu contains a tertiary am no group,
aderQBt'V§éQeé‘?ﬂfléP§{ ﬁﬁc?'ﬁ)o derivative thereof (-NR R2 ->

-NHR' @) - NiR&g; thé | sompodrer ef Fblenlmaommmatdlsoé téroairpudnaind group, a
C f 1 1 ry

GERb PP o find RERRNRT ATLAR PR MRTECY ¢ e

conpouk¥d of WII?J’PrH]‘F aompwﬁtoéfﬁgmaa Méﬁ?'ﬂs foaspydang amino group, a
pbﬁﬁmyderdrewe\ﬂadreofe—mhébeaﬂz)( Ph -> -PhOH); and 30 (vi)

V\,here he conpou r 0 ' n 1,de .
group g\ car E%)% ¥ CC%E\] dn‘gﬂe??r\l/ng% [ Cé‘%ﬂ@sr %o?&ﬁlﬂlﬁa’ a phenol
-Ser@@mel)thef@(rﬁbtmxﬂ’ﬁob*b aFd)r nmula | containing one or
nor e agyMehérs theadoRPBurdt @ FBmiAN @Xtamt an adide\Poupl a EBEXylic acid

sheer&g&gz reogfcom§[> Céloﬁg)rrpound of Formula | contains
Compounds of Formula | containing one or more asymmetric carbon atoms can exist
as two or more stereoisomers. Where a compound of Formula | contains an alkenyl or
alkenylene group, geometric cis/trans (or Z/E) isomers are possible. Where structural isomers
are interconvertible via a low energy barrier, tautomeric isomerism (‘tautomerism’) can occur.
This can take the form of proton tautomerism in compounds of Formula | containing, for

example, an imino, keto, or oxime group, or so-called valence tautomerism in compounds



al kenyl ene group, geonetric cis/trans (or Z/ E) isoners
are possible. Were structural isoners 35 are
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isomerism ('tautomerism) da&n occur. This can take
the formof proton tautonerismin conpounds of Fornul a
| containing, for exanple, an imno, keto, or oxine
group, or so-called val ence tautonerismin conmpounds
WO 2006/ 106425 PCT/ 1 B2006/ 000947 11 which contain an
ar tic poiet It follows that a single conpound nmay
eI g afastc Boieh 1) ot el HRG1F SpmPILAE MR @ahiot More then
widnhiype bhisorsgisme of the present invention are all

st er eoi iRl %tgg QHHTEéogé i Hesp{?&%ﬁtsm?éﬂgort erétéﬂrg:t‘éré&s&m%[}ﬁeometnc

of the conpoun
eXosTs qfwgaum%rffémﬁ ﬁfafﬁe ew&pw%of@rm%'n@ﬂp@ns cagppgunds exhibiting

mn)(drel 28 odk typeef WomBde, dnderiftfes o\bsDor M6 UBREbfaMso included are
8 a@ﬁ?&nt ér%? galtp ﬁ%greﬁ‘leﬂl\é §ciu\l\4?eﬁcéwel;s %Btﬁcaﬁyeacg\{e c?r%r%ﬁqlen éj -lactate or

or’ 'YPQ@’@M €tS;’ameofli’f eeEISH &- ta"HPtetOm”tarm"@e or dl -arginine.

o s/ tr mtrdrﬁ%m{eﬁs mayb@@pa@mrb@tcemewon%p@m b@wal known to those

for ex%ﬁ]&agm% W&?%%?’gﬂﬁg[aé})(@né lﬁg%npnagﬁrgftaﬁ;sa%on ’

cryst alGongationgh. techbiq@em Jen theo prebaretiplisviatjoe sof f ipdivitlie enantiomers
pr‘tﬁ:ﬁ@é @ﬁlfa‘pgylnltff‘e@% %fn(H‘SLﬁlEblé Gﬁltic‘éﬂyddﬂﬁé preflRtYr 'opF&%BIﬁtlon of the racemate

de chiral roma suitable opticall
pE?r DR R By SR i e PReehachra (i e Tauid
r&br@rratoeraohy(a"’sa) t or derivative) using, for exanple,

chiral Ahéﬁ&l@&e%u{a€e$étg Wr Gacdrfid HRR-29baR I'}'¥CéT‘H? tgcursor) may be

Alternatlvellﬁ he racemate or racemc m xture
r S Bret ?E‘smt'ﬁ?ﬂwaf}@e CPBPRUBECIOR XA G 2 aliaNelah & the case
optheeahd yorgpund ef Roomyla Uoshiaidsodn azitingbesic ariedl, 8 0hsH or acid such as

or1 *phbﬁ&lét%n’ﬁﬁes &r ta%ﬁ:ra%glt I?'ﬁe Fe%ﬂpﬁqj&gsté}g%rﬁ&{cw&ﬁre may be separated

nt
s l% ﬁﬁrlgglsatoglgﬁ%%gq/cgtfwy |o‘§}ﬁ4| qﬁéstqyrzatgogrqngrqne op bptf . of fhigediasterecisomers
r ﬁsmuettemtg tiel dﬂz&’eﬂfoﬁfﬁﬁ@burg eﬁﬁrﬁlﬁbﬁiérlﬁs) WMGQ& vﬁéﬂﬂkﬁdﬁ\m ele skfgéfd person.
cnrona St a a an . .
om0 S8 o 8500 PO oA B AT o
c Ghantieperiraibnenrishadefogm asing omEan(asgoranpy. rrﬁfa'ﬂ%“yvbé?uC kamogtn asymmetric
t Gosth Sth |d @bbpephads cé’r&sﬂ@ lofila ﬁﬂﬂ&ﬁ%ﬂs typlcaliyh ﬁeptane or hexane,

|nV nt.i o |ra ursors ere o
ARk O B3l BB Ry o v o
CﬁV@h&&t’@@fﬂ%[@ﬁ?n adhy\@mml hpicBFL €] % otietieptengiss remcentation of the eluate

I @8érBs Wk bhricRe dBPBAUrE phase consi sting of a hydrocarbon,
typi cal | con

nh \Ptanetor ﬁ fa nlr%?ﬁfromOto %
by vol GPY [3S8Bri5 sRRGIISesy i el frorkigHins ypeg,are gogsble. The first
abwefis ber@ens coftolngd (rod tavemett) @ferrat ko/dzve mberein one homogeneous
t YJPHnQﬁ'c}thaps ga@de&t hlRAg Soth Q@ﬂﬁ&ﬂérg # é% fMr elnlib%nts The second

eluate 25 affords the enriched mxture Y

r YR8 dhihe BFREE FItire @5 conglamaral wherein; tg famffgr@ﬁfa Rppeduced in
aeguipolsisaniuats edbiecdnprrising akigle enantibher. r acem ¢ conpound

(true page '6%%‘ tHeS 6?5% %]imts gre%mvr? 2 MARLR! RixRRe have |degnt|cal physical

honogeneous form I'S produced con
bBPﬁe’B?ﬁaﬁF?yoW@Y daye défqtﬁnhﬁhﬁrcabﬁ@ew@ cqrmar%de@oﬁ@ frue racemate.

t YRacenis mixited rASEHE Sephfateld by @orﬁféntfbﬂagédhﬁﬁﬁ@st I@oWﬁ‘ & Bbd2 skilled in the
t \Qﬁ ts?J A eQ%]mp% @ér@éch |s’tr;[/J of: (251%%0 g?lrgml.ling%@?lgl %n%nd S. H. Wilen

i'ng a’ Si
bé)'ﬁ’ﬂﬁyo’fg%he cryst aI forms present in a racemc mxture

I; a;/ fe | dRO biceat uWéMﬁdnClﬁJ:lude@ E %éﬁrﬂa‘%@uﬁc&l'}%c&ﬁ%l@ ¥Bpically-labelled
I ol entofFI?-JgYmula P whé?em gl% grl n?gre %t%mg are repltelc(:)edt byeatcgnﬁs I?avmg the same



Racem ¢ m xtures may be separated by conventi onal
techni ques known to those skilled in the art - see,

wo eoocan@epl e, Stereochem stry of O gani ¢ ConpoRCiEB20§6/000947
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E. L. Eliel and S. H Wlen2 35 (Wley, 1994). The

present invention includes all pharmaceutically

acceptabl e isotopically-labelled conpounds of Fornula

| wherein one or nore atons are replaced by atons

havi ng the same WD 2006/ 106425 PCT/ |1 B2006/ 000947 12
atom c nunber, but an atomi c mass or mass nunber

daterpis nempert by g eieiamad & Mpss uraber giffgrent e etaite @ass or mass

pﬁ@wamvmamaddnmnaa@s.uh@tureaanpl es of IsotODeS sui tabl e
for ingclusi nve

i ncl ud Xampkeo fl]g&gpeﬁgyﬁqob?g)fo ngnguqog in hg 89518%@@%?3% invention include,
hgud eesgshlimited d isetopRe-oiydrogen, sucy dsch, and (dheagenisuey ag ¥C, °C and

ang ch@rquélghch%glf’% 'fﬂ@nnesy.ﬁ;h aé‘g’F 36dhe, stidnURMPNGd "B RRoGS, such as
i'ne, such as,;1231 ang 1251, nitrogen,

22SUC
%’Na%d 18N RYGe?  Quch aﬁg QSBhOSRWUSaﬁ agp.P» an stliphur, such
piedSphorus, such as 32P, and sul phur, such as 35 S.
Certai @erlalﬁptl?cﬁ pqc%hy.bébé;@trelc&ﬁ&ouﬁem&u%gnaé Fowuleﬁanhple those

for ex ose |1 ncorporating a radloactl
i BER Q&B@'”Q & Edipagive isgtgpey F‘r&gusﬁfﬁ‘bl/fb?mg (REIOF a%‘%tf?fr"‘s@ﬁé? distribution
dst&tle’sl. Dt riadibactildisatbpeaitetiim, Td)1éH rzmd icadon-1 4,d.ei '4O tanp@sticularly useful

ti%i Hs?mpo Sn vh’gw o; ﬁFg %s%ro? ﬂEorégfatldn -and réla%}?megﬁs of d?tectﬁ)n

partl ur pose | vi e
ease o$Ubi5WB*éﬂ“p‘6'F‘at‘?%f éﬁ?&’PP%éH‘ih ﬁ%éﬂ'étef&m dét e"c‘t ah. aff°fd certain
Subapdutitibientaged Reshigyiret greah OREDoRUSHbIAR foleskamblel Mbreased in

i y r r er apeyt | t .
2, sl oS KR "SR5, 8B 99 i come
estawpstences.ncr eased in vivo half-life or reduced
dOSagesdb@fﬁbltioﬁmrﬁo%nroﬁ%lth@Ké&oﬁ&y sith 4y BEEPF D | |aﬁd *N, can be

ST i Bofieay BpBuanoRreradyIEE T HhRRe Tho iR rooopor

beccuppse.ul i n Positron Em ssion Topography (PET)

|St U?' Q%otB@éaIlﬁ)é@@ibdli” %!ﬂnp%ur%t ’bf'itl%rrh@&eptc@ﬁ gé?\%FHHPatSE?}’prepared by
sot o ed ¢

TP o EE BB O oS 50D e D i brop R alpgaus o those
kaesvabet 0 thé esempmylinigdtkamples hed Breparetionb yisipg ot egs@siate isotopically-
qg@é!é&r@é@%nf 19 piap@&‘qhe SPSia8ei G EadeRt ﬁr%ﬁ@%ﬁ%@éﬁ“ ng

Exanpl es” and Preparati ons using an
i sot oplff@gpzpr}?utha%%qc%atp% a@@ﬁs i ﬁc%rdg@ge mﬁh {hﬁénvenhon include those
neiterdiathelselderit ebgypstdllizptienhap iz isotepigalosubstituted, e.g. D20, ds-acetone, dg-
Fha %HHCGUII cally acceptable solvates in accordance
w th the invention include those wherein the solvent
of cry¥&ben PER3iiNg SeMPRIDE FogBild hincsrergansa pélh theypyegtion, it is open
€toGh pd, skilBd aCBE @Rt réldinely SclBivR fovih e cphpqMAd ioRGormula 11 which
r [y r c itht .

AR o BBl o e o RE BN ol shallfon ngucy pt are o
t'tﬁnl%m ithrempltingpainst sqluidity, GrosessRbIEY @p® Misld o ftheFipferrdiats form and
WHE Eduitiy dhéb Wﬁﬁwﬁnbt@thb@&idu&@rfﬂ?ib@@hﬁf%ﬁ oﬁflsofaﬁéﬂ. ures for
|t Ihlmst e {) lgl\sleer‘tilﬂlé aﬁglr?rf?t rglsnﬁ‘%h%g Sg%ﬁ%t‘np 9ig£r§erno?tcondition selected
prave gsgeiosis,i sghizenkieyia, elcqhd@f:t tiserdemt disrupiide dteba¥ior diserder, bipolar
s drdif?, ﬁs?%‘mt, bﬂ%o%@%?amxettyh LG s SR LGy cHIBY, Pﬁ/choﬂc mood

purifi on isolation. Thi's Invention also rel ates
d'??é‘i%c?“ﬁ? af Y NG d’F%rSF%’@r digerd®o 1E79 diperderp e%*?%“d?ted with

psychotic disorders such as acute mania or depression associated with bipolar disorder and
mood disorders associated with schizophrenia, behavioral manifestations of mental

retardation, conduct disorder and autistic disorder; ‘movement disorders such as Tourette’s



from psychosi s, schi zophrenia, conduct disorder,
di sruptive behavi or disorder, bipolar disorder,

w@3yehad4e® epi sodes of anxiety, anxiety associ BCBIB200d/(00947
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psychosi s, psychotic nood 18i sorders such as severe

maj or depressive di sorder; nood di sorders associ at ed

Wi th 35 psychotic disorders such as acute mania or
depressi on associated with bipolar disorder and npod

di sorders associated with schi zophrenia, behaviora

mani festati ons of nmental retardation, conduct

dsyseioer akinedic-Bgid PYEIEed MOVRNRRE disqigRre Atsqeiaigd ¥ih Raikigson's disease,

Sté?oh/eaaysmw@tdha a?éPQrBQQﬁduJ;S@AaBB ReUTddeGeHaibR) S dyskinesias;
L,c-r.l gl I Y,
d%&e&ny@eﬁieglgggggl&acp veté glsord{eh ggaﬁﬁg %ls&'&Ers sngh Stgﬁ%entlas (including age

nson s di sea
t eefatiidvdemeptik iane sprileadementishefrthel Alzgeimadtu e @ﬁdﬂemory disorders in a

nﬁHh%?QWT@té%nﬁﬁsﬁ&nﬂ%ﬁ |éb%<ﬁﬂné’e§rmg @t ba’ﬁérhﬂﬁl in need of such

Sﬁ‘%ﬁfgé{é a%ﬁ%ﬁ@ Cgélglvvl(otpﬁg Oq?ﬁ}be {g@éu?a E & gtpéar %@lﬁ%liy gcceptable salt

athdrest thiat ie efflesiierit traatob stidhecopditidnair diserdsr. t ype) and

rrem)r YTl 95 REH Sisb Fblﬁes'sto%acebtﬁﬁi Mpﬁgtlcﬁ‘x fﬁpﬁ@aﬂng a disorder or
npri sing adm ni stering ed

mal
C PSR ISRY JF9BLIAEYBFS %B'ﬁ%‘tﬁﬁ‘&a - gendise el %\Sfiptw%rbehaw
adlpdsraérmﬁ@artdusmaielr Vosachotp tEidtides shartxiety, hexietphssocihgt with psychosis,
?E‘I\‘ygﬁ& l:Vrﬁoddn dESrQQrE' Qﬁh Sééc Qe\fé%n tHefor OfepRissith SRGHRF, - ma_JH ﬁlsorders

tron also relates to a p armaceutlcal COﬂ'pOSItI
fas(sowatéféwthgosacfe @ GlogPrsgich GBI BANIS &F GPIEEF 91y gRrpoiated with
PBigeaQidofder St vhadydiordtirassoceligith sthigzophaeila, behasioteinanitestations

bgtl']l%grl&grretai:{'dgtlo(%I %8{0‘3‘8{ dlsé%é?%lnﬁ‘ u@tlé %ng% r; np@%ﬁgrqtcjis%rders such as

pSYeiss §ynq5@ry@h@4<ﬁn@thfwd sorn@emerr&ovgméw lisolefe agsociated with

MRARINSEHRP BiESESE V RardiVeS Gysﬁﬁhéma AR e CotteHr S @fdticecR 360D Q@b &heneration
S a

V\%?)sregg@gﬁe%galgg 8 erbglréd eﬂcn[ %:egac Wity g%{gs Or énatlv% (gsorders such as
dileroentias énchudivg coareiriedlertende Hh@z%ﬁpﬁ‘ﬂ? demnentia|pb g \ilzbeigier's type) and

MR %‘is%?de%ﬂﬁ a ndmhAR Whéudlr’(g% RInekAt ESMbrisH %didﬁqbound of the formula 1,
dlsor er and ﬂftlStl

He P a Uil apeede SyRArae n MAEI Baf 3lche for roating suoh

symdﬁ@nepmwmvmnent di sorders associated with

Par Ki n?ﬂ@ ln?/ermoﬁ %@%erela&a@ rgl 'aVrﬁetﬁJdﬁs&' 8 Pa ARGra8t HedondifidiOselected
i nduced neur o %%eneratlon base

afrera n?SIVB‘?PSBefSFW"cp [BerqRYuel i9sgragr: s%?faé‘f"e E%baﬁ'f"t jdjpgrder, bipolar
diisartiele psycisalic lep@sdescs mmetywx(etymslsomhterg wiliy esyichésist, eslychotic mood
d@g&ﬁérg asu@ﬁ]da Sgévet o e n&g}e@sﬁg dfslal%eAI %B&i %Brdérﬁt ¥e@€alated with

C Bswﬁpcglg :’é%r@rdgrslcsg% 8%1AcHte apip or figﬂr(ﬁapla ggsocgéyddmthé)lpoiar disorder and
p hbdredieiiddrs adssyciated efithalsbigzopatetial Mehawdral inandestaionsurdf mental

t F@%d:%t%n ectofn%l.ﬁc'i 'd\égrdrwo £r%cf éﬁleﬁ% &&)rcﬁsellj Cm?ve%?f’ algﬁﬁerg rsucaw as Tourette’s

t PYEtdnieg aldnadr-ggid emdrqme mm%qtéﬁorééns@éwatedfwtb r%arkmson s disease,

p@&mays‘kme§§ hénZJOBthére A, inG@ad UsHd détﬁ&fé@@ﬂieraﬂéh Stsd4pd | dyskinesias;
{1 egm i oé ﬂ%# ﬁ%ﬁ?{(&fc&\{lv d S%F]%?r Cf)g;/m’uveoc:r sorJe{s %CM %ts ?]jtemgntias (including age
ps%laiﬁb@rsentl@giy@ lseniiedemsoith ofghelAzbeier'ss typelcdndagersery giserders in a

”ﬁiaﬁﬁnaQQF?&IL‘?cﬁr%' ¥el'n.§1r‘1a$10rcg|%[)nswf§09ﬂn Asemd e & AasRel & Rded of such

sychoti c. di sorde S acute
dlspnimel S ehlee s aHn PR BrSuTLe o Caprar Bnde femge . or @
dp&nmdemmmmﬁa@zpredammemogch|zophrenla behavi or a
mani f egrh@'irivgﬂﬁn %]‘so@%é‘ko a B%ﬁé&@ﬁda@&bm&gﬂ&V%P treatmg a disorder or

di sorder and autistic disorder; novenent disorders

s GRMitige selsgiedt fam PsVehoFRr FMEOPIER1I eFINEUGt | igordesy Aisfpfiye, behavior
novenent di sorders associated with Parkinson's

di sease, 30 tardive dyskinesia and other drug induced

and neur odegenerati on based dyski nesi as;



attention deficit hyperactivity disorder; cognitive
di sorders such as denentias (including age related

walesmsnvd4as and senil e denentia of the Al zhei mer PET/IB20&)000947
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and nmenory disorders in a u%anmal, including a human,
conprising admnistering to a mammal in need of such
treatnment a glycine transport-inhibiting anount of a
compound of the forrmula I, or a 35 pharnaceutically
acceptable salt thereof. This invention also rel ates

to a pharmaceutical conposition for treating a

delissdehipQiar disorier i nsydRtisenisodeeef st paRbhasegiated with psychosis,
ﬁd?bl?cﬂ@hﬁ@fdil disora@8ckigh adi sewétéernajodlo&bmpsweveusb@bravmwd disorders

assoc %9(4 g%h ET Ism?rggr96 g‘g%gfacute]]#arﬁa ol gpreés opm gs% Sted with

di'sor
a@mlddfp@éf wdtrhoqﬂsi}s@m@l @soc'qt@wﬁ?@phléomte@@, mf@mr@émmfestatvons

SMqher@eﬁ rSIBNBHSR, BBId0E &&He@%ﬁd \é&ls% agsrda«f mo%}ﬁéht dlsorders such as
OI‘ ers su

sorders ssoci at ed choti c
LSRR reTe B Pln BRYET (et o) Gpevoid wit
dParbingbels disshseptadivei dyskidesia aps oter atwed indiidedd and neurodegeneration
Sﬁd@ba%wu%la@ a@é?ﬁlé\“o%ﬁé?t' h racﬁmt@;dr&&as coynitfve rmg&@elrs such as

retardatj on, r and

RS (‘rﬁlug'B? &%? & aé‘??c‘#%“a W@H% § H‘gﬁ ﬁ*@“emef s type) and

a:hoeme!ty idsemdiei il a syanohnah ris)uding \sehveTah, @hmmmd@a soragsiod ioathe ébrmula |,
tha%cgutﬁélg%cée @]db%es%ﬁ ﬁ'reretoflrrfjé &ﬁclr@y@ﬁkﬁbﬂs‘ih}ﬁblﬂﬁd&mount

other drug In uced neur od generatlon
dyski ne%Hers: heggin.lhe |"‘?5H‘ HERNG| FETRES R FRYETSINGS ?‘3?"‘8 '@o‘?fd%‘?‘b'tmg the
coofedd viea dissaded @isrdauahcoasitiond @rené ioasnofte Bghpicthngf age disease,

A{ﬁ:';tﬁbee?%{sr 9 {)“éi ﬁigﬁj ﬁ?g@rh%ﬁgﬁg‘sg% ggeraﬁ*re Fc—@hﬁtﬁeatmw mxaafso refer to

i FREI938ING, @e@rq{?g ¥ or 1@@9&55613 gf th‘@"‘é’”@%ﬂ?ﬁ ol ipdisesses Jigorder or condition in
f ®Fiadingal las co@pardd mham WBEeAEdl alrdlYpop@sRR] abhe copdred to the same
L@gr'a%%l rng} trng tr%?tﬁrlexf Iel'-?J:ra'n ﬁz}m ?o{lse.d hg!%L b"t eaﬂg;" ﬂ”%g%lér'to g%venting a
afisaaee, aiﬁoer greongitinpand may indiee dslrawgg ers@"e@ht"w the grsgt @ a disease,

ddil&%éﬂ&fr cORditeAN e Bél@fhg @Hf pr@\ﬂaﬂtnﬁy thﬂ%ﬁi @HKFHs%Hiat&f witlghisease,

A5 oo 4 et R s D UG Sh Pheyorty o
1&seeer disasdergort mfldpplm@atﬁymptomsoasspmamcUMbesmlﬁ digeese, disorder or
Oé‘anHlﬁ&r?'Bﬁ@r @faangﬁrﬁaasmct%hsmhd% mgeaeenaﬁgara&noﬂ aondaon Such

)ar e to an untreat e
h B hort S EOUROY 8 R G tiet 4 R GO % PR Ab OB amicion
Ft@tat&sXahplaelmla*mfaumad tHestoeippsitichtaf G@tprmght imeeptiorg be descdbed herein,
PEY BRI Gtk SEH m SRRl SO 30Eb TR oorser o

reventin e onset di sease,
dfaegiione rASfseE BRfEint Ff‘%ﬁ’ﬁ'"g d‘i‘aYcPé‘i%{?fPht@ P&%"%‘I"@G’éﬁf??‘ﬁ@“‘f%@ a disease,
Syisgpdien B cargiition oabfethe wir tﬂmreasmpmasgso%cdwﬂosm Idisesse, disorder or
C%gilt'éﬁuoq'he ﬁwgsﬁé’atrﬂs{t%% fthe'%a{psgkhl gg asn@%d Hottth, "D the act of

to reducin e severit ase I sorder or

clHing F‘%Jﬁreétﬁ‘gs'ﬁﬁﬁtné?rﬁb%gsom ated with such disease,

di sor detie @fnpome @F fhb Pres@it iirvEntio® ednitiBINERE t@ns’pﬁi& linhitihg Bctivity and
th. the di q}s er ok condi ti.on.

V\ﬁ'\%r(\?fé)h are oo\r/a L%ee L& P ea(#m?nt tqn a WI e varltaty of (lfllnlc%l condltsloens that are

dq:r@mc@@zed &y thealetidital gintapetets neturptrarﬁam'sswn urvnamrrnéllaats@tseot% especially

t A6 Mk E(Sr@ttlbr%nlné?udet e pERITR ARd hb@ived yntidnPsstfiRdphrenia and
d herein, 25 to a subject that

|‘§h?58fy°§‘fsef ﬁ@df?gﬂ&"% e?ﬂﬁm nistration afflicted with
t he di Seasw)poudidsaf des ingentiorc camdbd administéed ieeithbretheiomal, parenteral
%ﬁ&aéé @rout%ﬁ%ué' ﬁf?a\feﬁéo%é Marﬁl[s@M&rn‘idtr@&er#\Qxeaerefﬁ#é&BﬁQ&ﬁmques)

di sease, disorder or condition or of one or nor
S\PHPh Blas Sbiepicg! é%l‘t‘%ﬁ/ltq RIS Hu%’é%ﬁ@ethes&uc%!’?}@?s Yp most des"’ab'y
condition. The terns "treatnent” and
"therapeutically," as used herein, refer to the act of
treating, as "treating" is defined above.



30 The conpounds of the present invention exhibit
gl ycine transport inhibiting activity and therefore

wa@e@enbeszml ue in the treatnent of a w de vari eP@T/iB2006/000947
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clinical conditions that an& characterized by the

deficit of glutamateric neurotransm ssion in mammalian

subj ects, especially humans. Such conditions include

the positive and negative synptons of schizophrenia

and other psychoses, and cognitive deficits. 35 The
conpounds of this invention can be adm nistered v 1 8. although
edinisteradre honarls,in geses Fangng from @BeHt img do @%E%Roﬁﬂ@o?fé ay, althoug
O I%G\Mﬁﬁéb%ssahlvtobﬁmdéﬁédhlﬁé updnithé @sibietrand lcoraitidn iohthe siijest being

h’%g{ﬁgﬁ ut%? %ar&‘é]{?é Fog?a af Fﬁ;ﬁﬁgét?a%\?éﬂosa{ I-qo%{/é}aé dJsQég 152 8t is in the

€ conpounds ar :
desjercilyby Bt D00BH 1@6@52¢3®U/HGBQ®9@®®®@WW Peiéay is most desirably

aeqﬂ;%ogéos tf\l%&é?’lﬂel&& bavaEdns n%a? sfﬂl(b‘é:&ﬁf déﬁdh@in@ gpd/ thensiidoies! bf ahimal being

ﬁ@@fgg 8¢ |?ql1§p|vdqyeldﬁsr{)gg%etﬂ a?la éueauﬁaghenf ﬁgwell a\{s‘rﬂc{?I R fx@pngf p}ﬂ\érh]laceutlcal
gefdiatioroghosh ahdhthe $mb periid abeinteryal at whigh sugh gflmln[sﬁﬁlon is carried out. In

p%Fntellr?s%néés &%ﬁ@ 1e0dis B Mo SEweRlith @ Bf tﬁ@ @féﬁé@ald ﬂh‘g@\frﬁg‘/ be @ore than
evé is 1n the ran

r@eqt@teaybl@t in therr@s?;‘e§tlll ﬂ@égebfiosgé Wgﬁggaﬁpy \A{ltﬁauq caus%g ]any harmful
anfeteﬁd% brodiBay/that saiomp higlyee dioseNevasr 4rl étsesiwdedwatmsavqrab ﬁ@a" doses for

di ng upon the species of animal
b 'Eﬁm%””hgéﬁsﬁng ?s i ndi vi dual response to ?ig sdiunctive
medi calnene embedipant fhasw@HOLt“H% of YiseMErIP AT ﬁﬂ'E'@ﬁ a° 29
fasapy (Rﬂovﬁh aaepsyerdbcst Beht snBippasitoned(Geadon).nClorapik, plindone,

%?%W?C EI@OZ@% EI:\ 88”(:1[ tqla%g%derfeb (%J ep%ﬁe %\'—lhmddlé‘ Am%glgﬁ‘de Quetiapine,

Srochiyeeraineaarenene &r¥gee P Hn THEWEEAEPIE) M PR oMz
0F|U§Hnt|>&ﬁaﬁﬁ$lp%liézﬁde I arger doses may be enpl oyed w t hout

causin si de ef

hi gher daag er eéqp&i gmelét tge Tcom%c%uncég %Fﬁg@%ﬁ( gggrgl\c;ﬁ %P aBH%B used in

Smhtimadmselﬂw N8 agertnsush s¢ peiidPRTASIERIS GEHFA 3B EerAllel 4Hi-Parinsonian
nPse [EB&Q LB renyl, I’]ﬁddﬁ)@”ﬁ@dﬂﬁ%ﬂ@ﬁeﬂ IMADB muieidré edchadseselegine and

gfgﬁggrllllﬁég,g%géj Ilr@)ibltggcﬁgggs%e%?qg I%i% ﬁ%lbv)tdgeog e reuptake inhibitors,
CNmmparm@,omMeJ Nicdineeggonisiox Bppanane E@qmﬁ;ﬁq @j’éi inhibitors of neuronal nitric
of‘é)e F ngr%gg a -ﬂlgﬁé’?rﬂérrkedruﬁie%| 4 éicﬂ@pezﬁetfa&ﬂlriédat@mhlbltors COX-2

et apl ne r azin

Flnupmgﬁagqtﬁepenﬁqoppu BY°B ?fg&qen 8r mﬁﬁyfgpﬁlt% aénde gn’upyschotlcs such as

Hﬁ'bgﬂ)@rnhiﬂmdrs 58TthO ragmuﬂmhag nicoihia peseptox adonigisd CB1 antagonists and
rgé)olua ﬁ]a}%inp a&nvﬁf%t?&ﬁzﬁ%%ﬁnﬂﬁé‘lﬁ rek or§ onpounds of

Dunds al S0 DenSe g t af LARe or in
WI th Cflse aepewedndsyeh thes pgﬁ?pntd@wg'gg anes b(esﬁ RngETe
S%B%Blﬁ%ti’oﬁ‘eﬂlth ;ﬂﬂfrhac@ﬁﬂcbllmsa:@ptab!e cemiegson( dluetis &y either of the above

de s e\}écaslg r?dﬁ cécltedh g&g%&h M RREon MAER dapfab Rt i?\rs?ngle or multiple

a rasagiline, conP iInhibit cored
s qusaMOTeammularly\ﬂE nquﬁhtfnﬁrwy&c 2g86{5 AN @VF@I&’BF%%G administered n

' %hWet Mrigty oNM%e%ﬂto@gégél $nBs, N.Caidynmapgenicemisined with various
0P %gaggﬂfﬁggégep?ag% inel ﬁnaglhegsl |tn(%hr fo%ﬁ oﬂgﬂgtgnc%hsﬂ roké:nges troches,
dmﬁﬁip@nd:bs Howvders neprays2 6repmbi S@Ivemrsslpp@%weg iefligfh 9Bist Ristes. lotions,

%%Qﬁyta%tﬂgdﬂssus%r@%ﬁm @feb!thﬂ)lé RBlufidnsMelxiry,f Qﬂlﬂise and@itreb like. Such

o SR 52 e Sl B b S - o
a%ﬁgﬂﬂleﬁ Maedler, Dkl picampeceautisl bavionitonscan \pslsyltably sweetened and/or
ﬁ gvare & es e 4 C}Hé‘me ea%alf}ﬁ&%%v@ [Smpdh@s GPIRAKRASorO4re present in

I nventio e admni stere
cowBh sesegaiom a soRsafFae éu%'? ERgng a%%’és{ 38 Féé ryerd .E’éwe'gh"
or diluents by either of the above routes previously
i ndi cated, and such adm nistration can be carried out
in single or nultiple



doses. More particularly, the novel therapeutic agents
of the invention can be admnistered in 30 a w de

wo a06abes2df di fferent dosage fornms, i.e., theyP@HYB2&/000947
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conbi ned with various phansaceutically acceptable

inert carriers in the formof tablets, capsules,

| ozenges, troches, hard candies, powders, sprays,

creans, salves, suppositories, jellies, gels, pastes,

| otions, ointnents, aqueous suspensions, injectable
solutions, elixirs, syrups, and the like. Such _ _
car ri efra orghafministration; tablefs cordainiag yariops prciients sicl pg récrocrystalline

a&wa@sés samdﬂnacmd Méld”urﬁ)tt%rtfdﬁétet Gi&élsiurﬁr;gﬁﬁybrfétegénd glycine may be

rﬂ%%gﬁ > logﬁ Swng) N arl‘lésoélgla{egﬁpt% sgj\%é aél:ar g?]aégﬂu g?]cg Plgferably corn, potato or
fﬂaavm sieych,| alginje peid &hd certain tsml@mw#eéaﬂogglh@fw'@cgrarw@tlon binders
qmmaew%y%ndbm s,uéraééeaé:étmna%saow SRRIMbNdIN lub‘f’lla'é&lﬂg agents such as

58%%\%5, Bmg%%n%?tgg C;)nC(?nt fat aotg \Jﬂb %zgré 8%@@ 5/%ry uselflul for tabietting
ROds 82 (Kobd @@OMTonslG d:eimllwrtame adyrialsb deremiplayad as dldre tnsgelatine
C%Béﬁésn bl%%rﬁééHa%‘éls%ﬁu’is%ﬁﬁ&ﬁorﬁé&%méédé“a@tl’aééc&mk%hbér 13§ well as

OSG sod ilumcltrate, cal ci um car bonat e
vnehe&fﬁrmna'v%hsé% Qj¥°9'81 ENEReRAUBIS Sé‘ﬁ?ﬂ”é'?%%a%’%r?ﬂx“s are
Wﬂdslned/ dori orab admBistrbgr aid Sactvec ngsslieat arlreq/hbeamd»mbmed with various
pg\ﬂ%%%gﬂgloyﬂ&gf' r{é' ag@ﬁ’t@ a({o%rl% m {’(é?m 8}%@ §r¥daff Q(Edesﬂ%\n@' ufélfylng and/or

acl certalrn-co ex Silicates, toget

gfusPRNdRg iagpnin eh del st°®”leir pgh ,56%%1?.@}? B wvla@r i e propvlene glycol,

Sgiiems end \gabuatlike canmshaaiomchaeofAddi tional Iy, [ubricating

agents

sul f at Feo?'“ab%ga fe?afl a%gﬁ?rgqﬁ%én Vtg)?ig %tgec}oﬁﬁgg\fnl&ngfttgﬁfy%%?nt invention in

pRifpoReeame srd?qaaut@dﬂpwsqwe%wr@weae glvedl may be geloyasy The aqueous

adoR@orkeshemy b@ﬁ@&b@%uﬂ’éréd @Fcﬁerblﬂy gﬁiiﬁ‘iﬂnﬁ&ssﬁﬁﬁﬁwihéfﬁqwd diluent first
al so

rg(ﬁeéeor IS(()j(PnI ‘I%Qse a%uelPus goll.\lk@ll'\ﬁcgrgns%cfﬁl ﬁ)r rI{]B‘l’:lveé'DlIJS lnjec |on purposes.
\/\B169¢w splotionetany beitabledbryiniod- artlcumentraqwefws and spleantgnesus injection
AN REs. efhé';ﬁ&aﬂfu@n 14 Qe%éseds&%n@nﬁhera@m.ﬁl §$ﬁdmbh@ns readily

g%lﬁg@?@ﬁ{‘%gbyg gffqag{,@]am@ceété:gmeghmcéjs? Wel- H&Wﬁ.&? %Pe gifilled in the art.

dydsigionalipdi is iafso possildes foragichinistenithes¢cdnypongdsan theqaresent invention topically
S\M%ﬂ%’éghr@gnf?agrﬁﬁbtt&y é&wd%hé of tﬁé’% Qﬁf’ thWnH')} p$é#&r§bl§’ bé HEHA B way of

as water, ethano ro ene ycerin and
VERIusief ’?ﬁ(eg%%nﬁ?ﬁtf% ‘@ﬁ@e'ftﬁegfé%fthe s Hara@‘fﬂr@f’%ﬁ with - standard
gehatrmaceuticaltrautice. S ol ut| ons of a compound of the present

I nventon, n:!igoﬁ'h nWerep{sgé}"ég uﬁl ng%e él 1 radioligand

agueous pro y ene g yco e enplo agquéous

stinding aspRy deRgibPe PRV U tabl y buf fered (preferably

pH>8) Tdst reapamarpremndlionheCbrmppuinds @id dissdlvelii ihSIDMSO, sonicated if

rr’?e'&?s%%ﬁddi u?e%ttBrHt Gncditea &W%ﬁmﬁﬂ\ﬂé‘é'aﬂ@%eﬁ%%d with de-ionized
é ravenous I njecti on purpos e olly

swtertt amancapteation Pk WM for intra-arti cuI ar,

intra- matﬂr@)@raam $hanelytradneé3nt§ortem.se@¢pre@§bd lﬁwrmmea;ells and the
ut | on

i
BeRal bADRIS e postPted ufte] HElCE e Fadif esed butrer (50
phidr Trisdeae.i 8l mMeatii 2ndes Mk IKC!, kaiinte 7.6 withdBeHERI [Thednixture is
i ébntnh%e@éhoood\é%ﬁ 10&%' ke, sub&mé@nt@;‘eééﬁt&oﬁﬁ AL BelfePresuspended at

adm nister c the present invention
t bpe &gl ygen tﬁﬂezﬁ_’ l?‘:% rl’h'g 't nfl ammat ory conditi ons of

t he skAssapnthetdssay immpation éf @rrieilopt foesWoineatibgonneynperature in 96 well
Cﬂlﬁé‘énfsed«%#n IS ;%wp&,py(eﬁeat mﬁ U D BRN:S 'aﬁi Jdnﬁorl ok fhe tissue

in accordance wt t andard arnmaceuti c pract

2BCPARLIOR: oﬁ%%iﬁhd‘sel'&faqdﬁ%%vle?éfrﬂfuq $ldine Pb??n%r%’oé%soé%dﬂv' [3H]-
utilizing the AyTl radioligand binding assay

descri bed bel ow. Test conpound preparation: Conpounds

are dissolved in DMSO, sonicated if



necessary, diluted to a concentration of 0.2 mMin
DVBSO and then diluted with de-ionized water to a

wa@oeoveamdemt i on of 10 uM 30 Ti ssue preparati onPCTIB2006/000947
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A yTlc transporter is exprd3sed in HEK-293 cells and
the frozen cell pellet weighed and pol ytroned, with |
gramcell pellet in 30 nL assay buffer (50 mM Tris
base, 120 MM NaCll, and 5 MM KCl, pHd to 7.4 with 6N
HCl). The mixture is centrifuged at 40000 G for 10
mn., the supernatant decanted, and the pellet

r NBTS fowgetphar; Drozdg Sysen ﬁ,efghqr Katherps; ‘:@}Lckaggr&yne, Lebel, Lorraine;

]?Sf;lfn@%t c:%&toeﬁérammeﬁbmasz@w; KathiekA S, gBHL(R)- nars; iz8€diBligland for the
[ m n. roo rature. |

(Bl o gl AGIRS EMel R, e, B, g0 1201
adiefi2t)i and T ult h@ueu Jdse platesrasp flkesed vsing a@rmgmelmanveﬂ@r with GF/B
afpeed theJiltets afeBdshel M@h BRh Bltrhi08s8Y b&RA ek Aied &%.@L Rl counted on

20 106425 PCT/ | B2006/ 000947 NPTS
(EZ(&EMG%BHF %““terﬁg @‘ZgaySusan E.; Fisher, Katherine;

St r| ck Co@palinds iohdhe Ineérdion dnelyzesli h‘_e this Sﬁ*ﬁ‘ﬂ latve been found to have
Cg ﬁ:tagpmrn‘%( IH'lrlhllb‘ﬁfng g%ﬂ@%upé@(@% sylSBloBOR&N haking greater than 20%
[3 (R a radioligand for t¥1 type | glycine

t NBREPD# M. Bi oor gani ¢ & Medici nal Chemi stry Letters

( 2003) Theledmbounds2 The Fofidla ) mapbd ppartall bl itteStiéhodEli@scribed below,

%tﬁ%ﬁ@ R#w!atf erlﬁ&ﬁ‘oolésl{j Q\g? ﬁl th %Hq}? loreg%ﬁl cﬂmgtgf%ﬁﬁgdlggatlons and
1deslvnﬁr_sa@s§r§ pt Bigffaraifiar t%ihpswfuomew/wlnm thetart. Eradercadumatings include,
Olfﬂut af'r:]b AoKBm&@:t@ trmSaH@scﬁ@wHeﬁiw the next day. Conpounds
of the_l nven

Found PR B BRRE Shirale st fecd R May AR P g endor desrabl

gloyrptaet sepsifiteairerebeiive wranps o8 ame of theamplegulesr emcerned. hdhis can be
Zg%evé@lﬂ}/ Bhdah® s %nvlenth'fhal otgaﬁ QUQQﬁ &f théde€described in T. W.

O ot S Bl Dby TR BoGb i na T w.

aGte_eoé a_mt @a_m oA. (Wlﬁm f?ﬂ)tlegt;ve (ﬁrowmdnf@rg@mq 6hsnising John_ Wiley & Sons,
dpddivabilioaboiby hbibordbdnl RRdloar 1o those of or dinary

ref erre nmet hods i nclude, but are
not I i FrP'P%‘HJ“F%Of forydae drerRhgrRpcsicaly, aCB?:H‘?br‘F‘gsaéiﬁfaBF’e prepared
t bezofdolglto wierfglloginatréstiorc Scheqiee h tesughtV dsayisdossed deessimion. Unless
a&ﬂér%seqﬁﬁée&&bkeo %52t éﬂ]dpkoih‘?&I hsﬁngr%tde"‘ﬁed_l_%l E.t?c%t ' %&atuon and

groups on any ecll es ‘concer ned
aE‘I‘ﬂf‘@ﬂﬁ'é@I OBSF‘erPé%ﬂﬁ'ﬁtsdﬁ’r AOMPERET B IeNF S PESEIUTRS: @’PGU @ée known to a
scehniasf dripsgskiescribed in T. W G eene, Protective

G oups StLr h ' 9

SR AL B oyt BB D Bl o
i ®r¥lighni ¢ Chemistry, John Wley & Sons, 1991, which

ar e heB&’@z)hei Nk@ERRE At AEthEYY for Bl praparation28t oRIRMNAB GaviRd the basic

U B e AU Gt Y off GRPiry 4 St BRvan Ro are

Sdéfipeess dbovéyr ough V as di scussed herein bel ow. Unl ess
ot her wke@rringdb &3h&ke A a Qam%ung @W&m@a hhispre, E@Gaﬁ @97] can be

ove. |SO|atIO I cation of

defined a
PRI TROHE, Briph PERBIRo) CLSRIa P iP5k GO HeLG amgh dpsolvents
asieh ks @M CL oto rodotee te Siesiceld carbaimader of farkiulal ()1). 26xiddtien of the primary

f9k$h%%rﬂjgr 8584 @E@ﬁﬁ‘%ﬂé@érﬁ Shy LRBrdY, ACRS $RSerdc8'of a suitable
ng conpounds
base such as triethyl amine (TEA) or diisopropylethylamine (DIEA), in solvents such as

CH,Cl, or 1,2-dichloroethane (DCE), at temperatures ranging from -78 °C to room

temperature, preferably at about room temperature, to produce the corresponding aldehyde



Schenme | illustrates a nethod for the preparation of
conpounds having the basic structure of fornmula I,

wobk@eaod2s s hydrogen, Y is hydrogen and Q Z apdI/R32006/000947
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through R8 are defined as18bove. 30 Referring to

Schenme 1, a conpound of fornmula (1) [SynLett, 1996,

1097] can be treated with (BOC)20 in the presence of

a suitable base such as triethylamne, in solvents

such as CH2Cl 2, to produce the desired carbamate of

formula (1! 23 Oxi dation of the primar al cohol und

(et SerEtsi PitShIiable YRS SAaMS a5y ERRGRTIERRN ighiderPAPINMO

poreence of a suitable base such as triethyl amne

TEA . :
guc h) a?ﬁ@" BS_&P r‘"%pgldg@a% \@m Erﬁ oglpgrloFﬁgtelg 4 té’,(ae %km%e reagent of
t Brigeiaatilaad arsuirilngargnsnaoenissuch es NaBHmm £ SAReNt gugly 38, MeOH, at
p{emfp%@kﬁsya@ngamm5 w0 rfadnmm@é:atuw BrefdrabhP&BYR odr®mperature,

corr esggﬁ’ 6‘5/96'8?(5’834“)”6 {fgform\{‘}gt (?\gce)g{ﬂ?:etr é%j' agle&:,%uc Pg ageqtago'r éhls reaction

omitm VasiNBHe gpatR(OAe):, in belwentsrsapls #oMaRiti @hCiroe PGEe Other suitable
TENABLONGor Bfs tPaGQorrJa&.smma& trebtrieh€orahdl S&b&soﬁmntg hald%ﬂyde with the

appropri at ere

(PRSP Dt 2 o et e R sepind SatTootuter tAnd & pase sueh
aas iA/@moons goiperardvinlbivecelty trebintemhwid ldaBH, @5 NeldB@Acy.

from-5 C to room tenperat us&enfaief erably at about

room tenperature, produced The desired an ne of

formula (1V). Qher suitable reducing agents for tms /R4
reaction include NaCNBH@ or NaHB(QAc)3, in sol verypﬁ I

such _at@HI\/E%—b gr—% Q42 ori DCE. O hgrcsel, toe £ RS
condii ons TOF2tRPS W Z(éhgfrlor mat i on | ncI ude t reg,t?g;H
9

of Ht.AA..¢OF T espondi Ng hyde wi t hrgihhe C|am ne rehg&nt
(111 n CH2Cl 2 or DCENn the pree%(:
mol edyil ar si eves and ase such EA at ro/gm
tenpefature follomedlv}%treatmsnt vvltfi NaBH4 o010
NaHB()OAC) 3. Schene | 4(n)OH ~q4|,\(\3®> 20, EtSN«’kl iy
1. (COCl)2, DMsO Q R5 | ) H(P-ITER5 CH2Cl'2 N
2. NaBH41 MBOH NN H O ILI O R4 0 O(|(|j) (1) H2N-_ Q
~Z\RS+(I\/) QUAPY \gﬁmom R& N RL~Cl ~N. Q
R5 | Q2\R5 WF-? CH2Cl 2 Rl O R4

V) ﬁ Y

R1 Cl z No I
; 77Q° “rs
TFA, CH,Cl, :

- H ta, Wi H A
—_— 1, wt
DIEA, Pyridine, or DCE Hon/ A H
N Z 5

or /g l}l

o 0o 1)
1~ ~on - HBTU /*\ (Vi)

Compounds of formula (VII) can be prepared by treatment of an amine of formula (IV)
with an appropriately substituted acid chloride reagent of formula (V) in the presence of a
suitable base such as DIEA, pyridine or TEA, in solvents such as DCE or CH,Cl,, at
temperatures ranging from room temperature to about the reflux temperature, preferably at
about room temperature, to produce the corresponding amide compounds of formula (VII).
Alternatively, compounds of formula (VIi) can be prepared by treating amines of formula (1V)
with carboxylic acids of formula (V1) and a suitabie coupling reagent such as HOBT, HBTU,
DCC, EDCI, etc. to produce the corresponding amides of formula (V1I). Finally, compounds of
formula (VIil) can be prepared by treatment of a carbamate of formula (VII) with TFA or HCI,

in solvents such as EtOAc, Dioxane, CH,Cl; or DCE, at temperatures ranging from 0 °C to



DI EA, Pyridine, or DCEHH O N (VI) AO OOH (VIII)
Rl ~OH, HBTU + (MVIl) Conpounds of formula (VIlI) can

wheoopneq@as ed by treatnment of an am ne of for nuPer/(B2096/000947
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with an appropriately substiptuted acid chloride
reagent of formula (V) in the presence of a 15
sui tabl e base such as DI EA, pyridine or TEA, in
sol vents such as DCE or CH2Cl 2, at tenperatures
rangi ng from roomtenperature to about the reflux

L?%gﬁgg&# Legr‘lpg%ttﬁ ?re era%ﬁgttaboﬁl?go% teﬁn%gmu" ?ro ce thq co‘i’r%spondmg

( \Amine of foxmuiar(Vil4}. veI Y, corrpounds of formul a (VI I) can
be pr e@h@rﬂe hiyilldskreRé aNPethdd i&ﬁﬂﬁeoﬁreﬁa%tﬂhﬂoac&rﬁbéundé/\hé\mg the basic

c iRt g Puiia hingh oS hlkedptnd Vet o3 Sbeat teppsbod as avove,

et c. t dRgferdntl te sthemec briewsp cnopergpdamf desuef (IKocanulbe prepared by

( Webtnent biﬂg'h' drfine SOBRANES) Aith a%%rpﬂﬂébl"i’atély Ll!lds)ltufé@%lcﬁﬁ){de or ketone
pre arEd treatnent o fornul a

ar banat
o RS S 0 NPERIGAy o SHYSTS GHE o GBtiiredr DOE, a
CH%Ibe?atom Dakgingafromh edrper tat aboets raoan ¢impgrature npréfe@blyo al\bout room

qurﬁ{)&g)tgr%z% FP gis[/c% ﬁ% %ﬁé%&%ﬁ’%amﬂﬂg oﬁﬁ)ﬂHﬁla rl%) r"bther suxtalt)le conditions

nper ature, era room:t erature
erdhfﬁ BropgRs "&&d? érgﬁa\ﬁeﬁ qh8re agrRerRs fppulp 6Y'H>Lw"a an@depyde in toluene, at
S(Eibemtﬂhé teflint ferpbmaaie sollawskbhipehtrhatt with ®apHg pras@tdnesuah as MeOH,

me@% &ﬁr\é%dxh%gmkﬁg%ﬁor %Eéﬂgt 31[!% Q'E%ttn%mla% émme of formula
dd¥# vigean %%eha(%%’ N@Nﬂéﬁé}? $pNt iCk an MeBH| progise dyg corresponding

c eipuTesmok (kpr nul a (1 X) can be prepared by
treatment of an amine of forgmula (VI11) with an

appropriately substituted a or ketone and a
reduci ng agentR af4NaHB( QAc) 3, in swlveot srguch as
CH2Cl 2 or DCE eratures ranging ffom0/C to

about roomtehpe‘r'\é‘ufe\R@reﬁ\laHBMAc)e,at ab,oblt pdom
tenperature, to:produce the—eerrespendi rig am ne o

formul a (IX)H,(fﬁSeﬂ sui t al{-B6-(@MYFEH@)S /40 for this

process include t\reatnent of theram ne/of\formnula
(M11) with an il dehyde in tol uene, at out the
reflux tenperatlyre; (Vio) | oned by it reat ren; W<dh NaBH4,
in solvents such as MeOH, p uc&6t he correspondi ng

am ne (gch%r% W&I&trgtlaggn a@rr‘?’a V%R'\gﬁﬁ% ﬂ{ﬁfgﬁ@ﬁﬁkﬁm &?‘ﬂp%LndS having

formu

sd'l‘%ﬁ*-fftc sifletHre S foapieted). "‘tﬁ'?@e%@ éﬂwrﬁﬁewﬂ Me &p & #af! RgRs &% described as
ofabb@. Rills@ dyblddlkyl, XOHSEREIDBI(R) oRERG. R4 R YO R4 Q

5 .Rs. %%Eéﬁvoﬁc)scﬁ%e\/\ﬁ] “Eg’qggbqin(dr'%%érggﬁg%?:%’q 5 edted with an
i lepodder ’@é@@t ahforuia P dn heeresendeon o witatic bassrsspta patrieti! amine, in
Ofsoﬁ@r@@wﬂ\d& RigiaRtd or leliand) g t@mﬁérétUFé%Lféﬁglr{bf frér@ Ir§B#h @enhperature to

d g@gfﬁ @8 rseglgy qgrr?p%?a‘?ure pre%rab% a'tz a%o& B% reﬁux temperature, to produce

compounds of formula (IX).



above. R9 is a cycloal kyl,-(CH2)0 R6,-CH(R6) or
-C(R6)2. 20 Referring to schene |1l below, a conpound

w@boobaodmt a (VII1) can be treated with an epoRCTIEB2006/000947
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reagent of formula (X) in 2he presence of a suitable
base such as triethyl amne, in solvents such as

nmet hanol or ethanol, at tenperatures ranging fromroom
tenperature to about the reflux tenperature,
preferably at about the reflux tenperature, to produce
conmpounds of fornmula (1X). 200| / 106425

PCT/ | B2006/ 000947 20 Sche = YOR4 R YO R4
,INQz\R5 EtOH, Et3N Q~2\R5 H,~HOHHR N H
(M) (X) i (IX) Y Schenme IV below illustrates an
alternative nethod for the preparati on of conpounds
havi ng the basic structure of formula I, where Ais
hydrogen and Y, . Z@&nRRj-R5 are 5 desgiibed ag
above. Referring to schdme 1V bel ow, conpounds of

formula (XI11) ca@/%fg/c’f"‘e%ed mMbOHNE@N  SUi tgm\%t/b%tse
such as NaH or KHi and an app:_g.p:_l_afg\lerby subst it ut e@®

al kyl ati ng agent.of..Horrmula (Xl where, IN s a
sui tabl e | eavi ng/ group such asg Br, 1,/ , OIs, in
sol vents such as™HE or ether, agt, tenpe res

ranging fromO0 C ﬁo abpmy room t eraturey, pi>eferably
at about 10 roomtenperature, to produce Y he

conmpoursisedé I BdI6W lidstlateX)an 2HEMEIR névhod Yorthe BrePdrafithYdP compounds
RAhayinNg tHeZbNEﬁQI\F%(SuEMF:eLPéé{;%%%}I é’ﬁg[ﬁ)? iﬂh{/c@fl\ge}}?aﬂﬁ {Fgl g)and Ri-Rs5 are

Smmed/ai)@ogw illustrates an alternative nmethod for
the prepakatd @NscREmé WM dSomddaNds"G tbiltRiIPB@I)Can be treated with a

structure of formula |, ere A is hydroge d.Y,

2 S brRaie8 NAps b B R S Y= gl iRy g offormule
s dkbheé Ibislacanitabiepadngnateupoduct es @uBa l,(OKld, Dl's.dasoliets such as THF
trg %th%g a‘f\'tetrr{be@atures ranging from 0 °C to about room temperature, preferably at about

room temperature, to produce the compounds of formula (IX).

Scheme IV
R1 O R4
A R1._O R4
No -2,
- z
: Q R5 Y-L (X)) E/N\Q/ \R5
Hu/\wH > ;
NaH, THF Hom,/ \wH
N (L = leaving group)
) N
H (vl \l( (1X)

Scheme V below illustrates an alternative method for the preparation of compounds
having the basic structure of formula I, where A is hydrogen and Y, Q, Z and R4-R; are
described as above.

Referring to scheme V below, compounds of formula (VIll) can be treated with a
suitably protected alpha-bromo ester derivative of formula (X), such as alpha-bromo benzyl
acetate, in the presence of a base such as potassium carbonate, a suitable ammonium salt
such as tetraethyl ammonium chloride and a suitable solvent such as dimethyl formamide, at
room temperature to yield the desired compound of formula (XI). Compound of formula (XI)
can be treated with a suitable palladium catalyst, such as palladium hydroxide, in solvents
such as methanol! or ethanol, to produce compounds of formula (XIl). Finally, compounds of
formula (XIV) can be prepared by treating the acid of formula (XIl) with primary and



suitably protected al pha-brono ester derivative of
formula (X), such as al pha-brono benzyl acetate, in

wo b@opo@sence of a base such as potassi um car bBOEIB2006000947

10

15

20

sui tabl e ammonium salt sueh as tetraethyl ammoni um
chloride and a suitable solvent such as dinethyl

formam de, at 20 roomtenperature to yield the desired
conmpound of forrmula (XlI). Conmpound of formula (XI)

can be treated with a suitable palladiun1catalyst

such as pal | adi um hydr oxi sol vent s

rERIPBTREY a@me%meﬁayf°fw'$ 8@%& gleooé?fﬁa‘fﬁq%fwéﬂ%'er estipige gaents such
(%1 - Béﬁlzdit%doy‘l—le\DmbbN‘r-\ldSam)éthyllfrorﬁwrm| aex@aiilovphosphatee (HBTU) and

RS0l SR RRRIR AR SRARLS ) 1

secondary amni nes of general &Ehgﬂl%—( Xlii) in the

pregence gf suitkabl e coupling agenbs guch as
O Ben¥ot ri azol@{lé-oN( N, N , N -t@fr amst hyl ur oni um®'~g°
hexapPNugfopgosphate (BT and 1V ipethyd g 10 MNgrA
prod ce the desired g@upgunds of; forrrul a Schéne

Ha 0"' 0 (K00, RUYO r 4 Rl QR5 »%rcHd)da Q+
Pd( 2 | C | NG-FYR5 H,,, , HH2,
CH3GH i, HNCI N Et4 cH vn*,p O (X') HON i)
(XIl) O0 RIN/JOR4 H (X111 QZ2\R5 R7~ R8 H H

HBTU, Et3N RS N~~(XIV) R7 N°5 0 The fol lowing ©

exanpl es and pr epap%tol oRs illustrate the present
I nventi on. is to]be 2 ! ‘under st ood, however, that the
|nvent||on (xmys fully NS ers bed herein and as recited in

e ig is.,n |ntendedto be limted by the
e FompWi ng exanples. 10 EXAMPLES

PREH@(IRPE’EN(]\I 1 R8 "N
6- Hydr oxymet &lNS az&Mi cycl of 3. 1. A hexane- 3- car boxyl i
c acid tert- ester To a sol ution of
(3- Aza- bi cycl of 3 1. 0] hex-6-yl)-nethanol - HCl (11.8gm
78.7 mmol) in 350 nL of anhydrous CH2Cl 2 at room
t enper aheifoowing expitias Jrd PRePERTIOS ifiystrate 3 pragany inventign. It is to be

f Qllwde%’é&ﬁli Rl R 2Re nléhti8n, 38 Yull§ GeerifBieleid ShdrRNréditedf.the claims,
IS no t%néed to be nsntesatbyrtrﬁeegete?l oF tge Fn [lowing examples.
EXAMPLES
PREPARATION 1
6-Hydroxymethyl-3-aza-bicyclo[3.1.0]hexane-3-carboxylic acid tert-butyl ester
To a solution of (3-Aza-bicyclo[3.1.0lhex-6-yl)-methanol-HC| (11.8gm, 78.7 mmol) in
350 mL of anhydrous CH,Cl, at room temperature was added Et;N (32.9 mL, 236 mmol),

followed by (BOC),O (18.9 gm, 86.6 mmol) in portions. The reaction was stirred at room
temperature for 18 hours. The mixture was washed with saturated NaHCO;, water, brine and
dried over anhydrous MgSO,. The mixture was filtered and concentrated under reduced
pressure to yield the crude material, which was purified via flash chromatography with 10 %
MeOH/CH,Cl,. The product containing fractions were collected and concentrated to yield 6-
Hydroxymethyl-3-aza-bicyclo[3.1.0jhexane-3-carboxylic acid tert-butyl ester (15.6 gm). 400
MHz 'H NMR (CDCl;) & 3.4-3.6 (m, 4H), 3.2-3.7 (m, 2H), 1.72 (brs, 1H), 1.4-1.4 (m, 10 H),
0.9-0.9 (m, TH); MS (M+1) 213.2.



tenperature for 18 hours. The m xture was washed wth
saturated NaHCO3, water, brine and dried over

wanmwgdo@es MySO4. The mixture was filtered andPCT/IB2006/000947
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concentrated under reduced22pressure to yield the
crude material, which was purified via flash

chromat ography with 10 % MOH CH2Cl 2. The product
containing fractions were collected and concentrated
to yield 6 20

Hydr oxynet hyl - 3-aza-bi cycl 0[ 3. 1.0 hexane-S-carboxyIic
aci d tert but yI ester (1% Tl Mz ' H NWVR

( )
Py T%JSEgB%%‘é%’gé’?’?&‘%@’é@dyd@oé‘i?%ﬁﬂw S o anhydrous

PREFARE T 8RE under Nitrogen, was added DMSO (13.8 mL, 193.9 mmol) dropwise. After
64(FOﬁ|ﬁmbs B-ByRoRMeNgILPi3-ticybbiB 8 X0M R arks 5 SdrBOyd b&‘d a&t-Butyl ester

t ter 0 Stirri ol uti n of y
c I or% % 7-5 ‘?é‘"%“? w‘%&gy’ﬁs %T%ﬁ%fawe stired 30
Crirgtes, Hipt yl%'"@ (521910'!‘!{ 3RE-9 mg@hwaa/\a@edmedh@rvﬁ%@ré 1@s &llowed to
”hlow@t%mﬁatom"f’@l &/erd'f RV B m&tquee\ﬁas cBnceRtr B WS sulting soli was taken

Cu;g% sg?ulr%{a? F\I%W({: vgjz l?\g?l C%%llag ra mere? hpg)i:(ﬁ?%eajn% tﬁea;%)eﬁ{s layer was
afhifzdtied weh EHACH ﬂmmme argaActiayerst wiege miaxtadrvathstirine r di@idd, filtered
3hd df&&!ﬂﬁrgt%d td énl/eeé Hye‘nﬁﬂlﬁecrllgo@?ylépd He- F&%?lo% 2]%‘.’9@% xane-3-

added ture _was

RTINS AN RN TR
r 680Ntz IONIRI(CDIC)E0.4 @k e n 41Uz, 1 A), sat(ua t=ery Nak 828 Hangh), 3.4 (d,

E r a

S g e, U365 T RERISLSE A0 R AL /o

| ayers were washed with BRERARABIONS3| flltered and

C OB N adr&dlethOxPb oty Mﬂﬁdtﬁﬁi—&-&& ﬁ&#&tﬂ&‘ﬂ'oﬁ{ -3-carboxylic
6- Fornyl - 3-aza- blcyclo[3 % 0 - 3- carboxyllc aci d
tert-butyl ester (15.8 e used in the next

st ep W q astiringenlytiph ebihe @llehyda@gepitar dbbkeNIR 4, @OCh3pl) 8 9.5 mL of

Mol Gias %d&'ed43 tl«ﬂthﬂ@méth&&/ beFf’zl)@lnﬂr%d(O ImE 4171m?noh|ZThe%Zac§|on mixture
\%3373%}_%6 ag roomste@ﬁer'g&lre ‘%r 2&’ hmirs SeélumgquohnggSO(im_@)S mmol) was

2than @ddetSaRRERARATHOANNRiure stirred for another 24 hours. The reaction was
Bcohbedtrdieh Lhae rr(%ﬁ@%dé@%&’sug@é}ﬁ?%@msg@%g %Ienéﬁlvgs%'ﬁ%ﬁ %gtﬁ% $X NaoH
T@dfxg?ﬁ%@rw'wgc%lmﬁ 6 FETBAN ke Ric MR eTp Fiash e ot MoSO,
(fite@d@nd dorigentrated)unider rédusedrhresdure fubiaid WA gmasl Gediesired amine, which
Sudsl | fkbOT Qe By b%ﬂ%&c}éﬁdﬁ' e @prﬁlugqomeﬁﬁ?%y myn%minéé_hn?ethyu 3-

reacti on m xture was stlrr room nperatu
%@b'%'%wlgexa%awarﬁ%@@ B tertibtly! qster 409 MHg I3 NMRXICPOli& 7.3 (t, J
t-hes Hadoedr 206, 1H)€7.2 RAGH), PR-70 i, UHE 3 (! 219035 Q1d, J = 39.4 Hz, 108

i, 0 S onc rat ed ynder
Peatia b ehe 8 et 8L SRR 20 el e Pkl (. 2H)
UpB-P14 (rm, NI‘)NA@GM“@@& éxtracted wit h CH2Cl 2. The
conmbi ned organic |layers were dried over anhydrous
MpSO4, filtered and concentrated under reduced
pressure to yield 1.8 gmof the desired am ne, which
25 was taken on wi thout purification.
6-[ (3-Trifl uoronethoxy-benzyl am no) - net hyl ] - 3-
azabi cycl o[ 3. 1. 0] hexane- 3-carboxylic acid tert-butyl
ester 400 MHz 'H NWR (CDCIS) 6 7.3 (t, J =7.8 Hz, 1

H),7.2(m1H),72(s 1H, 7.1-7.0 (m 1 H, 3.8
(s, 2H), 3.5 (dd, J = 39.4 Hz, 10.8 Hz, 2H), 3.8 (t,
J =10.8 Hz, 2H), 2.5 (dt, J = 6.0 Hz, 25.7 Hz, 2H),

s, 9H, 1.3 (m 2H) 0.8-0.7 (m 1 H: M (M)
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6-f (3-Trifluoronethyl -benzeBam no)-net hvl | - 3-aza- bi cyc

| of 3. 1. O1lhexane- 3-carboxylic acid tert-butyl ester

400 Mz 1H NWR (CDCI3) 6 7.5 (s, | H), 7.5-7.2 (m

3H), 3.8 (s, 2H), 3.5 (dd, J = 37.7 5 Hz, 10.8 Hz,

2H) , 32(m 2H) , 25(dt J:170Hz 5.4 Hz, 2H),

1.4 (s ,  1.3-1.2 (m O7(m1H)I\/S

( M+1) §}'ye_|_fo wing compounds were ma eusmg the procedure described in preparation 3.

6- T[Tl ok EmétByIbehAAriab)-ieth3laz 3 by lolB. 913 -3lcafloxylic

hexane- 3- carboxyl i c aci d _t&Lk Ribyb, ester 400 MHz' H

NVR (CDCI3) 6 7.3 (s, | m 3H), 3.8 (s,

2H) . 348 Midd™H GMR (QDCE) 5 10 (skitH), 1672 (s 3HRIF8 (S2H), 35 fid, J = 37.7

(mz 1%®Hz §H55“322 H}Vé%"&jt JL 14’0(1%1 5Pz, 21,3 4 & o 3-1.2 (m, 2H)
Qn}r (M#1)

6013101(131 Gigk YsgMg 3\‘7|11§oromet hyI benzvl ani no) - met hv| | - 3-

b -aZ8 yolnia.1. eGEng- glit adi

est er 400 I\/Hz 'H NI\/R (CDCI%)Jt e~ 7- 5 (m 1 H)
7.5-7. 4 |—RA ]—lég;.(S én

3.6-3. SOQWZAH-I)‘, Ri?@CQ).ﬁsT% (& 1D}-2-711 (n, BE), ;2@’. 3% (ddpJ = 37.3
(A, 12k HA) 28),3.373 6 (i, 2H)H).6-28m( Wil )1 4389 98), 1.3 (m, 2H) 0.8-0.7 (m, 1H);

0- 4-fl uoro-benzvl am no) - met th | -3-aza- bicyc
M%gﬁi% zgxane 3 car boxyl iC aC| d terlt but yl estgl:r 400 3
AR X 2 P X i A . e'xane

56.4_20 ( f% g : 1{?! 7. 1|3 §2Qs 1H§L38(s 1H)
He. b‘msd(az oHp24- a:acnbaﬁy|1)4<e DH)M.3-1.2Gnozreorex Y {rhethyg (dirn) 389.3.
| nol - et PG 8085 BB RON hbane-o-

6-[ ( 3- Trlfluoronethm%%mw] 3-aza-
bi cycl agB3viiz M heraoeedrLas-baxyl 119; aoird (hﬁ:lznymmal 2H), 3.4-3.6 (m,

t . I 92 mL
PRI F ARk P %%ﬁer- 2 Ga i
(8.0 nL, 46.1 nmol) and
H- é-ridg@yerHims a&éawharsbﬂw @dmlmme&oﬁv e@az lel?]o]-methvl}-:%-

mol ). Arter § react S quen

H2O, extr acﬁé%—m%—-ec FeA : %
washedTwi teh stirrig% solitiom | of a61[(6-Tsn&hqu¢meimxy+ld2@ylamdosmethyl]-f'» aza-
af)} Eiycp)r[é P@]hex-gng 3%91'5@()”@9&@ %Qi‘trb%ﬁ/‘ SstdVSr&haflal eﬁﬂvé—’(‘s&l gm, 15.4 mmol) in

tered concentrat ed
b AL Rom (PR BHTE Uoer N Heb AOESS A (8.0 AL, 46.1 mumo) and
{ i -Mbtybt Hﬂyﬂuda‘kole 4-carbonyl chloride HCL (5.6 gm, 30.7 mmol). After 24 hours, reaction

"bvé L%ér% 6r Qﬁr%}f o) w(t?e gdlﬁcf 'c?’r%exangé}%t ﬁﬂ%é/s'hld AW a 10%

|n0 aza |CyC O car

aEitte @%‘# tSQH ry|Hz@sth@ﬁC@@oawmq4 TNW‘{'(EFJBPS?X”B“? vgprg @ried over

Jarhydrbu® MO, Kiltded and éndentratemun&drredubedtpressurd. d)yield 6.7 gm of 6-

41_@ I\ﬁét@yl ﬁmé;mga)(é? 4-%04/{“(3 tl lmcSrré?_BoZ(y %)é%zyg) amrﬂ_—@e%él g’aza-

( bipycio[3) O]hw@né-ﬁ‘}%wowg6 a@ld teTtHhatyf estéradRD dfizc GiiYIB ERCer 8 (d, J =

MRE ey, UsinNg 3tNePEAL 8AYE &I essk g dihna PR PATES.T @ 14 H

W, SBoah e a e I%L2{006 SRELY BRTINURARPADLY R 1, 0.7 (5,31,
0,598, 399493 o] 13(m 20), 0.8 (m, TH); MS (M+1) 495.3.

The following compounds were made using the procedure described in preparation 4.




6-{f(1-Methyl-1
H i m dazol e-4-carbonyl )-(3-trifluoronethvl-benzyl)-am

wmoedosired4ky | } - 3- aza- bi cycl of 3. 1. A hexane- 3- car BPORYB20@6/000947
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acid tert-butyl ester 400 ®Hz' H NVR (CDCI3) 5 7.6-7.2
(m 6H), 54 (s, I H, 49-48 (m 1 H, 42 (m 1 H),
3.7 (s, 3H), 3.4-3.2 (m 7H, 1.4 (m 9H, 0.8 (m 1
H; LCMS (MH0) 479.1. 5
6-{f (3-Chl oro- benzyl) - (1-net hyl -1 Hi m dazol e- 4- car bony
-am nollrrethyl} 3- azg .

eSt er 400 M‘Blcv&rbmlli&m 3—)‘.a|&oivlfiu gcg; teﬂt-@m egteﬂ (s, 1

4. ’2 (nzfooi\m-]r% %é@gﬂsﬁfﬁé%gﬂ%ﬂ) 4§sH§H) é@ 4(glm %Pghz(m 1H),

24 (s, 3H133.3:32 (M7 HR i, (M19H), 0.8 (MOMH), LCMS @+D) &7ty 2H) ,
0.8 (ﬂj@ cln&#);‘begﬁi éﬁlf'_i_rjrathﬂ‘llﬁ-u?hidagzgle -4~ carbonyl)-aminot-methy&l }-3-aza-

|6_|_ I{ m daz Olugr g__g%{g[glé_Fgumu%oggr go%mé Iﬁg;boxyllc ach ert-but r[%s e¥ i

nmet hyl 003z 's+ MRYCDOK)S 4.6 (@, hie) adds, 3H5,a1. DDA in| 4H)as4 @, 1H), 4.8-

t ﬂ'b%f)y.zf@t 53;'&9% 3 (5 m°’)25|§ (21D, 14 6, 9H),
7 i e, ). 47 1'%&“"9%{ ST

§41§ (o, 5@05%21)1&41\/1% M43 1 H), 4.2 (m 1 H),

3. B-FaFndro-3kritthorormethy(-Benzgild]1- m3th5l {Himidaddle-4-8arbonyl)-Zminol-

(m 4H) glf;%fg &ga Eibdetordn BieRane g barb Jutic alld idrt iyt MRer

(M) 4
6- {f(mmmb«twﬂ(@amwéﬁz@l%(m trwt2)) 7.3 (m, 1H), 7.1 (t, J = 9.5 Hz,

HnJl)ms 0f189; zilaw(hpmq; )42a('Fﬂ ﬂﬂb:&gssém 1H), 37 (5, 3H), 35 (m, 1H), 34-
t'hyl }-3-aza-Dbi cycl of 3 hexane- 3- carboxyl'i ¢ aci d

t%Hm i 1|4(§§12E‘P 14de %plzogiq‘ Nﬂh“’tsdﬁt‘:ﬂé‘}wsa 7.6 (s, 1

H; 7.3-& rd_2 luord-enZy!R(1 th ~1H}imidaz0le4-dar l)-ajnino]-

= 8.7 3- X1 - :

4.1-4. : :

1.3-1. 4DO(IWTIZ ﬂNM)?(CQCB)e(m(slmg 73|\754 ; (M, 44) 7.0-7.1 (¢,

Elaﬁﬁlr& EIS) S ﬁ\@shxdn 1H)I-hﬂatiraé@l(:hitOllrf}1 4?;21622@%)%!@7%!@4) 3.2-3.5 (m,
a VG

t?"l‘)fl %o&b 1[@1(31 %@ME'WS +&g§é§%’rochl oride To

6-{[ (1- Met hyl - Example 1

H i nﬂﬂlé@. Lm ﬂn.&%QOmAer(\;ﬁctaa.ufé WO GIEPISI8 4 D TIRSCE et

i nO] \. cl 1e|2§a e-9-C r oxXyl1cC

aci d tert butyl'rI ne y 25

15. 65 Teol ) v@gummm imidazofe- L’Badrbnnalo-éﬁtrlﬂwromﬂhdszyl) amino}-
%et’h E%Eaeﬂaﬁfofbf P('S]ﬁexa;wg c&%@;‘c%é Q4 @htinhf ?&téﬁ)répQ@H‘above (7.74gm,

H{%}e ature m xture vvas concentrat$
uhRfE mPad we%addeﬁr%@g g @tttre}e?/ el B FEOABGRPTB femRefl iy | 1 reaction

Hetirrast %Zﬁdne-t#ﬁyiwtmxmd #choaei dTHe3mdxtle was concentrated under reduced

b+ gys% koL Iy g P Y S I deh 1 #QH&E‘Q%%%%DWX beaz (3-aze-
(lglcyc[pﬁ)1 0 Bex26 (lme@yl) ﬂ_q_Wfluoponge_trpoxyb?qﬁyl)-gqq)de I-yd@chlmdge‘

2H), 28 MngLI-BNﬂR((Cbadﬁ'J)&Q BisB119) élz_btm; 124)7.5- 323@(4%) 5.0, brs, 2H),
el s sEihaha ol 3 el et G R iy ovso
desc rlihbétlowing eorapmphds vigre Baderpdig tRe procep@tef@elscrlbed in example 1.,

H-i m dazol e- 4- carboxyl i ¢ aghgmpie 2
(3- azabl cvcl of3 1 O hex 6_ yTrrrrleteﬁ I

H NI\/R (CDSOD) ﬁ‘lfﬂloeo [ I r2id docih |e7 6 (m

AN 5(?) L e N%)Egéc é925%2% Wi) §'§)(Brs 1) g(n?%y 5.0 (brs, 2H),

2@96/91(06455313@?1 1*@2@@6/2@0091471 -8 (bBs, 2H) 12 (brs 1H).



Exanpl e 3 1-Methyl -1Hi m dazol e-4-carboxylic acid
(3-aza-bicvclor3. 1.d hex-6-vlnethvl)-(3-chloro-

whensuby2mn de Hydrochl oride 400 MHz ' H NVR ( QEGED)2065/000947
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30

9.0 (s, 1 H, 8.2 (brs, 1 B, 7.3-7.2 (m 4H), 5.0,
brs, 2H), 5 4.-3.9 (m 4H), 3.56 (m 2H), 3.3 (m
3H), 1.8 (brs, 2H), 1.2 (brs, 1 H; M (M1) 345.1.
Exanple 4 1-Methyl-1H i m dazol e-4-carboxylic acid
(3-aza-bicycl or3. 1. 0l hex-6-vl nmet hvl ) - (4-fl uoro-
3-trifluoromnethyl-benzvl)-am de drochl oride 400 MHz
"H NVMR (CD3CD) S 9.0 (s, 1HyxamplesS (pbrs, 1H), 7.6 (m

2 H}MetRy¥1 H-finidad)e-4-BarBoxvli0 a6il ($-azadblycid)3 9. 0fHEx- ethyl)~(3-chloro-
rs,

3.6-3.4 (m 2H), 3.3 SH) e I 1.4
1 H. Exanple 5 1- mt%‘ﬂqﬁxﬁ-&%—@ﬂ#car boxylic
aci d (30GMbz it MR @D30D) &9.06x 116), 8R2riesH)) 7.8-3-2d i, ¢if)p5.0, brs, 2H),

421f- o%g QnS*)’geﬂ?lsV(H 2ﬁ)"h@?m"é1%r P§ LHrQrZHSqu @9@71\43'2@ (M‘WE)% 1.

274(m2H) 15485@-@%‘—-‘&;394 1 (m 3H);
BMathl-{H¥imidadole-B.c2rhax\dic (a -bitydo -yitheth ~fluoro-
H) VG (M+1)3 ?i'?%D%n@fﬂ@%k%yﬁ-alm%thJoc}Lloride

i m dazol e- 4- carl
( 3- aza®fl Wlel 'dMNMR (GR:QBX S 8.0\p.ridD &R Jorg, 4H). Tfoto2H), 7.4 (S 1H), 4.9

3(Hrs 2R, apny 4RE 82889 R BHY8 3 (231,00 (MHZzﬂ)’%%MNB 1
S 19.44, 21.26, 21.78, 35. 60.37, 72.27
116. 33, 120. 59, 124 55 12%%2“’—%573_ 7. 30 146. 35

H i m dazol e- 4- car bmuérquaﬂnctn(.ée ﬁ%&’ol@ﬁlﬁbﬂ&‘é 0
3.1. A hex-6-vl ne

oy i ophin r NERAERSI At 1) Btare 1Hys7-66D. W 7254 (m, 2H);
NAVB-5(20D3@R);, $0-19.(#53H)2 B.5786 (2, 2HJ1 3.2323 (D 2HB31.82 fm, 3H); 1.4 (m; 1H);
3? E@ 1)4§36(§1 51.77, 60.36, 79.18, 81.06, 112.50,

g 6 18. 73, 120.05, 124. 59 126. 51, 132. 29,
133.54, 137.25, 146.44, 1 {
J 124 &hyilfBimidazblel4- Mbo)@nags;hqs-azd bIWJIJSIEH :Olhex-6-ylmethy!)-(4-fluoro-
H-i mi dazol e- 4- car boxy l% aC| d
(3-aza-bicyclor3.1.d =~ (2,2- 30
di et hy90 piHzp 3R YYMR - (ED05 b@ﬂé,yﬂ 2@A1dE, 3300 AR, ¥BG7, 72.27,
s 6:%30%@)51 71@&{91%54 237 A 14885, 431.98454 95, 1388807174,
112 49 114. 60, 115. 85, 120. O?—i@ﬂ’% 126-51, 137. 21, 148. 0

-ingid -4-cdrb8x\Bis .ac A0H6icIE68ADhex-6-yimethyi)-(3-

PCT/ I 82006/ 000947 ., 48 Aﬁuc?rojbe iab
Hi m dazol e- 4- car @é
(3-azal¥ Mtz "GINMR (GPeRBY S 62. 45. %{755,33‘)71(@255 33.25, 35.80, 49.64, 51.77,
cams)hexa,lsam 230U 0160t6h ©18228, ) 20008, 624591 966 1232 34 188/B4, 137.25,

21..7.3, 31, 25.49, 31.62, 35.79,
(TBED)oeld A0 2iesrh 1474

Example 8
1-Methyl-1H-imidazole-4-carboxylic acid (3-aza-bicyclo[3.1.0lhex~6-yimethy!)-[3-(2,2-

dimethyl-propoxy)-4-fluoro-benzyll-amide
100 MHz *C NMR {CD3;OD) 6 19.41, 21.74, 25.73, 31.79, 35.80, 49.68, 51.74, 79.03,
112.49, 114.60, 115.85, 120.02, 124.53, 126.51, 137.21, 148.05, 152.20 (d, J=245), 158.85.

7
3.
1
H

v {(3-chloro-

m




5 51.63, 52.51, 77.23, 116.52, 120.63, 124.59, 126.51,
129. 48, 137.21, 151.02, 153.21 (d, J=245), 158.68.

waEx@apb@230 1- Met hyl -1 H-i m dazol e- 4- car boxyl i BCEHIB2006/000947
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(3-aza-bicvcl of 3. 1. 01hex- 62yl met hyl ) -f3-(2, 2, 2-
trifluoro-1-trifluoronethyl-ethyl)-benzvll-amde 10
400 MHz' HNMR (CDCI3) S 7.5 (s, 1 H); 7.2-7.4 (m 5H);
5.4 (brs, 1H); 4.8 (brs, 1 H); 3.9-4.1 (m 2H); 3.6
(s,3H);3.3(m1H);26 .0 (m 4H); 1.2-1.3 (m

2H); 0.8-0.9 (m 1 H); %I\/HZ 13C NWR (CD30OD) S
17.70, 19.01, 21.63, 23. 35 X . 33.72, 47.53,
48. 2¥methQ-2RBimiddzolelBcarbdxylid acid43-ash-Wibyclgls ex 1)~(3-

121.71, 124,54, 1 2 e
129. 40, 136. 85, | 35 Sdfayhglatiord gehaifomice

461
ol 00 SRR, (CTOPY § 16 462675 2430 A §1-64 TP .04, 40.56,

(Sr.&2 32lh CYELDT B 520151886, G2y boret)sh) 135348 232.22- 151.02, 153.21 (d,
trifluoro-ethyl)-benzvll-am de 400 MHz' HNMR (CDCI3) S

B4 19888y -" 77 1.7 3 (m 5H): 5.4 (brs, 1H): 4.8
(brs, 1 H; 3.9 (brs, | ,;ﬁmﬁ_ﬂ_m 3H); 3.2-3.3 (m
3H1Met?|yl7ﬂ-l2nfﬁd£z'ae tﬁkﬂrbo lig ag|d3£a£9 bik 3.1: g1y Imétilyl)-[3-

birkx(e

0Q D)

H 34, 18. 69, 2—&—‘@””””’ =35}
48. 89, 4otﬂ\m5ﬂ1HNiﬂR &DCi1H3.766s, 1}9178174(1:24H5754m2£1w)3 48(brs 1H);

1 304 ,
15 435‘”&%‘5’829 g?gég f”sz%f@% &30 %M%p U2s18 n. 2H),08109 (. 1H
12001MiNE P RYNMR (GPOR) aazapewza1ca*r%>29p35 285 372, 47.53, 48 24, 49,23,
§U W%%r 8RYS R aphy, 3ria2a; 0 Cyicl10h 84, 11814812628, 127.34, 128.55,

ORI s LA oL R oyt pRazvi ) - am de o

1- Met hyl - I H i mi dazol e- 4- caEkampgleflt acid (3-aza

bi §Mgﬂr¢]9{-ﬁ1 -ii Q%%%T g?rllég%ﬁ%%id)(?-g% B:E%él&l@qfd?ﬁ@ctélﬁmét_tﬁ%ﬂ&(z,z,z-
oV,

mml) in 18.5 L of M%ﬂﬁ%ﬁﬁ&'&ure was added

Cycl opnmmlngtml\hmkcdwyde 5 @, H)Mz,1-713 @n, BRI 5.4 dons] 1H); 4.8 (brs, 1H);

'\'{S’S'Ergrs e 3(6 faﬂg‘e ?3% (%ggnﬁ% 2 ? he V@O eaﬂ %egmsw [8f(m, 2H);
addiotd om 1(159 ’lEO@ch‘laf ENMRAGEOD) Baihﬂﬁ é‘)?t3l4ab&@ﬁi Zo'&n&?h33 75 40.26 (q,
Ciide) %7 6khgs. 5@'11’.@'5&391 9.1‘ %%Cdm«em ¥erecdsi £ .7V es8.97, 129.42,

anh drous d und
MR S T b For s FREERRGER RS, o cn
vvas purified via flash chr grabplgriaphy with 5-30%
('\:/l%. thells %.d;%?ewg. Gifiik ae*a'aiwwsmhmﬁm 9982 ¥R{&o[3.1.0lhex-

ncentrated 1o Yy
1- Met hyl - | H- i m&%@d@ﬁ%@%ﬁﬁmﬂ‘ﬁ
( 3- cyclirepraopstiringt heplutiGr asfa- biviejhyl-B-thidazOlpdeser®xylic metcidy (3-aza-

| Bt D 4D BONNGREREN B Hars®) Mk AR propares

(ﬁ§>ov3|_§08 Hns {-Br gmol) g) 18.5gmt beis DCE }q; roqnotemp@turq_ was added
HEyclsbrdpatScarbaltidhyde3 (&1 (A 3.6 rﬂmbi) andBNEHB(DACKE.8 gm, 3.7 mmol). The

2%%9{(0%0@@ atEB%Trr/m I'T%)%Oa Lérg %_l)?é Zguré %E‘L{incﬁﬁgb%mh ?b_’?lon of saturated

2NpHCQOs, Candxti2pipd \m CkiQl).  Theo canbimgsh eiganic gRYsEe dgFe dried over

f Qhnykifdes MRfbeG! filfedPbifdy beHcbRitddr BRRF Mdubst PlesSPEROYRASthe crude

of Formula IX
material, wh%h was purified via flash chromatography with 5-30% MeOH/CHxCl.. The

product containing fractions were collected and concentrated to yield 1-Methyl-1H-imidazole-
4-carboxylic acid (3-cyclopropylmethyl-3-aza-bicyclo[3.1.0lhex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide 0.5 gm. 400 MHz 'H NMR (CDCls) 6 7.5 (s, 1H), 7.3 (m, 2H)
7.2-7.0 (m, 3H), 5.5 (brs, 1H) 4.8 (brs, 1H), 4.0 (brs, 1H), 3.7 (s,-3H), 3.3 (brs, 1H), 3.0 (m,



To a stirring solution of 1.0 equiv. of a conmpound of
formula (MIIl) in 1,2- 5 dichloroethane (0.1 M at

WO owaib@eper at ure was added t he appropri at el y PCT/IB2006/000947
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substituted al dehyde or ketdne reagent (1.0-1.5
equiv.), and sodiumtriacetoxyborohydride (2.0
equiv.). The reaction m xtures were stirred at room
tenperature for up to 24 hours. The m xtures were
then quenched by the addltlon of saturated sodi um
te solytio
Ch TQ%E{% B 953% flyar rggﬂ)g&f% E@ éHi‘&J‘@m”%Woe(Pn 2H); MS (M+1)
arf#9d ous MySHM 10 and concentrated under reduced

pr@&n%bﬂl @roc’eﬁur@@@ﬂﬁg reduhﬁvd iﬂﬁ\lﬁl&t‘dnﬂﬁe ratitn STRbRAbbahdsWFormula IX
uri hr o .

T Ly sty ar oor 1 Db AR Yot bt G (g in 1.2

c cﬁmmmerttwhe dOtloMy i &l ahomnh eenppesiture dvaseaddedr the aampropgatein substituted

70«3’!0%%{)(%’ o i@ldle rerei@@ntf @'o' pE";f(\’bﬁlg\/ £ 99&3 Qm tr%ét@xyga‘gﬁde&é @.Q) equiv.).

ove ocedur e
appredpratian 8"’@{%? t"’f*"ﬁ’gs"'%é[ﬁ‘ii ﬁter°8fn tF'c‘P?fﬁt“%? f("VP‘i’ F‘) zdaﬁ?}"? hg he mixtures
apgare pren guencahbdlphind eaddition dfsalvedterhspdiuealgjeabanate solution and extracted

F%H}ﬁ&gﬁ’érﬁ chﬁnpigé ”%ﬁ%\%&dggﬁéd %rggrﬁ& %%@Wgﬁe &r‘ﬁaldt t?/erognhtyh]r%us MgSO,

oun I ste repare
a %‘fﬁ GopeeRgaies | WRrofdeied cURTTEENd r@pdqdhéheggqsﬂélprg crude material was
f quuitiddaby( fla¥h chilopraepepeyl wills 4teaeDHiceiClabTe piodudtxantpihiag fractions

1 \/@eﬁg ccﬁéaﬁerﬁ c%a(:ent]r?tgd %3,“41&’ the dbgfrga te"f‘tﬁa' ))f gnt? Iﬁ 96 \ég r’}’t {}?Id

oxan
et hyl k’@'{ed‘ﬁléwnge@qﬁgﬂogrpf@ weye dnﬁdgrqsdtg/th%@h@/ﬁoqroqegurf)ofd.:rxample 12,

medtdieryodith(tBe dppWpriadte StQTHY 4reing of RiMUIL(\B Snddeghpidbsate aldehyde or
a%go(ngr'a?;‘%rﬁ acid, such as hydrochloric acid, citric

uor oacetic acid, p-toluenesul fonic acid,
met hanguitheriote. abarthageutipaily Aeerptablel sativ ptthacoapgunds listed below can

eodél yr)apéréu a8 &olBREL TOB. st.?rrhtg JofRGoH bi B&nﬁBuK&sUBEtheV@ﬁeral formula (1X)

o dheees B eroChRIPoRCh featnie fAas blists B 200 R0 i hebie sotven

desichh eds sathyls ac@teExdioqsine, 1detilyl Methlry| methyl  ethyl ketone, methylene

Hdhf&"l@@%@ﬂgﬁ?oﬁl 1Cﬂrot99?@t’ttah§ (g(‘?'l\ﬂcat room temgerature was added the appropriate
-3-aza- bi

e et '\é@ncP'P B0 BN B BRYESHSHS e P alIepiGre 20k

Hnétl\ﬁs(tl@%laal)t obbéhzend syjforfic &dlid (273 Sil) B ofeporbed). , The résulting mixture

Bga% st}rgﬁb%df'ogn (th'n eratt!treHaor u t? {Sbn%rs ]mé.') 'co eZtrét{t& under reduced

1%99(Sbﬁe§°a@rwed23'"8dfa'§ 30 (m | OH); I\/S (M+1) 477. 3.

Exanpl e 14 I\/Ethy|-||-|-lmw carboxylic acid
t(f"'II étlﬁ 1AL E&Q)&-capt?c

et hyl | - ami de 40@EmethyDr(3fnif gitig ,
7.5-7. 4ooMHAH NMR (6Dél@rz§75&nl-t)H)47 §-7bQﬁ135H)15|5|)(brs 13-?48(brs 1H),

i‘gﬂ br&%}gl)%?? (ﬁﬁ) 'q)(gf32§l'2'_9 ?8&58 (nm_?d—l) (2394(%( 6),—!%18 sH)1H) 16-1.1
1. (@, (@NSMS W) 4RB3( Mr1) 569. 5. WD 2006/ 106425
PCT/ | B2006/ 000947 28 Exangg, ‘%é

1- Meth I-IH-|mdazoIe 4- carboxyTIC acid
(3 Chl 1-Met Ly myda E,.,___"='=h H :'7(" =16
bi cycl ol 3r|ﬂudﬂ>|hebhoﬁy-bér_lﬁ)h\dz§m £3.1. 0|hex-6-ylmethyl|—amlde

400 MHz "H NMR (CDCls) § 7.5 (s, 1H), 7.5-7.0 (m, 9H), 5.5 (brs, 1H) 4.8 (brs, 1H),
4.0 (brs, 1H), 3.7 (s, 3H), 3.5-3.4 (m, 2H), 3.3 (m, 1H), 2.8-2.7 (m, 2H), 2.2 (brs, 2H), 1.4 (brs,
1H), 1.2 (brs, 2H); MS (M+1) 569.5.



400 Mz 1 HNWR (CDCI3) 8 7.5 (m 1 H), 7.3-7.2 (m

5H), 5.4 (brs, 1 H 4.8 (brs, 1 H, 5 4.0 (brs, 1H),
WwW@2006/186428H) , 3.3 (brs, 1H), 3.0 (brs, 1H), 2.P2C(/B2006/000947

4H), 1.7 (brs, 2H), 1.4 (brs, 1 H), 1.3 (brs, 2H),

0.4 (m 2H), 0.0 (m 2H); M5 (M+l) 399.3. Exanple 16
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Met hyl -1 H-i m dazol e- 4-car boxylic acid
(3-chl oro-benzvl)-(3-cycl opentyl nmet hyl - 3-aza- bi cycl of
3.1.d hex-6-vlnmethvl)-anide 10 400 MHz 1 H NWR (CDCl 3)

6 76 (m 1H, 7.3-7.2 (nE 5H), 5.4 (brs, 1 H 4.8

(brs, 1 H, 3.9 (brs, 1I—|)—331}_gﬁ-%=’b,x ! rs, 3H), 3.3 (m

1 hiMetiRd-9Hiida2di-4-cArbbx (g acidH3-chlord-bkndyl)-(Gicydi8bopyivRthyl-3-aza-
(M-1) 427. 4. Exanple, 33 1.0]hex-6-yimethyl).amide

| -Met hyl -1 Himdaz
( 3- chl 490 MHEEENMR{EBCI)A- 1.5 (. b BIE2HEX ). 84 (brs, 1H) 4.8 (brs, 1H),

b@@(ﬁfé,h%ﬁ gb%ﬁgysszd @fs3 1), @l@xs; Gry loephy by, am @es, 489 1.4 (ors,
MHz 1H N 6 7. 6 , , 5-7. 1 9H) ,

M. T 2. fg (oo Bign oz podary T (M, SF

(s, 3H), 3.5 (brs, 2H), 3.Bxample16H), 2.8 (m 2H), 2.2

( ! 'geﬁlﬂ-:‘ g-ﬂni&%o(epﬁ-éarbax_j_l%'acidj(s-%hk%-ﬁenz@h&ﬁ-cmdew&ethvl-3-aza-

51 i hl¥| - .
Hi mi dazol e- 4- car l0]3.1.01hex-6-yImethyl)-amide

( 3- cvcioomiep'd neRigbedr Bz.a{(hj my)ct.8f72. (i, GH)EX-(brs, 1H) 4.8 (brs, 1H),

6- v met hvl ) - (3-t1if hyl, - I,)- Al .
G 7155 0T e AR 10 o s
(BH4)420H4)  3.9°3.7 (m 5H), 3.0 (m 2H), 2.9 (m 2H),

2.4 (brs, 2H), 1.8 (m 2H) Exdmdefim 2H, 0.7 (m 2H),

0. 4. i ile- :hIr3-bah Sa-frfluoromethoxy-

1- AL y
( 3- et hyl - 3- az dehivildhaatifcyclal.hbihex-6-yimethylj-amide

| met h 4 -t I ' rs
yl et hydy) Nﬁ\/ﬁFEf rg%%&l@%és)g#?,% é&!?"@'ﬁ—hv émbﬁn,zél.hlb@,wga.f_;(b L 1H),

400 MHz .5-7. ,
28 Qrocrr a5, 3036 g2 85, 140 Whogry 3200 2. 10 s, 1)
419 roresl); Ms (M+1) 8194.(s, 3H), 3.3 (brs, 1 H), 2.2-3.0

(m 4H), 1.0-1.7 (m 8H). E;s%]l@qule 20 1-Methyl -1
aid eV pyimg pZasbi

H-i m dazol e- 4-car boxylic
/=il ¢ - d Ha b r\

( E L J ey PMYE I o WIARZ 7t 2 A MY IR S
aza- bi cycl of 3. 1.eQilethyB-{34riflablow ethyamieotayl)-addfe VHz 1

R (g -t I by s s gty 57
( Bi)s 3.0ImHH), 39 G RH), Z-Mn(br ), 138 &0, @bi.<1,.4 (I, AFH), 0 (81, 3H) 0.4-0.3 (m,
(ggfmsgmazm%s.%.(brs, 5H; 35 1.2-1.4 (m 3H. WO

2006/ 106425 PCT.

/1 B2006/ 000947 29 Exanple 21
1- Met hyl -1 Hi m dazol e- 4-ca 12 aci d

( 3- chl or pMethyk¥H-Imid3zai¢-Mchrbdxylicoacid (3-ethyl-3-aza-bicyclo[3.1.0]hex-6-
bi cycl of 3. 1.

( ) - l-ffmwly-ltr)ﬂu%mr‘#&h I%q{z Kmile E"\"VR
H): 4. 80Q ¥z THNMR)(SDC 5) 8 7.5-7.6 (m, 3H ,% (s, yH); 74, 3= 53,’ 1H]), 5.4 (brs,

CDClI3) 5 7.5
1H), 4.8 (brs, 1H), 4.0 (brs, 1H), 3.7 (s, 3H), 3.3 (brs, 1H), 2.2-3.0 (m, 4H), 1.0-1.7 (m, 8H).
Example 20
1-Methyl-1H-imidazole-4-carboxylic acid (4-fluoro-3-trifluoromethyi-benzyl)-(3-methyl-3-
aza-bicyclo[3.1.0]hex-6-yimethyl)-amide

400 MHz 1HNMR (CDCls) § 7.5-7.6 (m, 3H); 7.3 (s, 1 H); 7.1 (t, J = 9.3, 1H); 5.4 (brs,
1H); 4.8 (brs, 1H); 4.0 (brs, 1H); 3.6-3.7 (m, 3H); 3.3 (brs, 1H); 2.8-3.1 (brs, 2H); 2.3 (brs, 5H);
1.2-1.4 (m, 3H).




54.0 (brs, 1 H; 3.7 (m 3H); 3.3 (brs, 1 H; 3.0

(brs, 2H); 2.1-2.4 (m 4H; 1.2-1.4 (m 3H); 0.9- 1.0
W@ 2006368425 Exanpl e 22 1- Met hyl -1 H i m dazol e- 4- ceebBepod/ 0947

acid (3-ethyl-3-aza-bicyclab3. 1. 0lhex-6-vlnethvl)-(3-

trifluoromethoxv-benzvl)-am de Hydrochl oride 10 400

Mz 1 HNMR (CD30OD) 8 7.6 (m 2H); 7.1-7.4 (m 4H); 5.3

(brs, 1H); 4.8 (brs, 1 H); 3.8 (brs, 1 H); 3.7 (brs,

3H); 3.3 (brs, 1 H; 2.8 (brs, 2H); 2.3-2.5 (m 4H)

1.3 (brs, 3H; 1.0 (m 3H) Exfe\rgqle 23 1- Met hyl -

H i m dazol e- 4- car boxyl i ¢ aé—a—p——

( 3- et MyhietByle Heimidazyletdedaihob hGidl oeliengyi)-G-etih
(3 trlfluoromat hoxy; V4 dhaileAimetfiiaitde 1 HNI\/R
(CDCI3) 5 7.5 (m MM)_S &
1H); 4480 WS'IHNMR.(PDC,Q; @7(5@7151H 17 [1.‘)73gn-‘pH@ B4l rssil_bl),48(brs 1H);
5 343) (Gk%,r $i1); 3.7Hn, 3|3) 9.3( bffssm)ZBﬂ) br3 2H) bne.4 GtuH) 1814 (4, 3H); 0.9-
Exanpl e 24 1-Methyl -

rOMF%Q)OI e- 4-carboxylic acid

(3 et hyl - 3-aza- bi cycl ol 3. 1§ZEﬂi!EM—VInethvl) (3 20
g”-ﬁbt‘ﬂﬁi&ﬂorebﬁsgrﬁb)) i i R1(0fH2
(brs, 1 ’ MW ’ -’3-(brs

300 l\/(l-tZT‘EHNI\Ek'lIC}‘D@m-SZ Gi(né BH)AH) - 741(}T24ﬂ:|) 55.8rtprs 3H); 4.8 (brs,

1 ;
1%%](335 @’oﬁ 3C7E{6gs”§ . g@é O?lr) Ned B ohy: 2.3-2.5 (m, 4H); 1.3 (brs, 3H);

s BY)- - 3- aza- bi cycl of3 1. d hex- 6-yimet hyl ) -
(3 tri fI uor onet hvl - benzvl ) -Bamgee 23400 MHz ' HNVR

(C'Pﬂ yl-T |mi%a ole 4@:9’11 o I_- ﬁ:{ 3_ +3-3 accpb:§16 5-6 fmethyl)-

15 3 0 (m 2H) 2.3 (nf3-Siflyeromethoxy-penzyll-amide  Exanpl e 26

30 1- Moy ’rﬂmm Q@?@hﬁa 4 5QRY, ba)(yM £3 36| @lH 5.5 (brs, 1H); 4.8 (brs,
5-di chl or o-

b met
i atipr % RIRE o L e o8 B 2 . S 4 (. 99
(CDCIS)676(m1H) 7. Eslnpte24l H); 7.1-7.2 (m
inethyft1H-PiSazofe-dlka 3-efh Jazé‘-bﬂyélbgﬁ’m}ﬂexta-y Imethyl)-(3-
20 (brs, 5H): 1.2-1.4 (il webénmybanide o5
PCT/ | B0 @/H2O0BRMR (CBEOI,) Exa(mj B)273-7.5 (m, 5 H); 5.5 (brs, 1H); 4.9 (brs, 1H);
5_42{}9@5%( 6‘,—IL efg’égq\,)zﬂl()g 32% @%r li’lg)ffé!zog@rs?‘ﬁt-l)‘?zb%.z; (m, 4H); 1.2-1.5 (m, 3H);

bileQ/brso8l3d). 1. A hex- 6- vl net th) am de Hydrochl ori de 400
VHz' HNI\/R(CD3(D) S 9.0 (s, ,Jaﬁﬂezfﬁ (brs 1 H)
7. 7 4 3 ﬂ 8.(brs, "
25 3 =im Ie- - <
(m 3H) Exanpl e 28 ﬂfluoromethvl-benzvl) -amide
400 MHz "HNMR (CDClg) & 7.3-7.6 (m, 6H); 5.5 (brs, 1H); 4.8 (brs, 1H); 4.0 (brs, 1H);
3.6-3.7 (m, 3H); 3.3 (brs, 1H); 3.0 (m, 2H); 2.3 (m, 5H); 1.3-1.7 (m, 3H).
Example 26
30 1-Methyl-1H-imidazole-4-carboxylic acid (3,5-dichloro-benzyl)-(3-methyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-amide
400 MHz '"HNMR (CDClg) & 7.6 (m, 1H); 7.3 (brs, . 1H); 7.1-7.2 (m, 3H); 5.4 (brs, 1H);
4.7 (brs, 1H); 4.0 (brs, 1H); 3.7 (brs, 3H); 3.3 (brs, 1H); 2.9 (brs, 2H); 2.3 (brs, 5H); 1.2-1.4
(m, 3H).
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1- Met hyl - I Hi mi dazol e- 4-car boxylic acid
(3-chl oro-4-fl uoro-benzvl)-(3-nethyl -3-aza- bicyclo

wo 3008/16@4keX- 6- vI met hvl ) - am de 400 MHz ' HNVR ( QEXC/B)2066/000947
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7.52 (s, | H, 7.28 (m 2HBY 7.11 (m 1 H), 7.00 (t,
J=8, 1 H, 10 4.67 and 5.355 (m 2H), 3.65 (s, 3H),
3.24 and 3.925 (m 2H), 2.86 (m 2H), 2.19 (s, 5H),

1 36 (m 1H), 1.26 (m 2H); M5 (M+1l) 377.1. 100 Mz
"3C-NWR (CDCI 3, 5): 18.375, 19.616, 22.763, 33.791,
41. 499, 47.025, 48.355, 49.522. .50, 112, 57.133,
116. 5785 d J= 21) | 120b92€%%9%24 127 576

164. 039 Exa

1- Met hy z

B R R AT 1&)@%@6 AYRT.37.4 (m, 3H), 48 (ors, 2H);

bi 4§-é11din34H); TE-RSXME5N)E Br3tevin), 28)1H dem, 31@)@1 BHZ (- BIVR

(CD3OD) S 9.0 (s, 1 H); 8.2E ,4 7.5 (s, 1 H;

7.31 mch| '_48l(brs 2H) ; ( 4H) 3436
ALY . rerd-filig bg o

3H). Exarrpl e 30 20bidydibgs. h)Ohhdx 6-vlmethvl)-am:de

'('*3' ?hforgl@enzvf}ﬁ(%\éﬁieﬁgf sp1H), 7,28 (m, 2H), 7.1 (m, 1H), 7.00 (t, J=8, 1H),
Di4CS7CANS 55 (0] 219365 (5] Bt Hod prch9TFe(m, 20D 2Bl A2HHNMS (. 51) 135
(%01?1 15z§7(rf6 45, M3 ('VDM) 5772f 718’0&@ 5&'%"\/1 ((fb Teley 18%75 19.616,
(5257%3 3&391 341049{5%%02% 83@ 952 (59,,]1125H;713@ 319.5885 (d, J=21),
( 20884, 126. Exanpit. 8y 631292489 1 +39Er, h38.74k, 138.432, 157.325 (d, J=248), 164.039.

H i mi dazol e- 4- carboxylic aci
(3-azgtidin. 3yl - 3-aza: bi cxczéé%%-%r 01 hex- 6-
oL S - IMidaz AP hig

13C-NMR (CDCI3) S 1 @[3 19]%;(-%3&@-33"&8 42. 10

12180 A YEeS aﬁ%ﬁé PV SER o8 Y55 7515 HE 75 (m, 21 45
137rs.7251); 3.840 (P9 4H)1 BAA-B8 (1464, B83.330, Banpl1e (8R3H); 1.3 (m, 3H).

1- Met hy 1 H-| m.dazol3 4t(r:1qi-%azg-: acid (2

?Ic%ds S 7.6 (brs,bidve mg'lmhﬁx{emlm&hﬂ)-gm?del (m 1 :

(b5 (br4'§8) M1-1§H)~|N?/Ig( énkgf iiel(%"%ﬂ) 72]/3(( H): %4’;&* B I-Sl) 4.8 (brs, TH);
5|4|)0(bff H113.4 (5 A); 3BbmfF); &/B(IQFRM:)) zazaasmm 8MY 1.3-1.5 (m, 3H).
2006/ 106425 PCT/ I 82006/ OOOSE%m &]31 Exarrpl e 33

in-3-vl-3-aza-bicyclo[3.1.0]hex-6-

f31(]hex6y| i ixth oy 4 3) 6

(7 6 (bnge M CNMR (CBCﬁ)é%ﬁga 14, 2? % :(é%s l’{g 4?5% 50.31, 50.75,
%?%@159@ 5'1% 120%314921%9 9126§2,01g8fﬁ2 gpgog @1@,“13713 137.75,
2&9129249265(@4284) 1.3-1.4 (m 3H); 0.9-1.0 (m 3H);

M5 (M+1l) 407.0. Exanple 34 Example 32

1-Methyl-1H-imidazole-4-carboxylic acid (2,4-dichloro-benzyl)-(3-methyl-3-aza-

bicyclof3.1.01hex-6-yimethyl)-amide
400 MHz 'HNMR (CDCI3) 6 7.6 (brs, 1H); 7.2 (m, 3 H); 7.1 (m, 1H); 5.5 (brs, 1H); 4.8
(brs, 1H); 4.1 (brs, 1H); 3.7 (brs, 3H); 3.3 (brs, 1H); 2.9 (brs, 2H); 2.2 (brs, 5H}); 1.3-1.4 (m,
3H);, MS (M+1) 393.0.




1- Methyl -1 Him dazol e-4-carboxylic acid
(3, 4-di chl oro-benzvl)-(3-nethyl -3-aza- bicycl of
W@ 2shdaex- 6- yl met hvl ) -am de 10 400 MHz 1HNVR PCDB28)6/@0947
7.6 (m 1 H; 7.3-7.4 (m 3H); 7.1 (brs, 1 H; 5.4
(brs, 1 H; 4.7 (brs, 1 H; 4.0 (brs, 1 H; 3.6 (brs,
3H); 3.3 (brs, 1 H); 3.0 (brs, 2H); 2.2-2.3 (m 5H);
2-1.4 (m 3H). Exanple 35
thyl -1 Hi m dazol e-4-carboxylic acid

1.

1-Meth

(3, 4-dichl oro-benzvl) - (3-ethyl za- 15

bi cyc Iof3 1. Ghex 6 yl rreth;gg—%@rr@ged400 I\/Hz 1HNI\/R .
( ic7a }

CDCl gMethyI-1H dhcarbpxy ! _

H)i 5-4 (be, 1 H)ibic to[3.4.8lh&x-6 |nk&th| i : 1 H) ;

7L EP | : 2;,3'2'3{ ; 5.5 (b

(4300 b MR GREhB brso b ~Th . B @ Jes 55 (.
5 f2 H)’thl‘gh(bnisym);m h'li(t:;rmWﬂ;Zm 374mpw)bombnscﬂa)c2d 3.0 (m, 2H); 2.4 (m, 2H);

y za
2 g@gq?ﬁ@iﬁ 3%” b? zote(h ]g_l)n%@ tr| fI ugrorret hoxy- benz
vI) am de 100 MHz 13(:- NI\/R)E&M@ 6 18.42, 19.70,
21. 98, meByISH-imidazbid-4-dafboblic 48d _('?24 dieflob&bertll) 43-methyl-3-aza-

54.75, 112.50, 119.55 72 129. 95,
136. 82, 138. 39, 1495’%%?4lg oy il o

10 1- Met hybo MHHJHNMBE(@BCIQ)MZ G:Hn,b1dr&y7l?pé4ér®| ) 7.1 (brS 1H); 5.4 (brs, 1H);
( .%t | 0o By 13 -27 @rbBigy & bR, 1+ 0]ws BH
378(5 l-%? %Dr E’?o 3@{r|f)lyuor{)net h))?le' genzvl))
1@0% 13C NI\/R (CDCI3) 6 18.30, 19.62, 22.02, 22. 09,
33.78, 47.55, 48.73, 49.93Ex6@pBB5 51.28, 51.57,

i’g 40(153 w@%éﬁg-:ﬁﬁm@@ e-425riviicdcld B14-difhiorbisehzyl)-{22dth$i0s-aza-
15 136.85, 138.12, 15&ieysloi3l.0lhexgaimetadhamisle’ \g( 1)

452. 2. 4O@MHNM&&0®CW hy ks, hHfH7. mdqmpisrey #.4 qiors bRy biaqbrs, 1H);

Pty 12 B YA 8 R SO P G TR g o 1214
136G MVRI.0 GDEBB). 6 18.29, 19.56, 21. 99 33 83, 47.44,
48. 52, 49 69, 50.31, 35 50.5@mpkl3e29, 51.52, 56. 37,

20

39 1- N%B‘)(/g{zt]’r’vﬁﬂ é?i éaﬁ%%x 3%4%5 247 70, 4972 50.69,

(4-fluoro yenzy]

m@f'ﬁ;ﬂ 5&Fot 1'&N- 339/55,-‘37-0 a-1B?-88cl 7§ 1 Qﬁ%e@@seszvﬂﬁ%?% 149.61,
vlieaami de 100 MHz 13C-NMR (CDCI 3) b 18.40, 19. 65,

o5 22.15, 33.84, 46.09, 47. 66%%% ES‘” 50.70, 5 51.82,

52. 97, 61 05, _116 92 %17_

3 126 90 133 29

(3-chl °1r08 |\/|4Hzf‘l‘*cl:J RivK %%ﬂ'% Y fo,(? {o%2"5 59’ 22.09, 33.78, 47.55, 48.73, 49.93,

2223 m, 5H); 1.2-1.4

50.67, 51.28, 51.57, 53.06, 53.45, 56.49, 57.66, 117.01 (d, J=21), 121.40, 124.11, 126.28,

30 126.32, 126.74, 133.23, 135.19, 136.85, 138.12, 158.93 (d, J=255), 164.02; MS(M+1) 452.2.

Example 38
1-Methvl-1H-imidazole-4-carboxylic acid (3-azetidin-3-yl-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl)-(3-chloro-4-fluoro-benzyl)-amide

100 MHz *C-NMR (CDCl3) § 18.29, 19.56, 21.99, 33.83, 47.44, 48.52, 49.69, 50.31,

35 50.58,51.29, 51.52, 56.37, 116.59 (d, J=21), 126.62, 127.44, 129.75, 135.85, 136.90, 138.08,
157.29 (d, J=245), 164.10; MS (M+1) 418.2.



azetidin-3-yl)-3-aza-bicycl of 3. 1. A hex-6-vl net hvl | -am
de 100 MHz 13C-NWR (CDCI3) 5 18.43, 22.11, 33.85,

Wa200080644Y. 55, 49.71, 50.61, 51.84, 10 52. 89, BAT/OE2006/000947
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74.97,116. 50, 116. 71, 126. 823227. 71, 129. 93, 136. 85; M5
(M+l) 464.2. Exanple 41 1-Methyl -

H i m dazol e- 4-carboxylic acid
(3-azetidin-3-vl-3-aza-bicycl of 3. 1. A hex- 6-

yl methyl)-(3-trifluoronethyl-benzyl)-am de 100 MHz
13C-NWR (CDCI 3) 521. 84, 22. rEEZE |2§§90 33.88, 47.17,
50. 31, 50 79 51. 53 15 5 19 57. 37, 124 36

( M+1) ‘ 434'ne1th lﬁéétmﬁl.-g vﬁ%-aza bcvclo[3 1 0]hex-6-vlmethvl]-alde
f 3 ( 1 ﬂﬁq WIZ 1§ZIEMRdPH-Cé) 5?%403 1%9%_22.15, (93.84, 46.09, 47.66, 48.95, 50.70,

bis¢gg, 52103, &1.08, Ese264 V. 1R tikerdd, 126300, n 33.29) o8eTER IMS/(ViH R4E6\2.
|)-anmide 20 100 MHz 13C- NVR, ) 618. 41, 19.72,
22. 14, 33 83 45 864 A7. 75 49. 90 51 33

131. 01, 136 %tndﬂaﬁﬂ- E-azd\«ﬁc .’horﬂe&ﬁh me uaae43

et el o %5 %5, 477549115001, 5.0,

a52.89i60\00| BEF, 11630 &36. B V2688, hR1.T1 429.9% 136.80 MA-tM+1) 464.2.
13C-NMR (CDCl 3) 8 18.43, 1%,46 Ie242 12, 33.82, 46.02,
47 59 48 97 51 12, 51 82,7 57.89 %3

¥ Pt az / ,- jic . clo[3.1.0Jhex~-6-

13&:&5\{» (BEAAGBOmet- h&z(rlb@m]de414 2. 'Exarrpl e' 44 - 30

(13[\/Et h)ﬂ)? ﬂ?l§l'£’; @ﬁé@%ﬁ Sf%ﬁ%%%% 2% g%icééjsqﬁ 47517, 5031, 5079, 5185,

F3260, 518, 13| (A dRBP) 196z )1 ORridEE4, JIPNHIBA25; MS (M)
1HVR (CDCI3) 6 7.5 (s, 1 H); 7.1-7.3 (m 5H); 5.4

brs, 1 H: 4.8 (brs, 1 H:. 3.9 (brs, 1 3.6 (s,
éH§SszH) 3(m(:>,rH)Sl 42?%"—%%9 :Sz.z(wm 5H);(i.4

35 46. 87 7 %
126, 35,100 YA NGB & vl 19 7455 1535 54 368991715, 30.23, 40.90.
138.36051.7183%232, 60.66. 20,05MB24 4dt 1p6.4407129.07\WIB RO 636884 P5.17;, MS

PCT/ 6/ 000947 33 Exanple 45
%1 i ?Ql H i m dazol e- 4-carboxylic acid

(3- net hyI 3- aza- bi cvcl of 3 ExemRIe43s- y| net hyl ) -
f 3t-f1dthdi- ﬂ-l-trﬁluﬁidlbll-eaﬂboxvl ¢ acid (3-chloro-benzyl)-[3-(1-methyl-azetidin-3-yl)-3-

-triftluoronethyl-eth %I'Q[ggz&mex_%q’g ;i% iz HNWR

(CDC|3)675(s—ﬁ—vEI7,,4,4n; (brs, 1
H); 4, 80@M|—§13C}NMF (CDBI3R5 98.43, 09@&1222“-2) 3332@6(0@,’ 473,5% 48.97, 51.12,

53 sétﬁzsag 64 b0, 12803 166'137 2bly 35 07 6%, ni1295@5*)1,34150413@3'@1 188.55, 164.08;
2H) ;" 100 "3C-NMR '(CDCI'3) 618.

1@"36'%30‘2 1)7%4233 72, 41 43, 47.009, 48 85, 49. 50
Example 44
1-Methyl-1H-imidazole-4-carboxylic acid (3-methyl-3-aza-bicyclo[3.1.01hex-6-yimethyl)-

[3-(2,2,2-trifluoro-ethyl)-benzyl]-amide
400 MHz "HNMR (CDCly) 8 7.5 (s, 1H); 7.1-7.3 (m, 5H); 5.4 (brs, 1H); 4.8 (brs, 1H);
3.9 (brs, 1H); 3.6 (s, 3H); 3.2-3.3 (m, 3H); 2.9 (brs, 2H); 2.2 (m, 5H); 1.4 (m, 1H); 1.2-1.3
(m, 2H); 100 MHz "*C-NMR (CDCl;) 5 18.47, 19.64, 22.73, 33.74, 40.31 (q, J=29), 41.50,
46.87, 48.76, 49.22, 50.87, 57.17, 121.87, 124.59, 126.38, 127.34, 128.96, 129.40, 130.45,
136.73, 138.60, 139.32, 164.20; MS (M+1) 407.1.




50. 88, 54.37 (h, J=29), 57.09, 118.94, 121.71, 124.51,
126. 48, 126.70, 127.33, 128.26, 129.39, 136.73,

wa3®680642439. 70, 164.22; M5 (M+l) 475.1. ExanpPer/1820dd000947
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1- Met hyl - I Hi mi dazol e- 4- caBboxylic acid

13- (1- hydr oxy-cycl ohexyl nmet hyl ) - 3-aza- bi cycl of 3. |

.0 hex-6-vlinmethvl|-(3-trifluoronmethoxy-benzvl)-am de

Met hyl enecycl ohexane epoxi de was added to a 15 nL

round bottoned flask under nitrogen, followed by

ethanol (3.3 nL), triethylamne (0.097 nL, 0.696

mol ), and 1-Methyl- 1 H-iﬁ?@@?&ﬁ§-4-carboxylic acid

( 3t- b -irpildag dle-4-cAibloeWictcid (3@ diyyI3-dz3-bidyichol3/R01BER By nethyl)-

xy- 15 benzy :9 %gﬁucg%dfﬁﬁﬂl: @ﬁﬂ@l nggngzﬂraml g’lz
mmol ). The r Ton_

4.5 hodPe MiizdHNM Bﬁcﬁﬁbﬁad&@ 1Mdrﬁfélﬁ'p»eﬁ*ﬁ1 Gedbrs,THE; 48(bTS 1H);
r@aaatom S 3tafxsrtarqugrsqta@dm)vv'2t§1 n‘?'QHWQQ%q ﬁ%dwmm 1H); 1.2 (m,
m?ﬁﬁ %g:@}lemﬁol ution and extracted t

IR 51%%?1‘?%2207@9%178 1”a‘§/3er4§ ORet%85, 49.50,
dﬁoéal, SABIS(Y )J=29), |57 @B ed1s. @andzwncmtmane«d% M 2670182188, 128.26,
9'1!@3 %6’?37 198 81, 1%9'5@1'%)(% E‘f‘e}ZP' e- 4- car boxylic

? hydr oxy-cycl o 3-aza 20

b| cycl o[ 3 1. 0] hex- 6-yl net hMrl f | uor onet hoxy- benz
yl ) - Biettsyl-14-Ghidiviiie-4daidulyi(cGld [3)(1 ﬁvdrzxﬁc&cﬂohe&yllrﬁethm-s -aza-

7.0-7.3 ( apige”

b 1
(ZH; > 2 Mftl'g!egeqyﬁ}ph%ﬂye egaxgie(wﬂs agpgd toqa 95 ng‘erm\ boltgmq}zd flask under
NWr()@éhJ.)oll&&Hi By &bhdrer (3@(@@&@%@%9@% 657 RCLCOESH rﬂﬁ:ol? Qnd 1-Methyl-

Eﬁ gﬁl{dgzcof dyﬁa?b{’f(?’i?e %]g gmg’% P &gexcé}a 8&19;! rhctn canethoxy—
{ Benggh)- emlderhyéﬁoehl@wer@lwo 2- W@R oxel)et Togl rbacsloxamrmed to 60 °C, then
bkéﬂM)QJd%r& slhddrd ¥het8enydobRY rbdm (e%‘iptefdﬂré UBHQERLBO%Ys HENGuenched
Mth iaml'l_‘?ted ,}ogur? b ﬁaré)ﬂ?atﬁﬁﬁlun{)CD% f)ﬁrlagte iwuf_q)(W|’th4m%th3(Ime§hloide The
|—|):omb4ne5i ¢rpanic layerbl)werel dOed tMaSO.) fitred,3and doacenBbled I8 v3cuo to give
( b'b@? glofH) -Mea'ryﬁﬂ-@m%dé(zme 4233)b0xﬁ|c ]ac1d3§ 2 hgdrggc]\_/él&ex%ln‘\ethyl) -3-aza-

plcyq_q[qﬁ é]g%j@‘ A n@tf@&-ﬁ%@ﬁqur@et%y—@enzyl) amlde 400 MHz 'H NMR (CDCl,) &
1361s, wglr nev 3qyc slap e phstretnyle) obd; ﬂ-l)azl 0 (brs, 1H), 3.7 (s, 3H), 3.3 (brs,

bh§>v9 P53 ik B8 282 R BB P, 9. 6 5o B, 905 D a AT 6.«
7og1e( gexamples prepaneg acgq:ghng To ihe7prRcllre for Exefpple 7461 described
(dbovdlneluse:g Hz, 1 H, 55 (brs, 1 H, 4.8 (brs, 1 H,

4.0 (brs, 1 H, 3.7 (s, 3 . l47(brs 2H, 3.0 (m
2H) 2425(m 4H) 1.7-?—@%&—2@ 1416(m
- .. X} b _4“ A i -t 4Y '4. -| K 4 A0 { % D

enzM - - e -
=124 Hz, 1H), 7.1-7.4 (¥n 9H), 5.5 (brs, 1H),

cas i, atr) d @ pres hi)) 43 (aisa4ib) C@fﬁ{spﬁlg), B.OGReAAN-BsgR) @G LH), 2.1-

f?m 41?/9??'% WLI-SH?n'@gé Q%!}}’ carbonyl)-(3-trifl uoronet

hoxy 5 Example 48
ben2yhethaHAmidae tetn/ég‘m&cvaz aci@ 1 Hyakoky lovBlbbeNgmftinCRaza-
rboxylic ﬁgchorgq tlhexué ylrneﬁ\ h% trmuopome%ﬁjoxv benzyl)-amide
400 MHz 'H NMR (CDCl) § 7.6 (d, J=1.7 Hz, 1H), 7.3 (t, J = 7.9 Hz, 2H), 7.1-7.2
(m, 2H), 7.1 (d, J = 8.3 Hz, 1H), 5.5 (brs, 1H), 4.8 (brs, 1H), 4.0 (brs, 1H), 3.7 (s, 3H), 3.3
(brs, 2H), 3.0 (m, 2H), 2.4-2.5 (m, 4H), 1.7-1.8 (m, 2H), 1.4-1.6 (m, 6H), 1.3-1.4 (m, 3H);
MW (M+1) 493.3.




above (2.63 gm 5.63 mmol) in 30 nL DMF was added
pot assi um car bonate (3.89 gm 28.2 nmol),

wWo edosaed4ky | anmoni um chl oride (150 ng), fol | oweRlCDYB2006/000947
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benzyl 2-bronpacetate (0.884nL, 5.63 nmol). The
reaction was stirred at roomtenperature for 20 hours
and quenched with water. The m xture was diluted with
ethyl acetate, the |layers separated and the aqueous 10
| ayer extracted three tinmes with ethyl acetate. The
conbi ned organic |ayers mgre dri ed over anhydrous
sodiun1su|fat& filtered trated to yield 2.8
gm of cB {Btriflubiiemethp 4 miathyividis oleided
by flash c

2 (6 ( :SrB ! ¥
Himd @| @lrrmc%lqygg(@f@d& Methp 1!—) ; a&gla—4-carbonyl)—(3—trifluoromethOXy_
bﬂ)éh)i)ﬂ’ Qfllﬁ@]lné?&)‘l}m-b%y&lb[)}aw{e%@rB b dxttIacidé3 byl ekfer prepared

FAERE Y] G 263 mmp) i 39 mi- PMF s add potgssium carbongte (3,89 g, 28.2
H:nmm ), detrasthwlammesivposhiontiel ﬁﬁp{mgﬁypl)owgd by benzyl 2- bromoacetate (0.88 mL,

ggté:% Flhﬁ))’)ﬁhﬂé %a%tl&ﬂ\nﬁ(ﬁlﬂeéaav lobAGehp&rata@i 16k 200ndardd@d quenched with
0 e_charl

D (T e 17 FOSRORGY IDYAPBBIe, 1 BYef® SoRTBsgy e o aaveous
Hayemedtaez:tﬂdéhrée tmepoitasth cretetehyihy combined Mgaryccllarﬁ[rswye(qued over

DR é/dd)u?rpﬁjl@feeﬂl{e?ed7arﬂmongén93ted ?@yxéﬁﬁ@'&) gerh 2}‘1 8ddnaterial. The

CHS d b

(18 et T e B RPN L2 g 56 P e (-
r (rdicorb@pthexyienzy)- f-oeth{- thisioidazdiég-caibrtanido)weibyl)-3-pa-er ed
W&oiofs £6 Lé&ﬁ;a@g@&m@@lm @1R§sps washed with CH3OH

esu g solution was concentrated to yield
2.3 gm of Preparation 6

2-2A6-((N- d&gfrﬂmgtdme‘thgmmmbmlm Hanhidadolemdichgboxdmido)methyl)-3-

H i m dazol e-
4- car boxam do) net

cetic Hb@opeé§°5!eféﬁﬂ96@v“§6lbﬁﬂzyl 0 (WG <tz@onomqmmbenzy3 f-methy-
( FPfhi®zoR-47/calsbxdrido)ettyl)- 37az23rcy&e’q‘$1 OTMexadkdy)adetdtd (257 dm, 5.07

mol; lr(i)g?_&nq_’ g!gl T Zv%a% a'déid é@: lla ung ?}%ﬁ?xnge?z ﬁé't;%l' (20%). The
zmytur@ww)@mggnatq_d qu)der 49 psp ¢ gtrrgom tezrpﬂ)eratqe 1 1(?19|dr3 he mixture was
Hitterel. 6r 4 Béifte, tl?e"ﬂdlte'\ﬁﬁd (W wasﬂe'ifzwﬂh clenesdl thEraaamay E@ution was
oReaeke (S 1 i R b ey provmapy g #-micezole

Hi- pwb@azudo&meﬁthyl)%aza bicyclo[3.1.0]hexan-3-yl)acetic acid as a yellow solid; 400 MHz
C@I Qﬁéﬁﬁbém WBD}Q )Hﬁ?% am'@éﬁ&’ﬁhpﬁ% ks, th‘%@fla 3ry¥ H3Ee1H), 5.4

(b.@a aHb msa r(Brét H@néﬂ‘% ﬁqf%ﬂ;iw R ‘ﬁe?"@r ?%é% Ky PHYPredriPget ). 312 (rs,
seh)Ut.7® (bravas), add gioks tan1) M@ () AB%S1.( 1. 9 equi v. ),

fol l oned by HBTU {21 8tdteture FBEAM JuBfsysSti rred at

roomtenperature N NaOH

and exfr acpletPrvi 14 d.%ﬁé@#@%@%@ethwbe%%rww TH-imidazole-4-

OEBIXbGiicb YEHYD-3-aMa bRy €6[B eob]r@mn SOt sord ﬁt@pér@d ﬁb@)edﬁ .0 equiv.)

t he czﬁ? %ﬂ;ﬂ{:&@gng rtlﬁ/hylpamlr% eth o%ntnahrr%zrj% QcHLrltioL Iw%s ag%edftg %e einanes 1.9

beqnpx)emww iy HRIY (2 Tzécwiy).a Thrareartions smrregmrqorrstymperewresovermght
RASLANAhAN 985S bhdedabel Wﬂh d\é@ol%%@/aﬂ@e'ﬁ%%ombmed organic layers

zwrgléi?‘lé% %gé)%gr%g@.ﬁ%qt%dg ?olylég éheegrrpjié/ Ia%lld?a%%gaé e egﬁmﬁer puwhecp by flash

(throrhdtogramyer HBKY) benzyl ) - 1- et hyl -

Him dﬂl?é?llla%vé}Y CARROX 2BHI BBk 13 ﬁﬁlﬁn@'acﬁ%%@ ?ﬁbraBNFyntheSIs

1. 0] hexan acetic acid was takén up 1n
(UGWT’&/%G’G?C”Q%"% added as a cl oudy suspension
(0.04 mol ., 18.1 ny, 1.0 eq. per 0.614 ni

DCE/ TEA/ DVF,




5 1.0 eq. DIEA). Add HBTU (31.3 ng, 0.0825 mml, 2.06
eq) dissolved in 0.2 m of DWF. Shake at room
WO eovpao@Eur e overni ght. Aliquot sanples for LQBIB2006/000947

10

analysis. Add 1.5 mM | N ®R&OH and 2.5 mMl DCM Vortex
and renove the organic |ayer and | oad onto a SCX SPE
(6ml, 1g, Silicycle brand). Repeat extraction 2
times. Elute SCX SPE with 5 ml DCM then 5 m  MOH
Switch to tarred collection vials and elute with 1 N
TEA in_MeOH (7.5 m) down. - 10 Wi and prepa
TFA Salt () 425 WorhtBHC W S0 St PPt deTBimay 26
HRlifdoidBietHokigenzyl e pretintHainiidezolexXaarborsmips)eptlyipe-aza-

agﬁ o‘?:ll, ﬁg]péx%etaﬂ@x%i?%%ﬂ%staﬁéhdwg%ﬂaﬁgbﬁé %@;@6'%&*/%0) and was
Datdgd @g1auclopdy fuswsﬂw] OP4ppmet 482 e 14> Varis R4 & REEFEADMF,
49. O%ESDIEA?»?Q\da?HBTU (31.3 mg, 0.0825 mmol, 2.06 eq) dissolved in 0.2 ml of DMF.

(gﬁ AN Poo % %ture cguérmgft AliﬁHg{e %}é!e& fo(r%CAMS analysis. Add 1.5 mi 1 N

or o-
I—|N?QH @a@'éﬁ@ﬂ BC¥ar\RERY B e@eYedhe 5@237 Byarang pgd gnto a SCX SPE (6mi,

( 3g,a5RydM Srﬁéﬁdj)O[lé’epAat%(h&iﬁorﬁizmhﬁBt B)kd SEX-SPE with 5 ml DCM, then 5 ml

bl SR e el or i tip ot WA O K1 7 i apg7.5 . Dry cown.
( Wewmn@ prepare GF8 salt OpMEXTHA/DCMbt Pyt Jownh3 Pufification by HPLC/MS.

uor 0 5O¥href febre’s'&’(téiﬁ@bf%pﬂ%%@p‘é@d RBr@Ry b- tﬁ@ﬁrb&@duﬂes and examples
%6$ carboxyllc acid 52 378.17 379.
%eng ¢ d‘i‘

3_

9% 1, 0] hex- 6-yl net hyIL(S-
trifluoronethyl - benzyl ) {amade Sped/et hyl -
- i | el 4- B

li g 78. 17 374YPA§ Name

3-aza-hicy
met hyl -b e
+ i m gazol e
3-aza- bicy
di chl or o- be

lo[3.1.0]h
n zyl)-a mi
- 4- cagRexyl i g
cl of 3.1. 0] hey
nzyl)-am de \

Bt o
d e 1-Meth

achf o754 |
- 6-yl net hyl)

D 2006/ 1064

)-(3- trifl uorao
é| t-fltethyl-1H-imidazole-4-carboxylic acid
7(§ ?215\ -bj Z(go['oz1 0]hex-6-ylmethyl)-(3,4-

125 dichloro- -benzyl)-amide

aci d 565 37
3-aza- bicy
di chl or o- be

00947 36— F
(M + 1) 1-Met
8.1 3791125

cl o[ 3. 1. 0] hex
nzyl)-am de 1

anpte—MACal

hyl -1 Hi
379.31

- 6-yl nmet hy

- Met hyl -

TC IVHSb—D ecTUPAC

m d&Yeih? lzf'"E*ECEFftb‘%)‘kg‘fn]rl}oggyl:c acid

(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(2-
) - ( 2trif'it.roromethyl-benzyl)—amide

+ i m dazol e
3-aza- bicy
et hoxy- ben

cl of %21611 0] hex-

zyl) Hode

- 4- car boxyl i ¢

acid 56

6 Y5t )

3914M%tﬁ\/l ?’ﬁﬁn c%@ole-4 -carboxylic acid
(3(aza blcycf0{3 1%1?1ex 69 -ylmethyl)-(3-
fluoro-5-triflucromethyl-benzyl)-amide

52

37817

379.29

1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3-
trifluoromethyl-benzyl)-amide

53

378.17

379.29

1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-yimethyl)-(3-
trifluoromethyl-benzyl)-amide

54

37841

379.27

1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(2,3-
dichloro-benzyl)-amide




1- Met hyl

-1 Himdazol e-4-carboxylic acid 57 396.16

397. 37 (3-aza-bicycl o[ 3. 1. 0] hex-6-yl net hyl)-(4-

WQIo006A 805 | f

u o ro nethyl

- benzyl) -

am de 1- Mx¢TIB2006/000947

H i mi dazol e- 4-carboxylic asépd 58 396. 16 397. 37
(3-aza-bicycl o[ 3. 1. 0] hex- 6-yl net hyl ) - ( 2-

uoro-5-trif

| uoronet hyl

- benzyl ) -am de

1- Met hyl -

H i mi dazol e- 4-carboxylic acid 59 338.21 339.4

(3-aza-bicyclo[3.1.0] hex-6-ylnmethyl)-(3- p h e nyl
1-Methyl -1 Him

0 pyl)-a mi_ de

-p

dazol e-4-carboxylic

pcigl 80,402,
3-aza-bicy

cr ot Eofy ne

Mass Spec
5at}d|(MB-t1)y

+ hvyl

IUPAC Name

)-(4- ph

pexy—benzy)-
H i m dazol e
3- azsg bi cy
bi phenyl
H i m dazol e

ulll U\z

2. carboxyll¢
cl o[ 374.10] hex
-4-yl et hyl
- 4- car boxyli ¢

-am (

=1 Ilyl

aci d 61 3
- 6- ydorzet hy
le 1- Methy
acid 62 3

B 61-Adthy8 8FimidBzole-4-carboxylic acid
)(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(2,4-

5'21 23 3dé';c{_,})lorz?-fenzyl}amide

(3-aza-Dbicy
phenyl - buty

cl o[ 3. 1.0 he
| )-am de Pyi

-6-yl nmet hy

i di ne-2-car

oI ttimicegpe ooy ace

63 39% 15 392. 45%ibcycl o[ 3. 56 hex| 6CyFARiEHYIR) Ohge-o-yimethyl)-(2-
trifluo ro [met hoxy-benzyl)-am de [L- Metrlfiydrenfethoxy-benzyl)-amide
H-imdazole-4-carboxyli¢c acid 64 386 21 387 43
(3-aza-bi cylcl o[ 3. 1. 0] hex- 6-yl met hy| ) +M&hyl-fH-imidazole-4-carboxylic acid
henyls73- yl met hyhggaqgi de WO 200647 106 42@ ~agaioyclo.A.Ohex- Gy methy)-(4-
PCT/ | B2006/(000947 37 Exanpl e MW Cal | G s hee I;ggy G amide
Nanme Data (M + 1) Pyri dii ne- 2- car bpxyFi&~ A{ePesyReny
393. 15 39437 . S
bi cycl of 3. 1. 0] hex- 6-yl mgt hyl ) - ( 4- f | ulHghvgIH-imidazole-4-carboxylic acid
trifloronet hyl 3%e¥zyl ) { am ¥E-37 Pyr | di3reea-Dleyelal i Gkgta-dmethyl)-(2-
acid (3-aza 66 393.15 3494. 39 fluoro-5-trifluoromethyl-benzyl)-amide
bi cycl o[ 3. 1. O] hex-6-ylnethyl)-(5-fluoro-2- trifl
uor onet hyl -lbenzyl ) -anmidje Thi azol p- Aw&Ri-DRxydabdie-B&kRxylic acid
é?é;‘i 0[65 282)] ﬁéi;( - Elyl6r7n3t hyﬁ39:4( 3. (3-aza-bicyclo[3.1.0]hex-G-)flmethyl)-(S—
trifluoronethyl-benzyl)4{anide Pyr|di ne- 2etea¥-paRRMide
acta (o-az
1-Methyl-1H-imidazole-4-carboxylic acid
60 402.21 403.4 (3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(4-
phenoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
61 386.21 387.45 (3-aza-bicyclo[3.1.0]hex-6-yImethyl)-
biphenyl-4-ylmethyl-amide
1-Methyl-1H-imidazole-4-carboxylic acid
62 352.23 353.42 (3-aza-bicyclo[3.1.0]hex-6-yimethyl)-(4-
phenyl-butyl)-amide
Pyridine-2-carboxylic acid (3-aza-
63 391.15 392.45 bicyclo[3.1.0]hex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
64 386.21 387.43 (3-aza-bicyclo[3.1.0lhex-6-ylmethyl)-

biphenyl-3-yimethyl-amide




68 393. 15 394.44
bi cycl o[ 3. 1. 0] hex-6-yl net hyl )-(2-fl uoro-5-

w0 eoobl1a@ed et hyl

- benzyl) -

amd e

acid (3-aza 69 393.15 394. 47
bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ) - (3-fl uor o- 5-

trifluoronethyl

- benzyl) -

am de

acid (3-aza 70 397.11 398. 37

blcyclo[3 1. O]hex 6- ylnethyl) (2-

t

Pyri di ne- 2- cap@DxB2a0062000947

Thi azol e- 4- car boxylic

rifl uoromet h

ny —U c 1T,
3- Bzanpld 3
bi cycl o[ 3.1

y—t)=ami
1. w3k 36
0] hex- 6-yl

U

E

“Masé'ﬁp@é of
t Rgtay(Ml)

e-4-carboxyticacid-
IUPAC Name
rifl uo ronEthyI be

97.11 398.

%zylf-an1|d
I o réfeth

e Thiazol e-
8 bICgC|0[3.

xy- b8 fzyl )

E

Lo

4-carboxyll
hex- 6-
Y e

a&)ﬁ;%i P%ng’ e%:o llc ac}gdI 3-aza-

1 1bx<w§lf> .}}.p]_hg_x- -ylmethyl) (4-fluoro-3-
H8. 16 triBks@méthyl-benzyl)-amide

3-aza- bicy

Cl o[ 3. 1. 0] hex

4- caggboxyl i d ac

$h 364 33
6-y|nethy|

i m dazol ey 4-carboxyliqg acid 73 3
-aza-bicyeclo[3 1 0] hex-6-y] mathxﬂh[? (4-
hl or o- phenyl )-ethyl ] -am de 1- Met hyl Eyrldme-z carboxylic acid (3-aza-

P2|:m§';/§|o[§5?3}hé‘><76~ylmethyl) (5-fluoro-2-
tngﬁ)&)ér}e&nél é)ﬁ%l -amide

4
i
|
J
l
b
(
¢
zHln1g@zole
r
I
|
;
h
I
4

o nmethyl-ph enyl)-eth yl]-a mi d
PCTH1B2006/ p00947 38 Exanpte RWVLAIC VBSS SpecC.
Name Data (M + 1) Thi aZol e- 4- car boxy! |82t rt(c’é!“&?%d (8-aza-
5 349711 350. 44381.11 381.67 bicyclo[3.1.0lhex-6-yimethyl)-(3-
vi cycl o[ 3. 1] 0] hex-6-yl mgt hyl ) - (2, 4{di f | tiiofomethyl-benzyl)-amide
enzyl)-amde 1-Methyl-|l1 Hindazole-4-carboxylic
Pgi d 76b_358 |16[ 359. 4] H 6. thylD Pyridine-2-carboxylic acid (3-aza-
-azaz; bicyel o ex- vl el 2- €30 ch. Do
hony )fé‘s ot ol - agnf%gé.ég TNt hé'%ﬂﬁ bll',y%loév?f.O]hgbG JiRethyB (Qﬂuoro 5
i+ i mi dazol e} 4-carboxylig acid 77 450. 22 HeompEyl-benzyl)-amide
3=tsobutyty3—aza=breyecto 3—101h 6=y
et hyl ) - (3 trifluorom etlhoxy- benzyl| ) - Péiffpetécarboxylic acid (3-aza-
1- Met Byl -1 H i mxazwl e- 4- cardoaxyl i (‘ bicyicid[3.1 PBed@ vim&@uyh)-(3-fluoro-5-
465. 18 [ 3- ( 2, 2-di met hyl -|pr opyl ) - 3- ¢ aza- Db henzyl-amice
3.1.0] h ek-G-yI methy 1]-(3 trif

70

yor omet hoxy;

benzyl)-am d
397.11

e
398.37

Thiazole-4-carboxylic acid (3-aza-
bicyclo[3.1.0]hex-6-yImethyl)-(2-
trifluoromethoxy-benzyl)-amide

71

381.11

382.36

Thiazole-4-carboxylic acid (3-aza-
bicyclo[3.1.0}hex-6-yimethyl)-(2-
trifluoromethyl-benzyl)-amide

72

397.11

398.38

Thiazole-4-carboxylic acid (3-aza-
bicyclo[3.1.0]hex-6-yImethyl)-(3-
triflucromethoxy-benzyl)-amide

73

358.16

350.41

1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-yimethyl)-[2-(4-
chloro-phenyl)-ethyl]-amide

74

392.18

39347

1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0fhex-6-yImethyl}-[2-(3-
trifluoromethyi-phenyl)-ethyl]-amide




1- Methyl -1 Himdazol e-4-carboxylic acid 79 478.22

479. 23 [ 3-(tetrahydro-furan-2-yl
whe@gab@ps. 1. 0] hex-6-yl methyl]-(3- trifl

nmet hyl ) - 3-aza

PCT/IB2006/000947

uor omret hoxy- benzyl )-am d e381- Methyl -1
H i m dazol e- 4-carboxylic acid [3-(1

H i m dazol - 2-yl net hyl ) - 3-aza-

80 474.2 475.4

bi cycl o[ 3. 1. 0] hex-6-yl nethyl]-(3- t(fl

uor omet hoxy- benzyl ) - am de 1-Methyl -1

A~ 0

T dazot e
3- ERampiehy|
rethyl]-(3 {

—

-
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- bumMw Gal8- az
rifl uoro nme

ahdt spet
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t 1553/ (M8 th2

642446520
[ 3. 1. 0] hebRAG Name
yl)-am i de

VBT RYT-1 1
75.19 [ 3- (1
ycl o 7P3. 1. (

ret hoxy- benj
i m dazol e

71 m dazol e-4
3 Hi mi d a
)] h ¥RI6-y |
ryl)-amde 1

4- car hm(yl LC

- car boxyl I @
7o | -4-yl 1
mé?‘h"f“zl]-
- Met hyl -1

acid 83 44

h ef r(ljlazolra —_C%_chx%lié agd $3-aza-

(t{'gcycl?[%/.il £l ea@rygnethyl)-(ZA-diﬂuoro-
benzyl)-amide

4 24 465_20

3- (3- et hyl
ret hyl-g - ( 3-

006/ 106425
spec | UPAC |

-butyl)-3-az
trifizgygrone

Name Data (M

a- b i cycl
t hoxjsghe nz

PCT/ 1 B2006/ 000947 39 K

+ 1) 1-Met

O[1 JethylOHAmigz0l-43¢hrboxylic acid
V(B z ARy k188 1 Mhx-6-yimethyi)-[2-(3-

'ﬁs{r? llgloro-phgr%‘)-%thy -asms;'de

1 i dazol e

Z=carboxylTc

acid 844

I g MethyIgh Hdmid&¥ole-4-carboxylic acid

T C T N DT S T AN ST T S O N

3-(2-ethyl 1butyl)-3-aza-bicycl o[ 3.|1. Q.he 13(153%\% 10[3.1.0Thex-6-
oty (31111 4maom ot hoxyebenzyil) - R 32 PRYP- 1o
+im dazol e{4- carboxylic| acid 85 475Y'TgMAgrisgromethoxy-benzyl)-
3-isoxazol 13-yl methyl -3-aza- b i gyclo [3.1. §mide
X-6-ylImethyl')-(3 TriTT juoronet hoxy- hawrmylH-i@i32d.-4-carboxylic acid
R W A e e
: -(2-me penty tza bicycglo N L
3 1. 0] hex- 6- yI met hyI ] ) ( 3. trifl Cblf:yclo[3.1.O]hex6 ylmethyl].(3
or omet hoxy- benzyl ) -ami de 1- Met hyI -1 trifluoromethoxy-benzyl)-amide
1 m dazol e{4-carboxylic| aci d 87 488 12Methi89i-ididazole-4-carboxylic acid
3-(1-nmethyll-1 H-pyrazol | 4-yl net hyl|) - B1@dydro-furan-2-yimethyl)-3-aza-
79 478.22 479.23
bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1H-imidazol-2-ylmethyl)-3-aza-
80 474.2 4754 .
bicyclo[3.1.0lhex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
81 464.24 485.20 [3-(2-methyl-butyl)-3-aza-
bicyclo[3.1.0}hex-6-ylmethyi]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(3H-imidazol-4-ylmethyl)-3-aza-
82 474.2 475.19
bicyclo[3.1.0]hex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
-(3-methvl-butyl)-3-aza-
83 464.24 465.20 [3-(3-methyl-butyl)-3-aza

bicycloi3.1.0thex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide




bicyclo [3.1.0]h ex-6-ylmethyl]-(3 trifl uo

romet hoxy-benzyl)-am de 1-Methyl -
wokioailak&zdl e- 4- carboxylic acid 88 492. 27 493. BOT/IB2006/000947

[ 3-(2-ethyl-3-nethyl -butyl B93-aza bicycl o[ 3. 1. 0] hex

6-ylmethyl]-(3- trifl uo roneth oxy-benzyl)-am de

1-Methyl -1 Himdazol e-4-carboxylic acid 89 490. 26

491. 28 (3-cycl ohexyl met hyl - 3-aza- bicyclo[3.1.0]h

ex- 6- yI nethyl) (3 trlfluoronethoxy benzyl) am de

=vethyt =1 T dazote- q@gsg@(,gél caci d 9048722
488ER2n[I8- ([L - MéWIGadic 1 H- pyrr ol yl met hyl ) UpPAS2Name
bi cycl o[ 3. 1] 0] hex- 6-yl ngt %Ta](m("i% frif | uoro meth

bxy-be nzyl)-a mi d e 1-Methyl-1 | 1-Methyl-1H-imidazole-4-carboxylic acid
+im dazol er 4-carboxyliq acid 91 478 228hyAlY1)8hza-bicyclo[3.1.0Jhex-
3- (388B-di net hyl4$Hef yl ) -|3- a2@&-26b
{ cycl o 3. 1. p] hex- 6-yl met|hyl ]-(3 tri ,
bor onet hoxy} benzyl )-anmide 1- Met hyl -1 amids

f F—ylmethyl]—(3-triﬂuoromethoxy-benzyl)-

+im dazol er 4-carboxylid acid 92 498M&GEy-498ni@zole-4-carboxylic acid
3-(4-net hy| -benzyl )-3-d4za b i cyclo [ 3¢lsdddzBi-3-yimethyl-3-aza-

px- 6- 9 met hyl | - (3214 ri f1| uo*fédet hpxy- _
D006/ 106425] FCT/ | E2006/ 400947 40 Ex QF‘MMO 2 el

Spec | UPAC Nane  Data (M + 1) 1- Mef hyI "fjf‘“°f°me"“°xy'be"2y)a‘”"'de

4+ i mi dazol el 4-carboxyliq acid 93 JﬂQEMQW -A18-Bni®@@olg-Bednboxylic acid
eptyl -3-azarb icyclo[3.1.0] hex-6- [3-(2-methyl-pentyl)-3-aza-
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#89. 24 aza-pi cycl o[ 3. 1. 4] hex- 6- yl met hifpthy-(i3-imidazole-4-carboxylic acid
triflyuoromet hoxy benzyl )|-am de — 1- Mgk (tytethdl-1H-pyrazol-4-yimethyl)-3-aza-
i mi @azol ef 4- cdPbdkyl i d aciP2495 hgs 22,0489, 0Hbxc6-ymothy 13-
3-(2-methyf -benzyl)-3-g4za b i cyc [%rlfluor &etho -benzyl)-amide
ex-6-ylmethyl1-(3- trifliuoro net hoxy- PRy oge

" 1- Methyl “1H-imidazole-4-carboxylic acid
[3-(2-ethyl-3-methyl-butyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide

88 492.27 493.30

1-Methyl-1H-imidazole-4-carboxylic acid
(3-cyclohexylmethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide

89 490.26 491.28

1-Methyl-1H-imidazole-4-carboxylic acid

[3-(1-methyl-1H-pyrrol-2-ylmethyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyt)-amide

90 487.22 488.25

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(3,3-dimethyl-butyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide

91 478.26 479.27

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-methyl-benzyl)-3-aza-
bicycio[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide

92 498.22 499.25
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11 Exanpl e MW Cal ¢ Mass |Spec | UPAC Namgnﬂ Dat %’E ik hmide
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509. 24 carbonyl )-(3-trif uo r onmet 103<V9‘b3é‘1'f'r2‘wa}‘1‘e"h?ﬁ“?°xy"° acid
no] - net hyl }} 3- azas bi cycl %)] he x (3ioyéig[2.p Flogpi-Beri-2ylimethyl-3-
hci d & hyl st e Met & iml% i M azla o IHRE Y lstnyl)-(3-
acid 103 498. 22 499. 24 . . o
3-phenethy| -3-aza-hicyglo[3 1. 0]lh hX - G‘tr\llﬂluoron_]efhoxy berzy) am'ée :
et hyl ) (3-krifl uo romst hoxy be nzy?‘)"-et@'ﬁr‘i*'dﬂ‘éd320'9'4'°arb°xy"° acid
1- Met -1 Him g§l§10| e-4-car %%yl I ¢ BebthethPAHHORzGH3-yimethyl)-3-
503. 25 [ 3- (- et MF<3Hi i da | e shayloycioR: BXtx-6-yimethyll-(3-

trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2,4-dimethyl-benzyl)-3-aza-
98 512.24 513.24 .
bicycio[3.1.0lhex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(3-methyl-benzyl)-3-aza-
99 498.22 499.25 .
bicyclo[3.1.0lhex-6-ylmethyl]~(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
(1 5-~di 1H- -4 1)-3-
100 502.23 503.25 [3-(1,5 d.lmethy! 1H-pyrazol-4-yimethyl)-3
aza-bicyclo[3.1.0lhex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
101 500.2 510.21 . [3-(4-cyano-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide
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[ 3-(4-ethyl-benzyl)-
6-ylmethyl]-(3-trifl
1- Met hyl

3-aza-Bit cyclo[3.1.0] hex

uoro m et hoxy- benzyl
-1 Himdazol e-4-carboxylic acid 106 501.2
502. 21 [ 3-(6-o0xo0-|

am de

)_

, 6-di hydr o- pyri di n-2-yl met hyl ) - 3-

aza- bi cycl o[ 3. 1. O] hex- _6-y| met hyI ] (3- trifl
upronethoxy-Toenzytj=anmdre évg ébyl F 1
H i rbelmpt e-|4- cavbCaigl i c ac“:“f’ﬁ 502. 23 506PA Name
[B-(2, 5-d i| methyl-2 Hi p%ta%ﬂﬂs—w meth yl)-3-
aga-bicycl g [3. 1. _Oj nex- 6-yl nmet hyl | 2Mathiiral@-{[(114RM-1H-imidazole-4-
net h_OXY' benzyl ) - am de 17 Met hyl - carbonyl 3tnﬂuoromethoxy—benzyl)
H i m déZol e-|4- cab®BRyl i c| aci @9.2408 S%Zmé &i]vg bicvclor.1.0Thex-3-
[B- (2-p-tolyl -ethyl)-3-aza-bi cycl o[ 3210V %a Picyclof3.1.0lnex
net hyl ]-(3-t|ri fl uoromet hoxy-benzyl}) - aYPrRﬂ@'O"'CGC'd ethyl ester
1- Met hyl -1 H-im dazol e- 41 carboxylic alGN/IedhyI 1H-imidazole-4-carboxylic acid
[:)i'?( gég%t/ryl ; ﬁ' {T?Legyzlg_ 3 El ' I:n‘}gI@Pg ?Z % pﬁeneti]nqg aalficydo13.1.0]hex-6-
. met(hy za- bl cyc198ps. ) }
y[ met hyl ]- (3-trifl uoromet hoxy- benzyl yﬁethyfﬁ?’g'ﬂ”ommethoxy benzy)-
1- Methyl -1 H-i mi dazol e-4{carboxyliclacid 110 #1ide 22
515. 22 [ 3-(4-net hoxy ben 7yl ) - 3- aza-| bi-Mdejiyl-0fiBiddzo@}4-darboxylic acid
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1-Methyl-1H-imidazole-4-carboxylic acid
106 501.2 502.91 [3-(6-0x0-1,6-dihydro-pyridin-2-ylmethyl)-3-
aza-bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
107 502.93 503.24 [3-(2,5-dimethyl-2H-pyrazol-3-ylmethyl)-3-
aza-bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
108 512.24 513.95 [3-(2-p-tolyl-ethyl)-3-aza-bicyclo[3.1.0]hex-
6-ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2-ethyl-5-methyl-3H-imidazol-4-
109 516.25 517.25 ylmethyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
110 514.92 515.92 '[3-(4-methoxy-benzyl)-a-aza-
bicyclo[3.1.0]hex-6-yImethyl]-(3-
triflucromethoxy-benzyl)-amide
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2{'9 {33 Ehen I-propyl)-3-aza-
az ab|cyclo[3 .1.0]hex-6-ylmethyl]-(3-

trifluoromethoxy-benzyl)-amide

115

516.21

517.21

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(3-fluoro-4-methyl-benzyl)-3-aza-
bicyclo[3.1.0Jhex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide

116

518.17

519.21

1-Methyi-1H-imidazole-4-carboxylic acid
[3-(4~chloro-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide

117

516.25

517.26

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1-ethyl-5-methyl-1H-pyrazol-4-
ylmethyl)-3-aza-bicyclo[3.1.0]hex-6-
yimethyl]-(3-trifluoromethoxy-benzyl)-
amide

118

520.19

521.19

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2,5-difluoro-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide

119

522.18

523.18

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-chloro-1-methyi-1H-pyrazol-3-
ylmethyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-

amide




bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ] - ( 3-
trifuoronet hoxy-benzyl)-am de 1-Methyl-1

H benzoi m dazol - 2-yl net hyl #33- aza-

bi cycl o[ 3. 1. 0] hex- 6-yl met hyl - (3- trifl

nmet hoxy- benzyl ) -am de 1-Methyl -1
H i mi dazol e- 4-carboxylic acid 122 520.19 521.19
[3-(3,5-difluoro-benzyl)-3-aza- bicyclo[3.1.0]

woRoogila&zol e- 4- carboxylic acid 121 524.21 525r@R1B2804/@0947

uo ro
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Flél gdgém;]& ylE 'Telt hyl 21'9?]' af g' b5I25I:)1/£§:| Y [3-(3,5-difluoro-benzyl)-3-aza-
R ex-g-y B30 - - . R Y (2
tiri fl uor onetlhoxy- benzyl)tam de 1- Mgt hyl 9'%010[3'1'0]%)(6y]methy”.@
H i ni dazol e-|4- carboxyliclacid 127 [520. Sfluppmethpxy-benzyl)-amide
(13-trifluorqgmet hoxy-benzyl)-[ 3-(3, 5, 3-Methyl-1H-imidazole-4-carboxylic acid
t l“ mehgqy; - he Xél ) 5%:22/2a|_qb C?Il_cflfag?zgnsal. 0% h[ﬁm-ﬁdol-zylnéet_hyl)-3-aza-
yll met - ami de t hy| - : azol ex4- cal Y i Sothvit (s
acid 128 520.19 521.20 3-(2,4-dif|uor&WB§ﬁz ﬂ%-§{é§3?(
bi cyclo[3.1.0] hex-6-yl net hyl]-(3- tri fFilg@regory-benzy))-amide
nmet hoxy- benZzyl ) - am de WO 2006/ 106425 1PGTHyHBRORE/R00RbTxylic acid
44 Exanpl MW Cal S - - £ -3-aza-
1 g}) e Ca5 205 jl;/ass :pec52!3_%3AC Na rse2-chid-tiakWb-yimdthyl)-3-aza
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2,3-difluoro-benzyl)-3-aza-
125 520.19 521.19 .
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1H-indol-5-yImethyl)-3-aza-
126 523.22 524.22
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
197 5203 521,30 (3-trifluoromethoxy-benzyl)-{3-(3,5,5-
trimethyl-hexyl)-3-aza-bicyclo[3.1.0Jhex-6-
ylmethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2,4-difluoro-benzyl)-3-aza-
128 520.19 521.20

bicyclo[3.1.0]hex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
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trifluoromethoxy-benzyl)-amide
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551.23

552.24

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1-pyrimidin-2-yl-1H-pyrrol-2-yimethyl)-
3-aza-bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide

135

534.22

535.23

1-Methyl-1H-imidazole-4-carboxylic acid
(3-naphthalen-1-yimethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide

136

530.25

531.26

1-Methyl-1H-imidazole-4-carboxylic acid

{3-[3-(5-methyl-furan-2-yl)-butyl]-3-aza-
bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide

137

528.27

520.28

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(6,6-dimethyl-bicyclo[3.1.1]hept-2-en-2-
ylmethyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-

amide




45 Exanple MW Cal e Mass Spec | UPAC Nane Data (M + 1)

1-Methyl -1 Himdazol e-4-carboxylic acid 138 541.18
WGAR6A4¢38-b a nzoth i azo |-2-yl net hyl - 3- aza PCT/IR2ped/@0947

[3.1.0] h ex-6-ylmethyl )-4§3- trifl

uor onet hoxy- benzyl ) -am de 1- Met hyl -

H i m dazol e-4-carboxylic acid 139 550.2 551. 22
[ 3-(4-difl uoronet hoxy-benzyl) - 3-aza-

bi cycl o[ 3. 1. O]hex 6- yI mathyl] (3 trifl uo ro meth
Oxy-u o IIL_YI )-a m—d—e éls
H i rExdmp e-|4- cavibGalgl | c|aci %l tizf(L) 552. 2 553uBRc Name
(3-trifluordnethoxy-benzyl Jatp@a¢d) frifl uo ‘
r On’gt h|y| - bﬁrﬁll ) - '3(-jaza D} C%C: 0 |3 1 Nd’dthymH imidazole-4-carboxylic acid
ex-6-yl methyl [-amd e 1;Methyl - 3-benzothjazgl-2-ylmethyl-3-aza-
H- i mi dagzol e-|4- capbioy| i ¢ | aci #2.1941 560 54 ERg ¢ Yimethv-3-aza
(13- bi phenyl -|4- yI met hyl - 3{ aza bi cycl o[ 3. AVBlA&IgGpmethy)-G-
met hyl ) - (3- |trifl uoronet hoxy- benzyl!) - aniriferomethigytoryzyl-gmide
Im gjazol e-|4- carboxylicjacid 142 5681_.-l\1éﬂ'1y5ﬁ—9im?.lgzole-4-carboxylic acid
([3-trifluorqmethoxy-benzyl)-[3-(3- [trid{s dBorbRsthoxy-benzyl)-3-aza-
t hot$2 benzyl ) - 35&2a b cyshnaz2[ 3.|1. bbbl
ex-6-ylmethyl]-amid e 1l Methyl - |f:yc0[3.1.0]hex-6-ylmethyl]-(3-
H i mi dazol e-|4- carboxylic|acid 143 [526. J@uopmpthgg-benzyl)-amide
[[3- (3-phenyl|-butyl)-3-aza b i cycl |0 1H\ithll-Gtimhiazole-4-carboxylic acid
ex- 6-yl met hyl ] - ( 3- trifl|uoro net hoxy Qgﬁ,ﬂ%mne@,my@gnzw) [3-(4-
1- Met B$A - 1 H-i mi 3823l e- 41 car®8R/| i ¢ aci qnf\% L4 B 2
yl)-3-aza-
§578. 22 [ 3-(6-phenoxy-pyr{ d i n-3-yl nethy -4z 4
bicycl of 3. 1./0] hex- 6-yl| net hyl ] - (3- t]ri fpieycll .0Jhex-6-ylmethylJ-amide
uor onret hoxy-benzyl ) - am de 1- Met hyl -|1 1-Methyl-1H-imidazole-4-carboxylic acid
Him qla120I e-|4-car boxyl iC cis% 145 576. a§b|5%3yl.2-$lmethyl3aza
hex- 6-yl metryl] (3- trlf uor o met haxy -beﬂz%/%%h m. de
-Methyl -1 hEinidazol e- 4} carboxyl i ¢ aci BMOPH§hedenpy)-amide
569. 21 (3-trifluoronethoxy-benzyl) -|[ 3-Nethyl-tHimfdpzolgc-caidyenylic acid
gt hox;uzbenzyl ) - 35 6a821%1 560,29 (3-trifluoromethoxy-benzyl)-[3-(3-
trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yImethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
143 526.26 527.26 [3-(3-phenyl-buty))-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
144 57723 578.99 [3-(6-phenoxy-pyridin-3-ylmethyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
145 576.23 577.23 [3-(4-phenoxy-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
146 568.19 569.21 (3-trifluoromethoxy-benzyl)-[3-(2-
trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-amide
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cyclo [3.1.0] h ex-6-ylnethyl]-amd e WO

2006/ 106425 PCT/ 1 B2006/ 000947 46 Exanple MWV Cal e Mass

WEp@6/10d4PAC Nane Data (M + 1) 1- Met hyl -
H i m dazol e- 4-carboxylic aebd

147

PCT/IB2006/000947
502.2 503. 24

[3-(4-fluo ro-benzyl)-3-aza- bicyclo[3.1.0]
Uuorometh oxy-b a nzyl)-am

hex- 6-yl met
i de 1-M

hyl 1-(3 trifl
t hyl

-1 Himdazol e-4-carboxylic acid 148

450.2 451.2 (3-cyclopro pylnethyl 3-aza

pent y13tet hy

- 3- ££82%i cy¢

| o[ $9920] he

’\lr\\/r\lnrQ1 0Hhex—6—\ et A ea.n + o3 £
A BLEATA S Ay AN R R T O HO—0——> crrri D)V
O'TBEah-}Hle benzylpwamd de {ﬁaﬁ/éfsh i IUPAC Name
=i m dazol e 4- car boxyl i g aeﬁadMMls) 178. 24 479. 2
3=cyctopentytmethyl=3-4dza- DI CY T Rethyf1H-inflazdle- 4-carboxyhcacid
ex- 6-yl methyl )-(4-fl uojro-3- trifl uo r[g LAYl - BRaza-
nzyl )ma mild e 1soblet hyl {1 Hsosmudazol e- éﬂgl Fn
acid 150 5[70.19 571.2 (4-fluo ro- 8- trP‘F¥°‘°[31°1“eX' yimotny-(3-
uor onet hyl -penzyl ) -[ 3- (4- trifluoromethoxy-benzyl)-amide
I f IUU{ g”ﬁ ngY' bgnzlyi B ﬁ' la]Za 4 1- Methyl -1H-imidazole-4-carboxylic acid
i cycl of 3. ex- 6-yl ngt - ami e !
=+ i midazol e} 4- caasbaxyl i g a%:/i4d1.2 151 M;wro?methym aea
4-fluoro-3}trifluoronethyl - benzyl '%’cl g ﬁlg‘a‘ pgnethyl)-(4-fluoro-3-
y-cycl o hj exyl nethyl)-3-aza- tnﬂuoromethyl -benzyl)-amide
picyciof 3. 1| O] hex-6-yl ngt hyl [ - am dé 1-fietMatl hymidaZole-4-carboxylic acid
+ i m dazol ef 4-carboxyliqg acid 152 %78. 233 863peltykfbtfils-aza- .
Jo rom8-trifl ucwdpethyl|-bedZ$®) -[3-(4- - o 6 imethyi)-(4-fluoro-3
bhenoxy- benkyl ) - 3- aza- bilcycl of 3. 1. §] Hegot31-Olhex6-yimethyl)-(4-fluoro-3-
6-yl met hyl ] } ami de Thi azdl e- 4- car boxy! i c'rigogethyl-benzyl)}-amide
3-phenethy[-3- 153 501.|{17 502. 3 1-Methyl-1H-imidazole-4-carboxylic acid
az ?-hgiﬁgygleg 3|- ;I-&?']QFPSX- 6%%' nez%]tl]%l Z‘r' 3'(4Bﬁu6riof3_ltrifIU(90ri_‘ié?nyl-benzyl)—[3-(4-
- zyl) - e i addl-@- 4- ¢ar |
154 451.15 452.3 cycl o gdro %M!’rb'ﬁe”%%'pe”gyﬁ'&azaf
pyl met hyl - 3} aza- bi cycl o[|3. 1. 0] hex- bicyclo[3.1.0]hex-6-yimethyl]-amide
6-yl met hyl) { (3-trifl uor dnet hoxy- benhz§Mgthytd Hireleazole-4-carboxylic acid
Thi azol e-4-carboxylic acid (3 155 47¥-Bro48fudortatigl-t@enzyl)-[3-(1-

X- hydroxy-cyclohexylmethyl)-3-aza-

bicyclo[3.1.0]hex-6-yImethyl]-amide

152

578.23

579.2

1-Methyl-1H-imidazole-4-carboxylic acid
(4-fluoro-3-trifluoromethyl-benzyl)-[3-(4-
phenoxy-benzyl)-3-aza-bicyclo[3.1.0]hex-
6-ylmethyl]-amide

153

501.17

502.3

Thiazole-4-carboxylic acid (3-phenethyl-3-
aza-bicycio[3.1.0Jhex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide

154

451.15

452.3

Thiazole-4-carboxylic acid (3-
cyclopropylmethyl-3-aza-bicyclo[3.1.0]hex-
8-yImethyl)-(3-trifluoromethoxy-benzyl)-
amide

155

479.19

480.3

Thiazole-4-carboxylic acid (3-
cyclopentylmethyl-3-aza-bicyclo[3.1.0lhex-
6-yimethyl)-(3-trifluoromethoxy-benzyl)-

amide




6-yl methyl)-(3-trifl uoromethoxy-benzyl) -

am de WO

2006/ 106425 PCT/ 1 B2006/ 000947 47 Exanple MW Cal e Mass
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acid [3-(4-chloro-
benzyl ) - 3-aza-bi cycl o[ 3. 1. 0] hex- 6-
ylmethyl ]-(3-trifluoromethoxy-benzyl
Thi azol e- 4-carboxylic acid [3-(4-fluoro-
506. 3 benzyl ) - 3-aza- bi cycl o[ 3.

1.0]

ot hoyvyv _hon

156 521412 521. 89

am de

157 505. 14
h ex-6 vyl
AY

)_

methyl-(3

L- Mefdayidie 1
3-{[ ethyl -

rifl rar Cavi|

H i ninilaael e- 4- MasgSpes |

2- hyd roxy- et Pgta)(Mcial)r |
rcyctof 371 0f

c acid
panoyl ] 158 523. 24

A Ao
JJ ol Ut

IUPAC Name

24 —4rethy
yl met hyl ) - (
1- Metfagl - 1
522.4 {3-[(
B-aza-b i c

B-trifluorong
H i masdazol e- 4
sec- but yl - net
ycl o [3.1.0]

y=8=aza-bitT
t hoxy- benzy

hyl - car bam
h ex-6-yl |

- cabboyl i ¢ ) .
JY| ))Irpﬁ@/{]-}(ﬁﬂlﬂupromethoxy-benzyl)-
ret hyl

F’T;lig’zde-tl_-carboxylic acid [3-(d-chloro-
acblea% B‘?gga%?cllo[% L Olhex-

}-(3 amide

i ooromne
=+ i m dazol e
+ pyrezol -3
met hyl]-3-a
1o r omet hox

—am de  1-1
acid {3-
16G0&631. 2]

1. 0] hex- 6-

hoxy-tenzyt’)
- 4- car boxyl i @
- y| caohaaroyl )
va- bi cycl o[ 3.
y- benzyl )- am de 1-Metl

yl -1

VETTRMEoteld-carboxylic acid [3-(4-fluoro-

[ ( 1'%ﬁ%ri-\é-laia]-‘bicyclo[3.1.O]hex-6-

4

537, .
yl Bﬁ@?t'i’?'wﬁ't!'f(”gf_owtmxy-benzyl)-

amide

+1 M dazol e
3-cycl opro
nex- 6- yl met
+ | m ddzol e
tycl op ropy
5- vyl met hyl)

F4-carboxylid acid 161
py| car banmoyl et hyl - 3- aza
yl ) - rifl| uo met h
4-cé%ggiylic acﬁ%ng- ]
met hyl - 3-azg- bicyclo [3
(3-trifl uorjomet hoxy- bg

49 Mnefli-1ASH dakole-4-carboxylic acid
- (Q{[&Mp&-ﬂ (L'&y-tl,{h carbamoyl]-

oXYy-

162 'H‘:g%ﬁééz%%‘%wi[ .?.O]%ex-fs-

3 1)_/!@?thm-@(t_riﬂuoromethoxy-benzyl)-
enzyl ) -

am denide

tnidazote
Di cycl o[ 3.1
159

P I~

A=CcarboxytTo acrd (3-az
0] hex- 6-yl mgt hyl ) - ( 3-
521.26 522.4

a1-MEByi-1 AR dakSle-F@drbokylic acid
{3-[(sec-butyl-methyl-carbamoyl)-methyi]-
3-aza-bicyclo[3.1.0Jhex-6-yImethyl}-(3-
trifluoromethoxy-benzyl)-amide

160

531.22 531.8

1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(1-methyl-1H-pyrazol-3-ylcarbamoyl)-
methyl]-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl}-(3-trifluoromethoxy-benzyl)-
amide

161

491.21 4924

1-Methyl-1H-imidazole-4-carboxylic acid
(3-cyclopropylcarbamoylmethyl-3-aza-
bicyclof3.1.0]hex-6-yImethyl)-(3-
trifluoromethoxy-benzyl)-amide

162

434.19 435.1

1H-Imidazole-4-carboxylic acid (3~
cyclopropylmethyl-3-aza-bicyclo[3.1.0]hex-
6-ylmethyl)-(3-trifluoromethoxy-benzyl)-
amide

163

380.15 381.1

1H-Imidazole-4-carboxylic acid (3-aza-
bicyclo[3.1.0]hex-6-yImethyl)-(3-
trifluoromethoxy-benzyl)-amide

164

505.23 506.41

1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(cyclopropylmethyl-carbamoyl)-methyl]-
3-aza-bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide




trifl

uor onet hoxy- benzyl ) -am de 1-Methyl-1

H i m dazol e-4-carboxylic acid 164 505.23 506. 41

w¢ 3o0p(1as423 opr o pyl
3-aza-bicyclo [3.1.0] hex-88yl nethyl}-

net hyl

-ca rbanoyl

) - met hyl ] - PCT/IB2006/000947
(3
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Nane Data (M + 1) 1-Methyl

-1 Him

dazol e- 4- car boxylic

acid 165 507.25 508.42
[3-(tert—buiyl-carbampyl—eihyia—d-—aza—bieycto

[ 3. Exddhgiex- b-yImwtdue ] - (3‘“{'“ P IUPAC Name
|

jor omet hoxy

benzyl ) -am d

e Data-(Met Hy |

-1

i omet hoxy- bg
i m dazol e;

n)

g

nzyl)-amid
4- car boxyl i d

e
acid 167 ¢

1- Met hyl| -

HTdazotet4-carboxyt Tg acid 166 [ SUMeRy-1RiRdAdle-4-carboxylic acid
3-cycl obut yl car banmoy[ ngt hyl - 3- aza et ) P
bi cycles[ 3. 1{ 0] hexo785 yl net hpbg42( 3- |t r[l3 i(tfrt tl),lug loarbamoyk-methyl)-3-aza

1 bicyclo[3.1.0lhex-6-yImethyi}-(3-
509. 2AHKlugrdi@etidpxy-benzyl)-amide

(3-f(2Z2-meth
ifcycl o[ 3. 1.

rifliser onet
H i m dazol e

Xy-etnylcarp
D] hex- 6-yl net
hoxysobenzyl )
4- car boxyl i ¢

amoyl ) - et
hyl } - ( 3-
- amisoed11- Mg
acid {3-]

Y i -Metbyl-18dndd2ole-4-carboxylic acid

t h(3 cy?_obutylcarbamoylmethyl-3 aza-

(2- r?&cil?{%yo hex-6-yimethyl)-(3-

1

i

i

[

{1met hyl - et hyl car bamoyl ) -| 168 523. 24 524tiflygromethoxy-benzyl)-amide
methyl [ -3-aza-bicycl o] 3.]I. O] hex-b6 1 Methyl -1H-imidazole-4-carboxylic acid
yl methyl}-(B-trifluoronmethoxy-benzyl 3- (2 métHd @thylcarbamoyl -methyl]-3-
1-Mettyl -1 H-i mi@azdl e- 4-cardbryli¢ acid. 1 qx% J]P? Imothvil-(3-
520. 42" ( 3- cycl opent yl carlbanoy[ net hyl - §Za Jeycloly-onex metry-
d¢ycl o[ 3.1.0]h ex-6-yl metlhyl )-(3- trifl thHOrPEieth‘iné'P?ﬁ’zy') -amide
oxy-be nzyl)-a mi d e 1-Methyl- 1-Methyl-1H-imidazole-4-carboxylic acid
ki m dazol e{4-carboxylici acid 170 5@5[)(22,&@3,9 -nfthyl-ethylcarbamoyl)-
13- [ (ghyd 1 oxy &g?ﬁ’y' car ba@%’%z) - g yJ‘nlth;{:fl 3-az2bioyclo[3.1.0Jnex:-
aza-bicyclo .1 hex- 6-yl met hyl } -

et hoxy- benxyl ) am de 1+ Met hyl - yimethyl}- (3 tnﬂuoromethoxy-benzyl)
b+ i m dazol e{4-carboxylicl acid 171527.21 528.38%&e( 3- ph

nmet hyl ) - (3-

169

yicarbanoy

methyl-3-a
trifluo rong
519.25

Za bi cyclof
t hoxy- benzy
520.42

3 1-Meth} Il Heid&olg4-carboxylic acid

| )@-Q:J]@log&tylcarbamoylmethyl-3-aza~
bicyclo[3.1.0]hex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide

170

509.22

510.4

1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(2-hydroxy-propylcarbamoyt)-methyl]}-3-
aza-bicyclo[3.1.0]hex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide

171

527.21

528.38

1-Methyl-1H-imidazole-4-carboxylic acid
(3-phenylcarbamoylmethyl-3-aza-
bicyclo[3.1.0]hex-6-yimethyl)-(3-
trifluoromethoxy-benzyt)-amide

172

517.2

518.38

1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(1H-imidazol-2-ylcarbamoyl)-methyl}-3-
aza-bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide

173

493.23

494.41

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(isopropylcarbamoyl-methyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3-

trifluoromethoxy-benzyl)-amide




1- Methyl -1 Him dazol e-4-carboxylic acid 172 517.2
518.38 {3-[(1 Hi mdazol -2-yl carbanoyl ) - net hyl ] - 3-
w@az@eho@gtl o [ 3. 1. 0] hex-6-ylnmethyl }-(3- trifl PCT/IB2006/000947

uor onret hoxy- benzyl ) - am de ¥9 Met hyl -

H i m dazol e- 4-carboxylic acid
[ 3- (i sopropyl car banoyl

173

-met hyl ) - 3-aza-

493. 23 494.41
b i

cyclo[3.1.0] hex-6-ylmethyl]-(3 trifl
uor oret hoxy- benzyl ) - am de V\D 2006/ 106425

REH+B26066/§66947—4S—Exan W
NanmeExaiplea ((M +mly cdicMet h PI % dazol e- 41grPabebsiki C
acid {3-[(2,2-di nethyl p‘??ﬁbw +d4 rbanoyl )- 174
5i41. Atl?] i‘)df (4 met Plyl 13- iZﬁ pbrcyclql 3- Metﬂi}ll-ﬂ-ﬁiﬁrdbzole4carboxylic acid
y|l met hy -(|3-trifluoronet hoxy-benzyl 2@'&]&% bamoyl)-
1- Met h}/l H i m dazal e- 4; car boxylic {)3;5( ]] lEl;ar a;]moy
529. 3874 3- (dyri dPA-A- yI car ba met jhy I e§y1a3z%7ra icyelo[3.1.0Jhex-6-
bi cycl o[ 3. 1.|0] hex-6-yl nethyl ]-(3- ylmethyl} (3-trifluoromethoxy-benzyl)-
tiri fluoromet hoxy benzyl )tam de 1-Methyl - amide
I(3I '{“[ ﬁgt‘;;/lc- ?3"‘1' ;“ﬁxl)" e fj“"dd, 5 1 Meth)j']ﬂ-illmldazoI?eél -carboxylic acid
- met hyl -pyri d i n-2-yl
570. 267571. 42 caghmanoyl | | metdayks - 3- 22 B A '@Cafbtam‘&"methy" 3-aza-
[[3.1.0] h ex- 6-y | met|hy | )- (3 - Hepep1pBp-vimethyll-G-
nlet hpxy- benzyl ) - am de . 11 Met hyl - trifluoromethoxy-benzyl)-amide
?3' [ﬂ( gaiZ]Oije- 4= Ci‘r gogyl e a|C| d177 A ‘IgMethyI -1H-imidazole-4-carboxylic acid
ydr gxy I met hyl - A s
ethyl carbantyl ) - net hyl ] - 8- aza- bi cycl @Eﬁ% By R Py yimetovl)-
met hy18 (3- |trifP/%8 ro metHok5-b e nzy 2 y'?ﬁ“f’thwg‘eaza'
1- Methyl -1 H-i mi dazol e-4{carboxyl i c| aci ldeycldF.8015ae-yinethyl)-(3-
529. 38 [3 (pyri di n- 2-yl car banoyl et _hyI ) triBuotor@thoXyibenzyl)-amide
Cybl O LO J. LJIIC)\' G'YI e hyi]-(s tl I'I‘1=_M l-1H-imid le-4- b fi id
rjomet hoxy- bgnzyl ) -am de |1- Met hyl - ] mz azof C.ar ;:q:'c o
H i m dazol e-|4- car boxylic|acid {3-[(2-hydroxy-1,1-dimethyl-
{I3-[ (2Thret hyl - 2H5FA%azol 1 3- y32442 r bajnoy| efylcppgmeymefll-3-aza-
532. 39 net hyl ] -3-aza- bi cycl o[ 3. 1. 0] hex-Beyclo[3.1.0]hex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
178 598.91 500,38 [3-(pyridin-2-ylcarbamoylmethyl)-3-aza-
bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(2-methyl-2H-pyrazol-3-ylcarbamoyl)-
179 531.22 532.39 methyl]-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl}-(3-triflucromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
180 533.19 534.36 {3-[(2,2,2-trifluoro-ethylcarbamoyl)-methyl]-
3-aza-bicyclo[3.1.0lhex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
181 531.21 53238 (3-{[(furan-2-ylImethyl)-carbamoyl]-methyl}-
3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide
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trifl uoro

{ noxy Deq

Zyt)y-amde V

MAQQS él’,o

o PCITTBZU0b/ 0UUY4 /

50 Exaapid e MV G €alvhs s ﬁ C Name DdUBACMame])
1- Met hyl -1 |H i m dazol e- xyI ic acid 182 479.21
A80. 4 (3- dl met hyl car banmpyl met hyl - 3} atzlethyl-1H-imidazole-4-carboxylic acid
bi CyﬁilﬁgLS' 1. 8] hﬁ;ﬂxéﬁ- yi 0 t h)étli - (ﬁ [ r il(?:Ldimethylcarbamoylmethyl-s-aza-
LIOr O OoXYy|- ben 9l-am ge thy| - A _
H-i m dazol g- 4-carboxyli¢ acid {3-[(1- lr)}ceyd ?1 Olfewylmethyn @
H-[1,2 4]trliazol -3 183 $32.22 533, By uorometnoxy-benzyl)-amide
yT car bamoyl|) - met hyl ] - 3-aza- bi cycl p[ BVdthyB]H-Imidazole-4-carboxylic acid
eX- 6- Yyl Imet hyl}-(3- trifll uoro methpxy- Banzethy-1am 2@triazol-3-
L- Methyl -1 |H i mg | e-4-caghaoyyl i £ aci GeamkBdyiPAdngg8-aza-
534. 4 (3- clycl ohexyl car HPam)yI met hy| - ?gcar 4 yh N i thaTa 2
bi cycl o[ 3. 1. 0] hex- 6- y| met hyl ) - (3]t r| o1 P dpgi-e-
bxy-b e n ZB" Y-a mi 1-Methyl -1 trifluoromethoxy-benzyl)-amide
I m dazol e 4- carﬁ_oxyl | ¢ aci d 185| 50Met@B 115 btdaddle-4-carboxylic acid
[ 3-(2-o0x0-2-pyrrolidin-1-yl-ethyl)t 3-@gRiokRxp¥fdaRoyimethyl-3-aza-
[ 3. 1.1 hex-|6- y| SABihyl ] (353444 bieyclo[3.1.0]hex-6-ylmethyl)-(3-
[ rifluoronet hoxy-benzyl )-am de 1-Meth Ffﬁ ,
H i mi dazol el 4- carboxyl i ¢ acid 186 519. F§ugapptigy-benzyl)-amide
[3-12-(2-net hyl -pyrrolidin-1-yl) -2} okigethyl-1H-imidazole-4-carboxylic acid
et hyl ] - 3-az@a- bi cycl of 3. 1. 0] hex- 6- yl| mei@ykoto-pylrdiditiiyf-dthyl)-3-aza-
Lor on8® hoxy ben9332 ami d e 3Bt hyl-1 . Qg ymethyl-(3-
H i mi dazol ef 4-carboxylig¢ acid 187|519. § E
3- (2- oxo- 2} pi peri di n- 1yl - et hyl ) - 8- azdl ”?5°Tetrl9§?ycl]’982y') -amide
0] h ex- 6-yl methjyl]-(3 1-Methyl-1H-imidazole-4-carboxylic acid
186 519.95 520.42 {3-[2-(2-me’.thyl-pyrrolidin-1 -yl)-2-oxo-
ethyl}-3-aza-bicyclo[3.1.0]hex-6-yimethyl}-
(3-trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
187 519.25 520.43 [3-(2.-oxo-2-piperidin-1—yl-ethyl)—3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3~
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[(cyclopropylmethyl-methyl-carbamoyl)-
188 519.25 520.42 methyl]-3-aza-bicyclof3.1.0]hex-6-
yimethyl}-(3-triffluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
489 524.92 592.4 [3-(2-.morpholin—4—yl—2—oxo—ethyl)-3-aza—
bicyclo[3.1.0Jhex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
190 521.92 5994 {3-[2-(3-hydroxy-pyrrolidin-1-yl)-2-oxo-

ethyl]-3-aza-bicyclo[3.1.0]hex-6-yimethyl}-
(3-trifluoromethoxy-benzyl)-amide




trifl

uo ronet hoxy-benzyl)-am de

1- Met hyl -

H i m dazol e-4-carboxylic acid {3-[(cyclo pro

w@gloaaodags - net hyl

-ca rbanoyl

nmet hyl ] - 3-aza- bi cycl o[ 3. 1. @) hex- 6-

yl methyl }-(3-trifluoronet hoxy-benzyl

1- Met hyl

2- 0X0- et

) 188 519. 25 520. BCT/IB2006/000947

am de

)_

-1 Himdazol e-4-carboxylic acid 189 521.22
522. 4 [ 3-(2-norpholin-4-yl-

hyl ) - 3-aza- bi

cyclo[3 1. O]hex 6 ylnethyl] (3- trifluo
rrefrethoxy=benzy=antdei= N"y‘“ '

B i ekstagiel e 4- cawheaty | i d 150 521.22 SAPAEC Name
{3-[ 2- (3- hydroxy-pyrrol i dlmtal(NS/T §)- 2- oxo-

TNyl [-3-aza-bi cycl o [ 3.[1. O] hex-6-yT mMéfh,bIW—I}Imldazole 4-carboxylic acid
3-trifluo ro nethoxy-benzyl)-am d \ _gqgﬁ({x}gﬁ%gjﬁm }-2-0%o0-
PCT/ | B2006/ 00094521251 Exarr‘pl@zMNCc g b(pqc[ Léj Cg imethyl}-
Name Data (M + 1) 1-Methyl-1 H i mi|d3¥ B2l bk yimethy

acid 191 521.22 522.4 (3-triftuoromethoxy-benzyl)-amide
{3-12-(3-hydroxy-pyrroli|di n-1-yl) - 2- axmethyl-1H-imidazole-4-carboxylic acid
et hyl ] - 3-aza- bi cycl o[ 3. 1. 0] hex- 6-yl D% hydr rlokdinl1-yl)-2-oxo-
oro St hoxy- berh#y?3 -am de ®2Ket hyl r@lé- (.ﬁz} ((Xi:i 1 (I)]hex- 6-ylmethyl)-
H+i mi dazol e}4-carboxylicl acid 192 Seff' 357509
{3_ [ 2. ( 3- hy Hr OXY- pyrr olild in-1- y| ) 2 og@dnﬂuoromethoxy-benzyl) -amide
ethyl']-3-aza-bi cycl o 3. 1. O] hex- 6- yl| maiMeshbi}1H-iriazble#fchrboxylic acid
yor onet hoxy{benzyl )-am d e 1-Met hyl {335 (ethyl-isopropyl-carbamoyl)-methyl]-3-
H-i mi $R3zol e{4- ca¥2héXyl i c| aciS@2-403 E %,ga&s Hhhex-6-y1 )
] -6-ylmethyl}-(3
{3-[ (et hyl-isopropyl -ca |rbanoyl) - y
aza-bicycl0][3.1.0] h ex 6-yl net hyl } ( ‘gfluoromethoxy-benzyl)-amide
tiri fl uoromet hoxy-benzyl )| am de 1- Mgt HyMethyl-1H-imidazole-4-carboxylic acid
ki m dazol e{4-carboxylic| acid {3- [({zq(chraamwmbthyl methyl-carbamoyl)-
et hybgmet hyl - cagbasoyl )i~ 194,522. 42 5%§th 3-aza- blcyc|o310]hex-6-
met hylﬁ 3-aza-bicyclo[ 3.11. 0] hex-6 I 3(n§ h benzyl)-
o rom et hoxy-be nzyl )-| anide 1-Ne i Jofomethoy-bonzy
H-i m dazol e{4- carboxylic| acid 195 '=33 26 534 4zide
{I3-12- (3- et hyl - pi peri di|n- 1-yI) - 2- gx a-MthgylHlimidazole-4-carboxylic acid
3-aza- bi cyclio[ 3. 1. 0] hex-6-yl met hyl }-63-(s- -piperidin-1-yl)-2-oxo-ethyl]-
D ycl of 533.225 y Jret | Yl H-6#3 m.ethyl piperidin-1-yl)-2-oxo-ethyl]
3-aza-bicyclo[3.1.0]hex-6-ylmethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
196 533.6 534,44 {3~[2-(4-m'ethyl-piperidin-1—yl)—2—oxo-ethyl]-
3-aza-bicyclo[3.1.0]hex-6-yImethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyi-1H-imidazole-4-carboxylic acid
[3-(2-ox0-2-thiazolidin-3-yl-ethyl)-3-aza-
197 523.19 524.36 .
bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[2-(3-hydroxymethyl-pyrrolidin-1-y1)-2-
198 535.24 536.41 oxo-ethyl]-3-aza-bicyclof3.1.0Jhex-6-
ylmethyl}-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[2-(2-hydroxymethyl-pyrrolidin-1-yl)-2-
199 535.24 536.42 oxo-ethyl]-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl}-(3-trifluoromethoxy-benzyl)-
amide
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uo ro mnet hoxy-benzyl)-am de 1-Methyl-1

H i m dazol e-4-carboxylic acid 196 533.26 534. 44

w¢ 300pa0q445 met hyl - pi peri di n-1-yl) - 2- oxo- et hyl ] - PCT/IB2006/000947

3-aza-bicyclo [3.1.0] hex-62ylnethyl}-(3

trifluoronethoxy-benzyl)-am de

1- Methyl -1

H i m dazol e-4-carboxylic acid 197 523.19 524. 36

[ 3-(2- oxo- 2-

th i azo | i

di n-3-yl

-ethy 1)-3-aza

bi cycl o[ 3. 1. 0] hex-6-yl nmethyl]-(3- trifluo ro

.th.lJ)\y-b e Zyt=am dc 1M"g‘§*'§é'-1
i rExdmpd e-|4- cavboxigl i c| acl dé pec IUPAC Name
{13- [ 2- ( 3- hydr oxynet hyl - pyrPasa (Mt th-|1-yl ) -2 198 535. 24
dbh4|l} O?g- gt h%/: [ -3-aza-Dpi Cyﬁl 9] d-bl- UIJ-I\W@')SJ—hi)‘;im}daio_leéi;iarboxylicacid
thyl}-(3-tjri u o ro methoxy-ble nzy di doxnBelEh-1-vi-2-0x0-
1-Met B9d - 1 Hri mi daszel e- 4} cardsexyl i c a(r{:hﬁ%( vaoryefidi-1-y) e
{|3- 1 2- ( 2- hydr oxymet hyl - pyrrol i di n- 1- §M-3pza-qigyglo 4 Qlhgxs-yimethyl)-
536. 42 oxo- gt hyl ] - 3-aza- pi cycl o[ 3. 1. 0] K&titugromethoxy-benzyl)-amide
ylmethyl }-(3-trifTuo ro fret hoxy- benzylmethyl-mHaim@diazo\dd-carboxylic acid
2006/ 106425 |PCT/ | B2006/ 000947 ~ 52 EXapR. oMbt SolMBS Sethyl)-3-
Spec RUPAC Nane SBata (M + 18937.9% Methhyl -1 . a3 1 Sevimethvll(3
Hi mi dazol e-|4- carboxylic|acid 200 [53523455g 1 fipex-6-yimethyl-3-
{I3-[ 2- (3- hydr oxy- pi peri d| n-1-yl) - 2-loxo- trifluoromethoxy-benzyl}-amide
et hyl | -3-azg-bicycl o[ 3. 1] 0] hex- 6-y|l 1redtyly{Himidazole-4-carboxylic acid
(oL o et Ao o) e, gy 2o
im ol e-|4-ca ylic|acid9 "~ i
[|3- (2- ox0- 2-|t hi onor phol i p-4-yl - et hy|l vy efza?'%'i Ig&%lolgexe ym?ethyl}
[13.1.0] h eX-6-ylnethyl 1+(3- trifluoro (3-trifluoromethdxy-benzyl)-amide
nmet hoxy- benzyl ) -am de 1; Methyl -1 1-Methyl-1H-imidazole-4-carboxylic acid
H-i mi dazol e-|4-car boxylic|acid {3-[|2- ( 23fmethjMiophen-2-yimethyl-
gt hyl »gor phgl i ngdryl) -2t 0x052Q2 549. 26 949, 98 methvil-3-aza-
gt hyl |- 3-aza- bi cyclo[ 3. 1| 0] hex-6- yl|met Bél ir-a ) §;m66 yI] 2213 3
(I3-trifluorq methoxy-bengyl)-ami de | 1- MEHSI-1-ginexG-vimethyl-(3-
H-i mi dazol e-|4- carboxyl i c| aci d {3-[ (et hyifluofdmethoxy-benzyl)-amide
ijophen-2-yI methyl - 203 5p1. 2 561.9 [ 1-Methyl-1H-imidazole-4-carboxylic acid
car banoyl ) - ret hyl ] - 3- azay {3-[(furan-2-ylmethyl-methyl-carbamoyl)-
204 545.22 545.94 methyl]-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl}-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
205 555.95 555.98 {3-[(benzyl-methyl-carbamoyl)-methyl]-3-
aza-bicyclo[3.1.0]hex-6-yImethyl}-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
206 563.23 553.93 {3-[2-(1 ,3-diledro-isoindol-2-yl)-2-oxo-
ethyl]-3-aza-bicyclo[3.1.0]hex-6-ylmethyl}-
(3-trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
207 541,21 541.91 {3-[2-(3,4-diﬂ.uoro-pyrrolidin-1-yl)-2—oxo-
ethyl]-3-aza-bicyclo[3.1.0]hex-6-ylmethyl}-
(3-triflucromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
(3-{[methyl-(2,2,2-triflucro-ethyl)-
208 547.2 547.89 carbamoyl]-methyl}-3-aza-

bicyclo[3.1.0]hex-6-yImethyl)-(3~

trifluoromethoxy-benzyl)-amide




b icyclo[3.1.0] hex-6-yl nmethyl }-(3-
romet hoxy- benzyl ) -am de 1- Met hyl -

nmet hyl - net hy

met hyl ] - 3-aza- bi cycl o[ 3. 1. 0] hex-6 vyl
)_

uo ro meth

|-carb anpo

oxy- benzyl

yl53) - 204

am de 1-

trifl uo

wokiogilak&zdl e- 4- carboxylic acid {3-[(fu ra n-2Pgi/1B2006/000947

545. 22 545. 94
met hyl }-(3-t(fl
Met hyl - 1

H i mi dazol e- 4- carboxylic acid 205 555. 25 555. 98

{3- [(benzyl nmet hyI car banDyI ) - mat hyI ] 3-
aga=breyctof B 8hex=—67y{fRt Byl —(3—tr+H—tuv—o—+rom
et h Exaynphen zyl Mvacare 1- I\/Mﬁ Fe‘é.t IUPAC Name
H-i mi dazol e-|4- car boxylic a'éi'tél(MH)
{B-12-171,3-dihydro-1i ZOl n(1|0| : é yl )O] ﬁ lel(@e‘thylﬂﬂbmi@xi)le@ﬁcarboxyhcamd
553. 93 et hyl|] - 3-aza-bicy¢lo 1. eX- 3(#_{@?;'_?}{ 3vimethvl-
(13- trléézuoro met hsg g benzyl ) - ani de | 1- hfe%f pi¥dphen3.yimetny
H i mi ddZol e-|4- carBbkyl i c|aci §'°207 541. 2 F2BHOYGethyil-3-aza-
{B-[2-(3,4-di fluoro-pyrrolidin-1-yl} - 2-kigygol3.1.0lhex-6-yimethyl}-(3-
et hyl] - 3-azg- bi cycl o[ 3. 1{0] hex- 6-y| met biilcfomelndxytbohayh-amide
ljf” U,”g‘ I”‘)lx)" Ze”‘yib) - d;'! de .’j_;ji‘v'ét hytr 11-Methyl-1H-imidazole—4-carboxylic acid
I mdazol e-i4- car poxyl 1 c|acl
(13- { [ meg hyl -|(2, 25@:ger i f 1 Lior cseebhy| ) |- CHTENBRHensthL£arbaRpyl-methy -
clar banoyl | - et hyl }-3-aza; b i cycl o [ 32z-iFyci¢id.1.0lhex-6-yimethyl}-(3-
ex-6-ylmethyl )-(3- trifl uoronet hoxy- benmﬂll:o)ommbdenehx;)) amide
0067 106425 |PCT/ TB20067 0p0947 53 EXANERI-Wintdd fe-a¥Bbexylic acid
q
Spec | UPAC Name Data (M+ 1) 1- I\/let hyl - ) i
Him d?zol e-l4- car boxyl iclacid [(rret %)}inet{] | (1-pyridin-4-yh-ethy)
ilophef 8- yI et hyP%%09 561. P7BAY. carbamoyl}-methyl}-3-aza-
cgar banoyl ) - et hyl ] - 3-aza| bi cycl o[ 3 1. OdicyblelX.1.6lhepd6-yimethyl)-(3-
met hy| }- ( 3- [trifl uorone] hoxy benzyl ) amlLd)&)methoxy-benzyl) amide
I=vethyt =1 tHFnmidazole—4rcarboxytcaghidh ettt dieetanoci 3
569. 99 {3-[ (et hyl - phenet hyl - car banpyl < %etzlg E el carlzxy;ca;c'
3- azaol cycl|o [ 3s84.28] hex| 6- o gt hyll } K{8=0x0-2-(3-phenyl-pyrrolidin-1-yi)
tiri f1 uorometlhoxy- benzyl)tam de 1- Mgt &itplll=33za-bicyclo[3.1.0]hex-6-yimethyl}-
H-i m dazol e-{4- car boxylicjacid (3-trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
(3-{[(2-methanesulfonyl-ethyl)-methyl-
213 571.21 571.92 carbamoyl]-methyl}-3-aza-
bicyclo[3.1.0]hex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
214 582.96 582.90 {3-[2-ox0-2-(2-pyridin-4-yl-pyrrolidin-1-yl)-
ethyl]-3-aza-bicyclo[3.1.0]hex-6-yimethyl}-
(3-trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
(4-fluoro-3-trifluoromethyl-benzyl)-[3-(2-
215 542.23 543.2
hydroxy-indan-2-ylmethyl)-3-aza-
bicyclo[3.1.0lhex-6-ylmethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
216 570.23 580.2 (4-f|uoro~3-trif|L.Joromethyl-benzyl)-[3-(6-
phenoxy-pyridin-3-yimethyl)-3-aza-
bicyclo[3.1.0]hex-6-yImethyl]-amide
Thiazole-4-carboxylic acid [3-(3-methyl-
217 501.17 50212 benzyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide
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(3-trifl uoro meth oxy-b e nzyl)-a mi d e
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amide
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amide
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amide
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Thi azol e- 4-

2. 93sbenz

riftuoorom etjhoxXy-be nzy
car boxylic aqgid [ 3-(4-cy
vyl ) - 35824- bi qycl 6bcn3l. O]
[ rifluoroneth
car boxyl i ¢ ac

D

id (3-biphe

oxy-be nzyl})

I) - Trd¥ble@-carboxylic acid (3~
aﬂgxt l%\'ngtﬂn%(y-gxé'nzyl) [3-(4-

_ L&%)methyl benzyl)-3-aza-
ny |bmxplo@21@p]r§5 8-yipgthyl]-amide

| met hyl) - (

A

Spec | UPAC
aicid [ 3-(3-

563799 yime

2006/ 206425

hyt-3-aza- bi
B3-trifluorone
PCT/4182906/ O
Name Data (N
cyano- 227 51

cyclo[3.1

t hoxy- be nz
009476.0855 Ex
1+ 1) Thiazo

2.15 512. 84

| hemhickele-4-carboxylic acid [3-(3,5-
v n)nethy@ _3VAE) bigycol3. 1.0Jhex-

HEn
%npmf%glﬁrﬁaor?met oxy-benzyl)

aml e

ret hyl ] - (3-
230

penzyl ) - 3-a

7a- bi cycl of 3.
rifluo ronet
521.12

1.0] hex-6

hoxy- benzyl
521.91

1

Yy | Thiazole-4-carboxylic acid [3-(3-chloro-
) = benzyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide

231

515.19 516.10

Thiazole-4-carboxylic acid [3-(2,4-
dimethyl-benzyl)-3-aza-bicyclo[3.1.0}hex-
6-ylmethyl]-(3-trifiuoromethoxy-benzyl)-
amide

232

571.14 572.00

Thiazole-4-carboxylic acid (3-

trifluoromethoxy-benzyl)-[3-(3-

trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-amide

233

515.19 516.08

Thiazole-4-carboxylic acid [3-(4-ethyl-
benzyl)-3-aza-bicyclo[3.1.0lhex-6-
yimethyl]-(3-trifluoromethoxy-benzyl)-
amide

234

571.14 572.04

Thiazole-4-carboxylic acid (3-
trifluoromethoxy-benzyl)-[3-(4-
trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-amide

235

491.16 491.99

Thiazole-4-carboxylic acid [3-(1-methyl-
1H-imidazol-2-yimethyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyi]-(3-
trifluoromethoxy-benzyl)-amide




am de

nmet hyl ] -am i de

515.19 516.08 d i nethyl-b enzy I|)-
[3.1.0] h ex 6-ylnmethyl]-(3-trifl
uor onet hoxy- benzyl) -

tri

Thi azol e-4-carboxylic acid (3 228 555. 14 556. 03
trifluoronethoxy-benzyl)-[3-(4-
wa@ieroeredsky | - benzyl ) - 3- aza-

fl

bi cycl o[ 3. 1. 0] hex- 6PgT/1B2006/000947
Thi azol e- 45¢ar boxylic acid [3-(3,5 229

3-aza-bicyclo

am de Thi azol e-4-carboxylic acid

[3-(3-chloro- 230 521.12 521.91
n7\/| \ Q azZa I"\I r\yr\l n[ G B I ol I—\%A yl o
SS ec :
t hﬁ)ka]mp{leo’ trifluwaydo m 41 ’? benzyl )- mpadtName
hi azol'e- 4-car boxyli ¢ aC|§§P3M@204 231 515.19 516. 10
' | “b'; H)’i ]' ?g‘%’i ) I- |3' azg- b C%Ci 0 %3 B I OB R =4-carboxylic acid [3-(5-
-ylmethyl [ r(3-tri uorjonet hoxy- ben %@ o i
hi azgbe- 4-carbaogyhd c agi d 63182325 \{t'h%f%'ﬁ R lme‘f:?'l -3-aza
o ronet hoxy-benzyl)-[3-/(3 trifl ug rotmwdq31°me*6wmetW]@'
t hoxy- bengyl ) - 3-aza- hQicyclo trifluoromethoxy-benzyl)-amide
[ it (4- -%ireggﬁi%icﬂag € Thi azZoli&old4Cahdxs ¥éid [6-(6-0x0-1,6-
aci -(4-pthy 3. 516. 08 . -
benzydsy- 3- aza- bisoy.cd of 3.|1. Opbwex- 6- dlhydro > ndg{ zy}meth?/ :Ehaza
or omet hoxy- penzyl )- ani de Thi azol e4 SSP *'@W&ty(&
3- 234 571} 14 572.04 trli f1 uor omet hoxydfyernmsHioy-pegzy)gmide
[rITIU?LO MEt hoXy- benzyT|) - 3-aza bi ¢y Chifzole-4-carboxylic acid [3-(1-ethyl-3-
3.1.0] hex-6-yl net hyl ] -am de Thi azol gaf-$apR¥Mlyintethyl)-3-aza-
aci d 438- ( 1- fret hyd10.1235 491, 5®.9991. 99 edin 1 B:pi ylll . )1 o
b i mi dazol - b-yl met hyl ) - 3-aza bi cycllo [ 3B Haex gy et
methyl ]-(3-|trif | uo rd meth oxy4b eH?VPTm§”ﬁ¥Vm@@am”e
YD 20067106425 PCT/1B2006/ 000947 56 Thixzka-oerbbAfic@ail (3-(1-methyl-
‘_/E'_SS Spec | ;JPAC Nane Dat a ( M + 1) 1H-pyrrol-2-ylmethyl)-3-aza-
Thi azzie- 4- car bot®iT ¢ aci d FELS5- bicyclo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-
trifluoromethoxy-benzyl)-[3-(2-
240 571.14 571.76
trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0lhex-6-ylmethyl]-amide
Thiazole-4-carboxylic acid (3-furan-3-
yimethyl-3-aza-bicyclo[3.1.0]hex-6-
241 47713 477.98
ylmethyl)-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(1,5-
042 505.18 506.06 dimethyl-1H-pyrazol-4-yimethyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(1H-imidazol-
043 — 47785 4-yimethyl)-3-aza-bicyclo[3.1.0Jhex-6-
yimethyl}-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(1H-pyrrol-2-
044 476.15 476.95 yimethyl)-3-aza-bicyclo[3.1.0]hex-6-
yimethyl}-(3-trifluoromethoxy-benzyl)-
amide




236 521.16 5

nmet hoxynet hyl - furan- 2-yl net hyl ) - 3- aza-

WO 3008/104keX- 6 methyl]-(3 trifl

22.18

_y|

bi cycl o
PCT/IB2006/000947

uor onet hoxy- benzyl ) - am de 5Thi azol e-4-carboxylic acid

[3-(6-0x0-1,6- 237 504.14 504.91 d i
nmet hyl ) - 3-aza bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ] - (3-
uo ronet hoxy-be nzyl)-a mide

n-2-vyl
trifl

hyd ro-pyri d i

Thi azol e-4-carboxylic acid [3-(1-ethyl-3 238 519.19

1000 - et byl 1 Ll 4 1 + laa o]\ n [} 1
Lo ey T T Py aZ o= gy 88 Ny )= o=aZa= DTrCycro
[13. ExBhbrRX- 6- y| mov eslbyl ]t @f‘ pec IUPAC Name
tiri f1 uor onet/hoxy- benzyl ) | RAWM TH} azol e- 4- car boxyl i ¢
gcird [3-(I-nethyl- 239 4P0. 17 490. 97 Thiazole-4-carboxylic acid [3-(3-phenyl-
H pyrrol - 2-yl net hyl ) -3-aga bi cycl of 3. NB-SX5ifc¥l3.1.01hex-6-
net hykds (3- |t ri f 515aponet hoxysibenzyl |) - a%rot%) N Bl ]bex :
Thi azol e- 4- darboxylic ac|d (3 240 571 YFEMEHT e Repy- enzyl)-
Uoro m et hoxy-benzyl)-[3t(2- trifl juo ro amide
nethoxy-benzyl)-3-aza b | cyclo [ 3. 1. Ofnzexe-Heayoxymt acid [3-(1-methyl-
ethyl]-am de Thi azol e- 4t carboxyl i ¢ aci dyGFzfi-ARstin)-3-aza-
241 47246 13 477. 9816 net hyl -482.8% a- bji cchl 80310]hex-6- irmethyl]-(3-
[13. 1. 0] hex-6 yI methyl)-{3-trifl uoromet REKS HOBRAM G
ami de ~ Thi azol e- 4- carboxyl i c acid [[3- (1tiBuotomstheydengy)-amide
06. 06 di metthyl -1 H pyragol - 4-yl met hyhizog-4a@eoxyltd acid ¢3-@-fluoro-3-
[3. g 2‘127th )eX- 6- Bél 51r;$tﬁhy| 11 ( 3&%'@;{3 U0lnfeﬁyl%r_@?lf—ti—?a-bicyclo[?ﬂ.O]hex-6-
Xy - be - am de>197Ri azo| e- . oxyl i A3 ) i
H i mi dazol - |243 477.14 477.85 4-yl rretyﬁﬁﬁ@-gfra{z%é’%mm‘y benzy)
ilcyclo[3.1.0] h ex-6 amide
yl methyl]-(3-trifluoronet hoxy-benzy| Thiazegr-cheboxylic acid [3-(5-methyl-
Thi azol e- 4- garboxylic ac|d [ 3- %1 H-pyr r eh-inddaZst4-yihébylbaza-
476. 9@48)” met hy| )4 J18za-b Cqugé' 8. 1. 0] heggéyga[3yb hex-6-ylmethyl]-(3-
met hyl ]-(3-tjri fl uoromet hoxy-benzyl))- am de \amid
2006/ 106425 |PCT/ | B2006/ 000947 57 Exanpl S faRPERrdempkamide
Ypec | UPAC Nane Thiazole-4-carboxylic acid (3-furan-2-
ylmethyl-3-aza-bicyclo[3.1.0]Jhex-6-
249 477.13 477.90 )
yimethyl)-(3-trifluoromethoxy-benzyl)-
amide
(6-{[(Thiazole-4-carbonyl)-(3-
250 511.18 512.14 triﬂuororquthoxy-benzyI)-amino]-nTethy'I}-3-
aza-bicyclo[3.1.0]hex-3-yl)-acetic acid
butyl ester
Thiazole-4-carboxylic acid [3-(3-fluoro-4-
251 51916 520.08 methyl-benzyl)-3-aza-bicyclo[3.1.0Jhex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(2-ethyl-3H-
imidazol-4-ylmethyl)-3-aza-
252 505.18 505.96 )
bicyclo]3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(2-ethyl-5-
methyl-3H-imidazol-4-ylmethyl)-3-aza-
253 519.19 520.03 i
bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide




Data (M + 1) Thi azol e-4-carboxylic acid [3-(3-phenyl -
245 515.19 516. 10 propyl)-3-aza-b
W@2006A06aRFRt hyl ] - (3-trifluo ro net hoxy-benzyl)PCHIB2&/000947

Thi azol e- 4-car boxylic aci d5§3-(1-nethyl -
-4-ylmethyl)-3-aza 246 491.16 492. 00

H pyrazol

bi cycl o[ 3. 1. 0] hex-6-yl net hyl ] - ( 3-

trifluoromethoxy-benzyl)-am de

Th

cyclo[3.1.0] h
1

i azol e- 4-car boxylic

acid [3-(4-fluoro-3 247 519.16 520.18 m

thyl -benzyl)-3-aza-b | (‘\P/ﬂ;L Jgi'% 1. 0] h ex-6-
Y -(3 t il Ry *B¥zyl ) - am
ThirEz;\zzao e‘J 4-lcar boxy‘fil aci Uatha‘d(ra) nmet hyI gpﬁgflaﬂs
9 84—3+h—mi—eazo+ 1e- 4¥carb6 ch R [f‘(te?éh dro-
cycl of 3. 1.10] hex- 6-yI med hyl ] - (3- ty W’m ™ y
et hoxys b e |nzyl ygugm i de” Jhigazol pfuzia"c?avllwwma@ higygief3.1.0lhex-
3-furan-2 249 477.13 477.90 yl m gt FryimpthyB-(&trifuotpmethoxy-benzyl)-
cycl o [3.14 0] h ex-6- }Imsthyl) (B-t rifl u em® m
t+h oxXYy bcnzy—r}ﬁxmcrcl LTj_ |_(l a;a% - ) )
e- 4-car bony|l ) - (3 250 511.18 512. 14 t Fhigzple-gearboxylic acid [3-(2-p-tolyl-
et hcz_my- benzyl ) s&moi noj - mettbys } - 3} ethyl)-3-aza-bicyclo[3.1.0]hex-6-ylmethyl}-
pza- bi cycl of 3. 1. 0] hex-3{yl ) -acetic acI(sitr.ﬂda%aélhoxg%rezpn-amide
Thi azol e- 4-|carboxylic a¢id [3-(3-fJuoro-4- 251 519.16
20. 08 net hyl - benzyl ) - 3{aza- bi cycl o[Buazcble-G}]:deyh@amd [3-(1-ethyl-5-
E/I met hyl ] - (3-trifl %_or omet hoxy:obenzyl L Wbyrazol-4-yimethyl)-3-aza-
Thi aZ8% e- 4-icar b&3&1% c a¢i d 1898 2- ef hy! %%L?’g%ﬁeéé})ﬁm&@” -3
505. 96 bi cycl o[ 3. 1. 0] hex-6-yl nmet hyl ] - ( »
uor onet hoxyl- benzyl ) - ani ¢le  Thi azol le- 4- EQ?%W"WC"Q%'P gmice
[3- (2-ethyl[-5- 253 519.19 520. 03 nt Hydzolg-Heprboxyficiacidlgzchloro-
-4- yI5 met hyl ) - ?é a1z1a bi ¢cyclo [3.1.D0] pyridin-3-ylmethyl)-3-aza-
hex- 641 met hyI ] 588 trifl uot?Bitet hoky- berzih ) nRBAfmMR- -
2006/ 106425 PCT/ | B2006/ 000947 58 . .
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-isoxazol-3-
ylmethyl-3-aza-bicyclo[3.1.0]hex-6-
258 478.13 479.04 .
ylmethyl)-(3-trifluoromethoxy-benzyt)-
amide
Thiazole-4-carboxylic acid [3-(1H-indol-3-
259 526.17 527.01 yImethyl)-3-a.za-bicyclo[3.1.0]hex-6-
yimethyl]-(3-trifluoromethoxy-benzyl)-
amide
2-Methyl-3-(6-{[(thiazole-4-carbonyl)-(3-
260 51118 511.90 triﬂuorf)methoxy—benzyl)-amino]~melthyl}-3-
aza-bicyclo[3.1.0}hex-3-~yl)-propionic acid
ethyl ester
Thiazole-4-carboxylic acid [3-(5-methyl-
061 491.16 492.00 ?H-pyrazol—3-yimethyl )-3-aza-
bicyclo[3.1.0}hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl}-amide
Thiazole-4-carboxylic acid [3-(4-butoxy-
benzyl)-3-aza-bicyclo[3.1.0]hex-6-
262 559.21 560.09
ylmethyl]-(3-trifluoromethoxy-benzyl)-
amide




Exanpl e MW Cal ¢ Mass Spec | UPAC Nane Data (M + 1)

Thi azol e-4-carboxylic acid [3-(tetrahydro-

254 481. 16

wdRsAds4bur an- 2- yl net hyl ) - 3-aza- bi cyci o [ 3. 1. ObCTEKB2006/000947

6-yl methyl]-(3-trifluoro #ethoxy-benzyl )- am de

Thi azol e-4-carboxylic acid [3-(2-p-tolyl- 255 515.19

516. 08 et hyl)-3-aza-bicycl o 3. 1. 0] hex-6-yl nmet hyl ] -
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i Gy, 1} 0] - -ylrmt pSpectrifl uo

rorreﬁh xy bﬁnzy Cgm de | Dhtaqmalng-4- car boxyIUF"L\CaNcalmoe

3—(2—ehl-or 26452233522 8Fpyf+- T "b oG 3
et hyl )-3-aza b i cyclo|[3.1.0] h px-6- hl'azcr’{?é'%ar’i Ogy'fzm (@

3- tz%éf | upr OlT%ﬁhQ;Xy bf’nzybe)z Oam de benzo[1 ,3]dioxol-5-yIimethyi-3-aza-
Thi azol e- 4-icarboxylic agid (3-isoxpzol bidc2B8.0h@&86-IiBethyl)-(3-
A79. 04 yl mef hyl - 3-aza-bijcycl o [3. [ O] kft¥oréinetitky-B¥hey)-amide

thy)—(3=trt+fH—u—oro—thethoxy-—bepz — T -
Thi azol e-4-carboxylic ac¢id [3-(1 Hi ﬁ)cfzf"eécarg 'Cgﬁ%pﬁethoxy
527. Gba y! met hyl kaBreaza- bi cygde 3. 1| 0] KHExYipE-aza-bicyclo[3.1.0]hex-6-
vyl met hyl J-(3-trifl uorofret hoxy- bengylyimethaliri3duluoromethoxy-benzyl)-
P- Met hyI 3-(6 {[(th i azol e-4-car bpnyl) (3 269@511 18
5441 0t f—uoronet IIU)() = IU'EIILyI ).-a ”Thféﬁ’oreﬂl- fgg)%y?] gld [3-(4-isopropyl-
aza- bi cycl of 3. 1. 0] hex- 34yl ) - propi oni c yach @310'1 5
est eredhi azlol e- 4pear boxyl i cszaqid P (5 REYKSFZe-0sY{ors.1.0lhex-6-
|_3_y| nmet hyI) 3-aza 261 491.16 49p. (ytmethyl]-(3-trifluoromethoxy-benzyl)-
bi cycl o[ 3. 1. O] hex- 6-yl et hyl ] (3- amide

i fuorongthoxy-benzyt =amde —Th d%gé_é_béfsgxyﬁgéaﬁﬁx(methy,_
acid [ 3-(4-|butoxy 262 5%9.21 560. 09 be ,_ aza lo[3.1.qThex-6-
benzyby - 3- aza- biseywl of 3 1. Ojohex- 6- ?Zﬁ% 2943 19
uor om et hoxy-b enzyl )-|am de WD 2006( [y Bdrifluoromethoxy-benzyl)-
PCT/ | B2006/{000947 amide

Thiazole-4-carboxylic acid (3-naphthalen-
067 537 17 538.11 2-ylmethyl-3-aza-bicyclo[3.1.0}hex-6-
ylmethyl)-(3-trifluoromethoxy-benzyi)-
amide
Thiazole-4-carboxylic acid (3-
268 53114 531.92 benzof1,3]dioxol-4-ylmethyl-3-aza-
bicyclo[3.1.0jhex-6-yImethyl)~(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(2,3-difluoro-
269 523.14 524.15 benzyl)-3-aza-bicyclo[3.1.0}hex-6-
ylmethyi]-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(2,5-difluoro-
570 593.14 523.90 benzyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyil-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid (3-quinolin-7-
071 538.17 539.06 yimethyl-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl)-(3-trifluoromethoxy-benzyl)-
amide




59 Exanple MN Cal c Mass Spec | UPAC Nane Data (M+ 1)
Thi azol e-4-carboxylic acid (3- 263 531.14 532.01

whensape23] d

i cycl o[ 3. 1. 0] hex- 6-yl et hyléy - ( 3-

i oxol - 5-yl met

hyl - 3-aza-

b PCT/IB2006/000947

trifl

uor omet hoxy- benzyl ) - am de Thi azol e- 4-carboxylic acid
[ 3-(4-ethoxy- 264 531.18 531.93 benzyl)-3-aza-b icyclo

[3.1.0] hex-6- ylmethyl]-(3-trifluo ronethoxy-be
nzyl)- am de Thi azol e-4-carboxylic acid
[ L( 4- | sopr pyl - 265 . 2 1 7\/| \ -3-aza-b
CYExdm 1. ofx- 6 TassSbee JUPACN
yInEt éﬁ B- trlflupronEtDawMMbenz$l ame
IIIIULUTC?' T[IUU)\_YIIL. .ClCTU LO \‘-!- II&tT‘H%t f % CL |H34 th B
501. 91 benzll ) - 3- aza- bi dycl of 3. 1. 0] hox Oehﬁ oz fo-emethos
ret hyd7b- (3-Lri flsgpqg omret|hoxysfpeenzy |3)me”a( eggy)-3-aza-bicyclo[3.1.0Jhex-
Thi azol e- 4-carboxylic adid (3-naphihﬁW@ﬁmﬂﬂ?ﬁﬁgmm@mmeemM)
538. 11 2-yl pret hyl - 3-aza-b icycl o[ 3{1. O]hex 6- amide
yethyt)y=(p-triftuoronethoxy=benz yfhlaiol'e 4°Hébe>E/hc acid [3-(2,A-difluoro-
Thi azol e-4-carboxylic agid (3- 268 3% g 1.01hex-6
henzaf73, 3] di oxolssday| netlhyl sgecaza- | b i QU EES blcyfﬁ[% Ihex-6-
3x-6-y|nethy|)-(3- trifll uo roneth owymﬁW%@ﬁ@VPTmﬁmWYP@uW)
e Thi azol er 4- carboxyliq acid [3-(g,3-difluoremid269
e hI5| ]0 (esntzy 'f l) =3 a za-t ﬁ ﬁll%bié-ﬂ%%OhMlM[ﬂB “methyl-
eX-0- Y| netny ri uorom e D g
Thi azghe- 4- car bosegki c agl d p®%2, 5 ﬁxr?'? f%ky}]ﬁﬁa%cygo[s 1-Olhex
523. 14 523.90 be nzyl)-3-aza-b icy¢l BV‘["S"M}. @friypromethgry-penzyl)-
y[met hyl ] -(B-trifluo ronet hoxy-benzyl) am de amide
iazol e-4-car boxyli ¢ agi d ( 3- qui NOIThiBzolk=4-cambdxyioasid J3Z(1-pyrimidin-
539. 06 yl net hyl - 3-aza- bijcyclo [3.1 O]hS%HQ;M%ﬂz
~$i-1H8- -2-yImethyl)-3-aza-
7P - - . Lz Tara) -
et hyzl ; (3 t (f | o4 10MEL roxyé Zyl bicyclo{3.1.0Jhex-6-yImethyl}-(3-
trifluaromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(3,5-difluoro-
benzyl)-3-aza-bicyclo[3.1.0]hex-6-
276 523.14 524.09
yimethyl]-(3-triflucromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(4-
difluoromethoxy-benzyl)-3-aza-
277 553.15 554.09
bicyclo[3.1.0]hex-6-yImethyl]-(3-
triflucromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-quinolin-8-
ylmethyl-3-aza-bicyclo[3.1.0]hex-6-
278 538.17 539.05
ylmethyl)-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(2-butyl-1H-
imidazol-4-ylmethyl)-3-aza-
279 533.21 534.02
bicyclo[3.1.0jhex-6-yimethyl-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(1H-indol-2-
280 526.17 526.93 ylmethyl)-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl]-(3-trifluoromethoxy-benzyl)-
‘ amide




am de WD 2006/ 106425 PCT/1B2006/ 000947 60 Exanple MN
Cal c Mass Spec | UPAC Nane Data (M + 1)
wQabioaaad4es 4- car boxylic acid [ 3-(4-met hoxy- 272PGBIB20&/000947

531.94 3-net hyl

6-yl met hyl ]

-benzyl ) - 3-&ta-bi cyclo[3.1.0] hex-
-(3-trifl uo romethoxy-benzyl )- am de
Thi azol e-4-carboxylic acid [3-(2,4-difluoro- 273

523. 14 524.02 benzyl)-3-aza-b icyclo[3.1.0] hex-6-
ylmethyl]-(3-trifluo ro methoxy-benzyl) am de

Thl_aLO| e-4-carbhoxylic am d {3-[3-(5-nethyl- 274 533 2
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bicyclo[3.1.0lhex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(2-chloro-
thiazol-5-yimethyl)-3-aza-
285 528.07 528.79
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3~(4-chloro-1-
thyl-1H- -3-yimethyl)-3-aza-
086 525.12 526,02 me lel H-pyrazol-3-ylmethyl)-3-aza:
bicyclo[3.1.0}hex-6-ylmethyl]-(3-
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288 456.23 457.2/459.2 (3-chioro-benzyl){3-(1-hydroxy-
cyclohexylmethy!)-3-aza-bicyclo[3.1.0]hex-
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1-Methyl-1H-imidazole-4-carboxylic acid
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yimethyl]-amide
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Thiazole-4-carboxylic acid (3-aza-
304 389.16 390 bicyclo[3.1.0]hex-6-ylmethyl)-(4-fluoro-3-
isopropoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-aza-
305 415.17 416.0 bicyclo[3.1.0lhex-6-yImethyl)-(3-
cyclopentyloxy-4-fluoro-benzyl)-amide
Thiazole-4-carboxylic acid (3-aza-
306 417.19 418.0 bicyclo[3.1.0Jhex-6-ylmethyl)-[3-(2,2-
dimethyl-propoxy)-4-fluoro-benzyl]-amide
Thiazole-4-carboxylic acid (3-aza-
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1-Methyl-1H-imidazole-4-carboxylic acid
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ylmethyl)-(3-trifluo ro nethoxy-benzyl
-1 Himdazol e-2-carboxylic acid 318 422.19

-3-aza-b icycl o[ 3.1.0] hex-6- PCT/IB2006/000947
uor om etwhoxy- benzyl

4- Met hyl

W@ 286206408 - et
ylmethyl)-(3-trifl

hyl

am de

)_

) am de WO

2006/ 106425 PCT/ 1 B2006/ 000947 65 Exanple MW Cal ¢ Mass
Spec | UPAC Nane Data (M + 1)
5- Propyl -i soxazol e- 3-carboxylic acid (3 319 451.21

452. 23 et hyl -

3-aza- blcyclo[3 1. O]hex

-yl met hyl ) -

S3-tTi i —oor
- | Sxampjey | -
51. 24 (3-et

onet IIU)(y UEII/yM}asgs

2H pwv ealol e-
hyl - 3-aza-b i

B-carboxyl i

pad
Rafe (13

.10]hex6yl

de

c acid 3J0PAdNAmMa2
m

thy T1)-(3-t
-I\/Ethg
23. 28%%t hyl

A~ O D T

| -1 H pyrazol e-3-

riftf uoro

- 3- a2¥Hi cycl

3-trifluorgm et hoxy-benzyl)-a mi

m eth oxy-
car boxylic

o F0120] he

ac| %é "b‘%'faﬁ’glf cf@oxyhc acid
{26y ity HRy(B . 3-trifluoro-propyl)-3-

d eaza-bicyclo[3.1.0]hex-6-ylmethyl]-amide

S-Ethyl-2-nethyl -2 Hpyrazole-3-ca bnxy | i ¢ 322 _
450. 22 451. 34 acid (3-ethyl - 3- aza- b KNG} BHTIdgokedrcagoxyiic acid
yll met Iggd )-(3-t (fl U@, r one ho nzy|l )cyclempgmethyl-[3-(3,3,3-trifluoro-
2- | sopropyl -|t hi azol'e- 4- car boxyl I ¢ aci d pkodyl)- ﬁa’&&b:é;@lzgsih%]hex-e-
468. 21 et hyl|- 3-aza-bi cyc| o[ 3. 1. 0] hex- 6-yI maty, I)iFamide
(B—t++tuvo—rormet-hoxy-benzyl \-am—de_l_wefh A
H- i m dazol e-{4- car boxylic aC| d 324 4212\1Ie1l9l M&ldé‘z’ble-zl carboxylic acid
( |3' et 231%” - ]?I- aza- E"M.Zﬁ]ydt E [034]13966 Ezexhe@tyy[b -(d8 Bkiforo-propyl)-3-aza-
-(3- XV-
yrhi) agol ef|4- calrjgoxsl [ ceac d {3- et hyl |- 3- 'Ci'dg[g]ég] %fSyI"leX]y” -amide
?r2|6f ﬂﬁo?lo%tc Ihgg(;? %eﬁjzgle;( gl_,nyldget nytp - (Methyl 1H-imidazole-4-carboxylic acid
5- Chl 8%%- pyr|i di neg2Z car bpxy|3782aci d ( 3ugdB(3483riftyero-propyl)-3-aza-
454. 16 et hyl|- 3-aza-bi cycl o[ 3. 1. 0] hex- Geigytioret.bidx)6-yinfedryll-amide
riff uorolmeth o xy- benzy [)-amde 1-Mthyl-1
H-i m dazol e-|4- carboxylic|acid 1-Methyl-1H-imidazole-4-carboxylic acid
333 412.24 413.22 cyclohexylmethyl-[3-(3,3,3-trifluoro-propyl)-
V 3-aza-bicyclo[3.1.0]hex-6-yImethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-chloro-benzyl)-3-aza-
334 414.22 415.20
bicyclo[3.1.0]hex-6-yImethyll-(2-methyl-
butyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
335 496,26 427 21 (3-cyclopentyl-propyl)-[3-(3,3,3-trifluoro-
propyl)-3-aza-bicyclo[3.1.0]hex-6-
yimethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
336 414.22 415.19 [3-(4-chloro-benzyl)-3-aza-
bicyclo[3.1.0lhex-6-yImethyl]-pentyl-amide
1-Methyl-1H-imidazole-4-carboxylic acid
337 400.2 401.21 butyl-[3-(4-chloro-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yImethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-chloro-benzyl)-3-aza-
338 398.19 399.14

bicyclo[3.1.0]hex-6-yImethyl]-

cyclopropylmethyl-amide




327 386.23 386.81
pent yl

. -[3-(3,3,3-trifluoro-propyl)-3-aza-
whe@gabd@ps. 1. 0] hex-6-yl methyl]-am d e

1- Met hyPET/IB2006/000947

H i mi dazol e- 4-carboxylic aefrd 328 386. 23 386. 94

(2- et hyl

-butyl)-[3-(3,3,3-trifluoro-propyl)-

3-aza-bicyclo[3.1.0] hex-6-ylnethyl]-amde WO
2006/ 106425 PCT/ 1 B2006/ 000947 66 Exarrpl e MV Cal c Mass
Spec | UPAC Nane Data (M + 1) 1-Methyl -

H i dazol e-4-car hnvul -e—aei-d ')’70 400~ 24 40+—26
2- I?;Ea!i%ﬂle but yl ),\,W[,&a{GS 3 3 arss'PPuor D- pr opyl )WPAC Name
aza- bi cycl of 3. 1. 0] hex- _(S-yDnigt(My'I"]) am de  1- Met hyl -
' ;“ gazol r" 41': ;d; Ut)g)"('g Sagl d d%jIL) 5 IMethyR {H-imidazole-4-carboxylic acid
cycl opropyl jmet hyl -[3-(3,/3,3-triflupro- i
DI 0py4a) - 3- aza- bisagigecl 0 [|3. 14B2bex- 6 r"ﬁa{4 Chllojo benzyl)gf SN
L- Met hyl -1 |Hi i dazol e- 4- car boxyl i ahi‘iyﬁo[?’ é%‘i Xﬁ’gl pl-(2-ethyl-
115. 29 heptlyl -[3-(3, 3, 3{trifl uoro- br opyl ) - 3-hatybramige
cyct—o {371 0] hex-6-ylimethyl'T-amd -vethyl -1 o
H i mi dazol e} 4- carboxylig¢ acid 332 3?%?%’1’%%%%6'4"“’%"'° acid
but y134p 3- (3|, 3, 346416 | uor|o- pridby| ) - B{3ehlgro-tisnzyYBr(@3,3-trifluoro-propyl)-
3. 1. 0] hex-6-yl net hyl ] -am de 1- Met hysrazd-bicyclo[3.1.0]hex-6-yimethyl-amide
1 i mi dazol et 4-carboxylig acid 333[412 24 413 22 _
tycl ohexyl net hyl - [ 3- (3, 3, 3-t ri f | uor ol-HpByhHmidazole-4-carboxylic acid
3- aza- bi cycl o[ 3. 1. Q] h_e><- 6- %I g?t hy|| ] Gehtprddenzdl)-[Rdetrapydrojpyran-4-
4 i miWazol ef 4- cd nyl i aci'6>' 334 41,43%23 #c&o[2 D0]hex-6-yimethyl]-
[ 3- (4-chl orp- benzyl ) -3-dza bicycl o] 3. 1. amide
ox-6-ylnethyl]l-(2-methyl- butyl)-am dp 1-Methyl -1
4 i mi dazol el 4- car boxyl i @ aci d 335 426Malyiggmi %afd'e'4 -carboxylic acid
3-cycl opent yl - 1)-[|3 3-t1i f {Adiere3-tifugremefiyl-benzyl)-[3-
| I) 3 3:5|Z?- [ 45?%?%/ o] 3 1. 8? -6 - (3,3,3-trifluoro-propyl)-3-aza-
yl met hyl ] -am de 1-l\/|9thy|-1 H-|mda ol O(F(Q{WJ
acid 336 414 22 415 19 [ 3-(4-chl n: %'cgdj ﬁyh@thyu amide i
bi cycl o[ 3. 1| 0] hex- 6-yI met hyI ]-penty | 1 aﬁ,h@ 1H rTa’%%? ﬁdﬁrbo]x_yhc acid
i m dazol et 4- carboxyl i d acid 337 400. [3-(4rbygiropytetrahydro-pyran-4-
but yl 3483- (4t chl coezbenzyl ) - Foaza- yimethyl)-3-aza-bicyclo[3.1.0Jhex-6-
yimethylJ-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
244 458.21 4592 (3-chloro-benzyl)—[3-(4-hyd.roxy-tetrahydro-
pyran-4-ylmethyl)-3-aza-bicyclo[3.1.0]hex-
6-ylmethyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
345 478.22 4702 [3-(tetrahydro-pyran-4-yl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
(4-fluoro-3-trifluoromethyl-benzyl)-[3-
346 480.21 481.2
(tetrahydro-pyran-4-yl)-3-aza-
bicyclof3.1.0jhex-6-ylmethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
347 330.24 331.2 cyclohexylmethyl-(3-methyl-3-aza-

bicyclo[3.1.0]hex-6-ylImethyl)-amide




bi

cyclo[3.1.0] h ex-6-yl

met hy! ]

-am i de

1- Met hyl -

H i m dazol e-4-carboxylic acid 338 398. 19 399. 14

wQ 3v0640q@bkt or o- benzyl ) - 3- aza-

hex- 6- yl met

hyl] -

cycl opro p¥l

bi cycl
met h

o [3.1.0] PCT/IB2006/000947
yl -amide WO

2006/ 106425 PCT/ 1 B2006/ 000947 67 Exanple MW Cal c Mass
Spec | UPAC Nane Data (M+ 1) 1-Methyl-1

H i mi dazol e-4-carboxylic acid 339 428.23 429. 28
[3-(4-chlo ro-benzyl)-3-aza- bicyclo [3.1.0] h

X - ﬁJ|[TF.t yl]-(2-ethy ﬁgix&s\ amide 1-Methyl-1
H- igyi.dazol d- 4- yli¢ MapiSeesa0l 440. 16 468ad N
(3 gr o- benzm ?% a)a’rlatm H-f1b ujor o- pr opyﬁgA ame
J U.LU. IJI \J_)’T.cl nr ’Dg:lL-AL\1 "I'ﬂlel U yl IrCl Il_yl J alWﬁT
1- Met hyl - H-| m dazol e- f- car boxyl i [c 1ddsthyl-1+Binidazpgt-carboxylic acid
429. Bag 3- c_h to sordge nzyl)- by tetra hyclotegyinmyyzothgh3yza-
|')-3-aza-bijcyclo [3.1.0] h ex-6 -yl nmyghbsY ohdeAid6amide
1- Met hyl -1 |H i m dazol e- 4- carboxylijc aci'd 342 492.18
493. 1 (4-1Il u o ro- 3_—tr [ uoromet hg/-Cﬁerﬁel(3methyl3aza-
nzyl)-[3- (|3,3, 3-trifltuoro-propyl b.@,rc%?sa Ofhek-6-A¥6thyli)-NY1-methyl-
[3.' 1_.3@ﬁ h @x- 6- yiomdt hy! ]- amlﬂje I %ﬁ imi zol Imeth riflugromethyl-
H-i m dazol g- 4-carboxyli¢ acid [3-( aa 3)’"1 &y ha
r o- pyran-4 {343 508. 23 509. 2 benzamido
vyl met hyl ) - 3- aza- bi cycl o] 3. 1. 0] hex- |68,7yplihydro-5H-pyrrolo[1,2-alimidazole-2-
met hyl ] - (3-|tri fl uor onet noxy- benzyl ) acak 3 lid advRi-hythyt-3-aza-
H- i mdethzol g- 4- c&t48xyl i ¢ act®1 344 458b%,‘1:,0[§$8]hg( 6(y'ﬁn ‘M}l) (3
-
| or o- benzyl}) - [ 3- (4- hyd roxy-tetrahyd o b?% i
met hyl )-3-4dza-bicyclo [B.1.0] h ex- 6- \f'l ‘r‘?é‘i\{'f?\}P’[y' arry aamee
1-Met hyl -1 |H-i mi dazol e- #- carboxylijc aci G.c,Rfan-flelyi@aza-
479. 3(tetra§dro-pran l)-3;aza- } N1 i
bi cyéPo[ 3. 1. 0] h % B-yl mit hyﬂ%% 3- P’u"ﬁé‘[?’dé’]hre’é“‘y'methy') N-(1-methyl
rret hoxy ben Zyl ) am I de ]_ '\/Et hyl 1H-ImldaZO|-4-y|methy|)-benzamlde
H—+mi-dazoel 4 Wl{)\n\yTl E—atCt
1-Propyl-1H-imidazole-4-carboxylic acid
352 468.19 469.28 (3-chloro-benzyl)-[3~(3,3,3-trifluoro-propyl)-
3-aza-bicyclo[3.1.0]hex-6-ylmethyl]-amide
1-(4-Trifluoromethoxy-phenyl)-1H-
imidazole-4-carboxylic acid (3-chloro-
353 586.16 587.21 .
benzyl)-[3-(3,3,3-trifluoro-propyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl}-amide
1-lsopropyl-1H-imidazole-4-carboxylic acid
354 468.19 469.27 {3-chloro-benzyl}-[3-(3,3,3-trifluoro-propyt)-
3-aza-bicyclof3.1.0lhex-6-yimethyl}-amide
1-[2-(4-Trifluoromethoxy-phenyi)-ethyl]-1H-
imidazole-4-carboxylic acid (3-chloro-
355 560.22 561.33
benzyl)-(3-propyl-3-aza-bicyclo[3.1.0}hex-
6-ylmethyl)-amide
1-Propyl-1H-imidazole-4-carboxylic acid
356 414.22 415.3 (3-chloro-benzyl)-(3-propyl-3-aza-
bicyclo[3.1.0lhex-6-ylmethyl)-amide
1-(4-Trifluoromethyl-phenyl)-1H-imidazole-
4-carboxylic acid (3-chloro-benzyl)-(3-'
357 516.19 517.31 .
propyl-3-aza-bicyclo[3.1.0]hex-6-yImethyl)-
amide




346 480. 21

(4-fluoro-3-trifluoronethyl

481. 2

- benzyl) - [ 3-

(tetrahyd

WO eoopso@Rrs 4-yl ) - 3-aza bi cycl o] 3. 1. 0] hex- 6- yl nep¢myig20eam000947

i de 1-Met

t o

hyl

- (3- et hy!

-1 H i mdazolée- 4-carboxylic acid 347
330. 24 331.2 cycl ohexyl net hyl
[3.1.0] h ex-6-ylnethyl)-amd e WO 2006/ 106425

-3-aza b i cyc

PCT/ 1 B2006/ 000947 68 Exanple MN Cal c Mass Spec | UPAC

Nane Data (M + 1) 1-Methyl

-1 Himdazol e-4-carboxylic

cid_ 348 951;14 26 345 3 Mgsss
cycl.ol | net h et hyl V3Sg2Rec
L A 1) i i =t bytamani)de 2-Chl o ' 20 Name
o—N-{3—eth aZza 3-r“ 42634424
bi cycl of 3. 1|, 0] hex- 6- yl mépt hyl ) - N- (1} rreutylylkimigiazole-4-carboxylic acid (3-
H-i misg@zol -|4-yl ned.dyl) - 3- t ralssor ofret hyhloro-beay)BhH@EYI-3-aza-
6, 7- Di hydr o- 5H pyrrol o[ 1, 2-a]im daéol gé)gro[?,_q@fhggég%lnétgyl)_amide
aci d (3-nethyl -3-aza 350 434.19 43p.1
I cyclo[ 3. 1. O] hex- 6-yl et hyl') - (13- 1-(4-Trifluoromethoxy-benzyl)-1H-
trifluoromet hoxy-benzyl)-ani de 1mldazole-4 -carboxylic acid (3-chloro-
B- Chi39 o- N-(3- etHgP-3-aza 3%T3872. u‘ZJe zylF -2pro yl-3-aza-bicyclo[3.1.0]hex-
hi cycl of 3. 1| 0] hex- 6- I mé=thy|) N- (1} meERGRProp
H i i dazol -J4- yl net hyl ) - benzani de  [L- Pr opy| &-fimethyl)-amide
H i m dazol e- 4- carboxyli ¢ acid 352 #68.149Tdg&oR8hoxy-phenyl)-1H-
3- Chlﬁo_r o- benzyl ?3'{ 3-(3)3, 3ét r3i f 1 upr amigs0@Mciroxylic acid (3-chloro-
3- az&bbi cycl o [ 3321%] hex- 6% 1*fret hy b]%nzgg%_gpo yI-3-aza-bicyclo[3.1.0hex-
- (4-Trifl uoromet hoxy-phenyl)-1 HB 85 t§ 21
m dazol e- 4- carboxylic acid (3-chlpro- ben&YM§iylpryds
3, g't ri flt Eolr]o propyl ?L IF- aza- bi CYVh-%[)gfop]yb-m Ridazole-4-carboxylic acid
£X- 0- nmet ny e SOp ) ] a. 2 e
H- | m~dazol e 4- cgn‘]boxyl i acf{1§%¥354 462{.3 i@or%%eﬁ'.zyﬁ'f?’ propy! 3az.a
( 3- chl or o- benzyl )-[3-(3, (3, 3-triflupr obipfcigigy [0jhex-6-yimethyl)-amide
3—aza—bireyelro—13—10hex—6—yrethy—ande
1-[2-(4-Trilf | uor omet hoxy- phenyl ) - e HyBulyl-1H-iHid88B-45800x31E acid (3-
561. 382 m dazol eqdzcar boxy! a16.3aci d| ( 3- cdnlor@nzyl)-(3-ethyl-3-aza-
penzyl ) - (3-jpro pyl - 3-aza- bi cycl of 3} 1. QR0 0jhex-6-yimethyl)-amide
6-yl met hyl ) |- am de
1-(3-Chloro-phenyl)-1H-imidazole-4-
363 468.15 469.27 carboxylic acid (3-chloro-benzyl)-(3-ethyl-
3-aza-bicyclo[3.1.0]hex-6-yImethyl)-amide
1-Propyl-1H-imidazole-4-carboxylic acid
364 400.2 401.31 (3-chloro-benzyl)-(3-ethyl-3-aza-
bicyclo[3.1.0}hex-6-ylmethyl)-amide
1-Isopropyl-1H-imidazole-4-carboxylic acid
365 400.2 401.31 (3-chloro-benzyl)-(3-ethyl-3-aza-
bicyclof3.1.0]hex-6-yimethyl)-amide
1-(4-Trifluoromethoxy-phenyl)-1H-
imidazole-4-carboxylic acid (3-chloro-
366 518.17 519.29 .
benzyl)-(3-ethyl-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
367 47218 4731 (3-pyrazin-2-yl-3'-aza-blcyclo[3. 1.0}hex-6-
ylimethyl)-(3-trifluoromethoxy-benzyl)-
amide




5

10

1- Pr opyl

- phenyl®-1 H i m dazol e-

-1 Himdazol e-4-carboxylic acid 356 414.22
415. 3 (3-chl oro-benzyl) - (3-propyl
whe@gab@aps. 1. 0] hex- 6-yl met hyl ) - am de
1- (4-Trifl uoronethyl

-3-aza-

PCT/IB2006/000947
357 516. 19

517.31 4-carboxylic acid (3-chloro-benzyl)-(3 pro

pyl - 3- aza- bi

cycl o[ 3. 1. 0] hex-6-yl net hyl ) -

am de WO

2006/ 106425 PCT/ |1 B2006/ 000947 69 Exarrpl e MW Cal c Mass
Spec | UPAC Name Data (M + 1) 1-Butyl -

‘ ;_grld (3-—358 428F23—429.357

chlgl gy enzy' ) caiopy| - Beazapes JUPAC Name

b| cycl 8 ex- 6-yl mét[bgth]Maﬂjl d e

J. \EF- ITI IT Of U‘IT!:FIIU)\_y U.,IILyI )-1 1 Ssllﬁ\ninr\“_% '_‘27 ?qi:% b li id

i m dazol e-4-carboxylic acid (3- chloroe%rﬁp mitdzole la:mwmam

benzykg - ( 3-pr opyho 8- aza} bi cyglo [ 3 1. G HERwoimidazol-2-yl)-3-aza-

6- yl et hyl )|- am de 1-(4-Trif|uoronethoxW%@H%ﬁ9P§K@ﬁW¢mWH3

360 532.19 |533. 34 inidazole-4-carboxy|nﬂwﬁmnahmwbauwyamMe

(3~ c i 1|v1 u; hblcl)my'ﬁrar’%ﬁlx 1|pr1' —3" dlé A D - inilazbie i catboxylic acid

ex 6-yl nmet hyl)-am de sopr opy

H i misgazol €- 4- cagdpoxyl i JF acugh2 361 4143 Ggnephykazgigin-3-yl)-3-aza-

(3-chl oro-Henzyl ) - (3-propyl -3-aza bicyclo[3.1.0Jhex-6-yimethyi]-(3-

bi cycl o[ 3. 1. 0] hex-6-yl npthyl)-amid e trilluoBmewoxyi)enzyl) -amide

BT dazotg-4-carboxylT¢ acird (3= 862 414, 22 415. 33

chl or o- benzyl ) - (3-ethyl {3-aza b 1~ Methyl—1H-|m|dazole -4-carboxylic acid

i cycl3d] 3. 1.{0] her9%!8y| net hyl ¥00#m i dle (3-azetidin-3-yl-3-aza-bicyclo[3.1.0]hex-6-

1- (3-Chl ora-phenyl )-1 Hji m dazol e-§4- 3JodtdiEB-chibrobeylRamide

car boxylic |acid (3-chlofo-benzyl)-|3-ethyl

E;_aza-bi c?/ql 2[3 1.0] hlew 6-yl met 2244) Ih@dR-4-fliorBbeR M IN(-methyl-3-
i m_dazol g-4-c xyli¢ ), : . L

(3- cﬁ?ﬁro HBenzy § T3- et hyl - é L a Aé legs./clélg.]f.'oﬁ’elxan6yl)n"1ethyl)1H

blcyclo[3 1. O]hex 6- yInPthyI) am d| e 'W?@ﬁP@ﬁ?mem”e

H-—-i ”ﬁlélh’ﬁgo '3m\‘ﬁ°‘Wé%"¥él€ten \f?ﬁ’f{g‘g BodM ith %e‘ﬁ\‘ﬁé?dmt apparatus and

(3-chloro

binegEectid3 "ﬁa{)ﬂdh@w 6bs>9m¥@rt BRacya e(}ﬁ)dlgare measured by a Shimazu infrared
lspefirohidtdr! URu@OEt' RO%M Plue Mydigar Lmbbnetic resonance spectra (NMR) were

measured in CDCl; by a Varian NMR spectrometer (Unity, 400MHz for "H, 100MHz for *C)
unless otherwise indicated and peak positions are expressed in parts per million (ppm)
downfield from tetramethyisiiane (§). The peak shapes are denoted as follows: s, singlet; d,
doublet; t, triplet; m, muttiplet; br, broad.

The invention described and claimed herein is not to be limited in scope by the
specific embodiments herein disclosed, since these embodiments are intended as illustrations
of several aspects of the invention. Any equivalent embodiments are intended to be within the
scope of this invention. Indeed, various modifications of the invention in addition to those
shown and described herein will become apparent to those skilled in the art from the
foregoing description. Such modifications are also intended to fall within the scope of the

appended claims.
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366 518.17 519.29 i m dazol e-4-carboxylic acid
(3-chloro benzyl)-(3-ethyl-3-aza-bicycl o[ 3. 1. 0] hex-6-

W@ bovetiwaky - ami de  1- Met hyl -1 H i m dazol e- 4- car BPORYB20@6/000947

acid 367 472.18 473.1 (3-pytaz

n- 2-yl - 3-aza- bi cycl o[ 3. 1. 0] hex- 6-

yl methyl)-(3-trifluoromethoxy-benzyl)- am de WD

2006/ 106425 PCT/ 1 B2006/ 000947 70 Exanple MW Cai c Mass
Spec | UPAC Nane Data (M+ 1) 1-Methyl -

H- i m dazol e- 4- car boxyl i c aci ; 68 510.2 511.2 [3-(1
H benzoi m dazol - 2-yl) - 3-aza cl o[ 3. 1. 0] hex-6-yl

met hy IWh4t3s cléimed is: uo ro methoxy-b a nzyl)-a mi d e

1-Methyl -1 Keigy ﬁggll,%"ﬁ gigfrboxylic acid 369 463.22
464. 2 [3 (1- nethy azet| I n-3- yI - 3-aza-

bi cycl o[ 3. 1. 0] hex- 6-yl me®hy( ] - trlfl
uor onret hoxy- benzyl ) - am de
1- Met hyl - I Hi mi dazol e-4- gy bgxylic a |d 370 399. 18

400. 2 (3-azetidin-3-¢,-3- 'zavplcycl 3 1. O]hex 6-

yl methyl)-(3-ch to ro-beggyl) -

| or o- 4-f 1l uorobenzyl) - N-((c-nethy 3 37 362 83 363.1
aza- bi cycl o[ 3. 1. 0] hexan-6ryl )grethyl)-1 H i mi d azo
| e-4-ca rb oxa mi BRI ting points were taken with
a Buchi mcro nelti . apgaratus and

uncorrected. Infrared absorption spectra (IR) were
measured by a Shi mazu } ed spectroneter (IR-470).
1H and 13C nucl ear nmagd esonance spectra (NWR)
were neasured in CDCl3Nqy“a Varian NVR spectroneter
(Unity, 400MHz for 1H, 100MHz for 13C) 5 unless

ot herwi se indi cated and peak positions are expressed
in parts per million (ppny downfield from
tetranethylsilane (5). The mﬁme$hapes are denoted as

W%FFG%VE1 r{eérb%&tsn%ke%r.agrgtﬁgléacgg l? 8Wt % %rblépeconglsﬁned GOf g}ry{n adazolyl thiazolyl,
@Vrath@dawb'i vipzoly, Hiezoll coxpeiazdlyli quinglinyh ispxazadyl, yrreleignidazoyl, and
w&ﬁe\zfalec whBRpdidi® 'Hbt%rd?aﬁﬁ @ BptdhAy! RBSHuted bP el diaRbre substituents

S80854 TROL o SRl RSP ek (R calipoaRunicrcaaiony, (cr
Cndydictxpatikun, {Caf ghydrmxgaltkd dCé-G1.)pey! wind benaylt he scope of

this 'R}W@JHn'd%ndép@Q@&Qy re\!ﬂl%%érqlll-ﬁor'l@gtaf él@ﬁtv@r@l:b?n ig élgﬁ is
ven hown and describ

t t
RatRly bl & ot okt (et NRHe cRIPGETY
art f Comptelents #(@He)gowhgfadest Ri o nr —(Stglh-O-, where m =2, 3 or 4;
modi f IZCré;Srb% (% -%14%@0(C|1-%t )%mg%q (é3£b8§®l:ll)a|Wlt hin the

scope of
R4 and R5 each independently represent H, halogen, (C4-Cg)alkyl, (Cs-C1s)aryl, (Ce-

Cus)aryloxy, (C4-Cg)alkoxy, (3-10 membered)heterocycloalkyl or (Cs-Cg)cycloalkoxy, wherein
R, and Rs are optionally substituted by one or more -OH, (C;-Cg)alkoxy, -NR;R; or halogen’;

Y represents -Rg, -(CH.)o-Rs, -C(Rg)s or -CH(Rs),, wherein o = 1, 2 or 3;

Rs represents M, (Cs-Cyg)aryl, (C4-Cyp)alkyl, {C3s-Cyp)cycloalkyl, (Cs-Cyg)bicycloalkyi,
(Cs-Cig)tricycloalkyl, (3-10 membered)heterocycloalkyl, (5-10 membered)heteroaryl, -
C(=0O)NR;Rs, or -C(=0)OR;, wherein said Rs groups can optionally be substituted with one or
more X groups;

wherein X = -OH, (C4-Cg)alkoxy, -NR1R12, -SO2R10, -C(=O)R'1o, halogen, cyano, (Cs-
Ceglalkyl, (C4-Cyo)alkoxyalkyl, (5-10 membered)heteroaryi, (Ce-Cis)aryl, (Cg-Cis)aryloxy,
benzyl, or (C4-Cg)hydroxyalkyl;
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appended cl ai nrs. WO 2006/ 106425 PCT/ | B2006/ 000947 71
CLAIMS What is clained is: 1. A conpound of Formula

WO 2000106254 R3 R2 N**'~ Z QR5 A HH N Y BCHm2uw/@0947

| wherein R represents a heteroaryl selected fromthe

group consisting of: imdazolyl, thiazolyl, pyridyl,
oxazol yl, pyrazolyl, triazolyl, oxadiazolyl,
qui nol i nyl, isoxazolyl, pyrroloimdazoyl, and

t hi adi azol e, wherein said heteroaryl is optionally
subst i Whereid Rp\ano g ireleperaleatySepissdnt He (C,C,)a@l, eCL@oyEbakg, (5-10

(%n?ﬂ%ﬁlzgé'fvanﬁ ﬁ%ﬁe” C é;g y%lk yl ’5{) 1_mei[16bered)heteroaryl or (Cy-

Cﬁ@)FHfPWGW'aWW‘P'" @MW!@W&K«% stityteg byoane) qi rpre 4 Aepups;

?enz)&or Ff?%mli Rﬁ’:/c\)ﬁélﬁerﬂvm EESRRER ﬂwt\hl'ychrtﬁé?/frtﬁéﬁiéte}ttlbbr@ﬂ may form a (3-
- a rein sai i ona

STttt oro SaRRRS BrofRioRed Sunsediead ong Bkort X gres

or halwigein Q Raepr esreptesenty CH2JC1:Cslaliwher e (Pe-Cs)ckglodkyl,3  (3-10

%erﬂbé?éd)he(té%@y):ﬁbl@la gdaLle b (m)xya&y 3(5[—’]6 %emt%réoﬁ%ﬁ St Sor  (Cy-

(ﬁg) %@g (C1-C8 or C8) cycl oal kyl; 15 R4
Vakdh i ndependently repr esent H, hal ogen,
( C1- CBytmrdiy R;+.anfl G, ideppadently rep@Bent Gl 43 aB:)dligk YGs-Cs)cycloalkyl, (5-10

RS TR SR A ey o e

S(El‘l?)g'f‘?’fﬁ ¥d by one or nore -OH, (Cl-C8)al koxy, - NR7RS8
or hal @@bannah’emleq)lyemptable-sa&, solaidd2y proffugs thefdab) 3 or

(CG 014) ar;\fh% ?dgib gridd)oiq"c\?@rr qr wﬁ&rg esg{;c %ﬂ%tr}{ is defined as in

(Fesmia HpFeriladil kyl - 207 ( Cs- C18)tr| cycl oal kyI (3-10

menber ed) hetrrocyc oaI kyl, (5-10 nenbeyed) helcer oaryl,
- C(=O NR7RB, O ( O)(R?? wher ei n sai groupg, can
optionally bgsu stlt d with one or g.mle X grqups;

wherein (C1- aI koxy, - 1
-C(= O)Rtg\h@h/o/g o{anb\ (C1- ng}l

L N i
(C1-C10) al kozyal kyI (5-10 Rerember ed) hax er oarﬁ , 5
(C6-Cl4)aryl -Cl4) aryl oxy, 25 be or
(C1- C8) hydr oxyai kyl ; WD 2006/ 106425 P 82006/ 000947
72 Hay, WA R, “\\\\\\H

N N
Y . Y
Formula Il Formula I11.
3. The compound of claim 1, wherein Z is (Cs-Cy,)aryl, and R, or Rs are each
independently H, halogen, -CF3, -OCFj3, (Ce-Cq4)aryl or (Cs-Cyq)aryloxy.
4, The compound of claim 1, wherein R,, Rz and A are hydrogen.
5. The compound of Claim 1, wherein Y is a (C4-Cg)alkyl, a (Cs-Cg)cycloalkyl, a

(3-6 membered)heterocycloalkyl or —CH,-(C3-Cg)cycloalkyl; wherein Y is optionally substituted
by halogen, OH, -SO;Ry, ~C(=0)R;¢ or -CH,CH,CF.

6. The compound of Claim 3 wherein R' is imidazolyl.

7. A compound having the following formula:
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wherein R7 and R8 i ndependently represent H,
(C1-C8)al kyl, (C3-C8)cycloal kyl, (5-10

woreovbao@dj het er ocycl oal kyl , (G - C8) hydr oxyal kyPC1/EB2005/000947

menber ed) het eroaryl or (Cl173C10) al koxyal kyl ; wherein
R7 and R8 may optionally be substituted by one or nore
X groups; or R7 and R8 together with the nitrogen in
whi ch they may be attached may forma (3- 5 10

menber ed) het er ocycl oal kyl group optionally substituted
by one or nore X groups, rein R1O represents
(Cl-C6) al kyl , (C3-C8)cycNoal Ryl, (3-10

nmenber ed) het er ocycl oal kyl 1- C8) hydr oxyal ky, (5-10
menber ed) het eroaryl or (Cl- 0)al koxyal kyl ; wherein
R11 and R12 independently rep sentfH, (C1- C8) al kyl ,

(C3-C8) cycl oal kyl, (5-10 1®
menber ed) het er ocycl oal ky® *C@}H&dgoxyalky, (5-10

menber ed) het eroaryl or (Cl-| Cl0)al koxyal kyl; or
pharmaceutically acceptable ts, solvates or
prodrugs thereof. 2. T C md of claiml, wherein
the stereochem stry is defined as in Formula Il or
Formula Ill: RLORL O /I 4 R\ |1 /|NYRS R2
NQEZ~R ~/ 5 H /411" HN NwI15 Y Y Fornula Il Formula
II'1. 3. The conpound of clajm1, wherein Z is
(C6-Cl4)aryl, and R4 or R5 Yare each independently H,

hal ogem, R,GInd, A-ik¥Epdnden@p réptddear ¥l o@(@(@faﬂ@ﬂfé%r@;em Q%M. alkyl is
. an ar e

opseFa SBUBRAIEY Qe o ok, (SRR T Rl B 3T

a ( C1-Ompesrys ~(Ch)rOsbars N cyle Rob9ridy Pr,~(@H2)¢-Q-=.avhere m = 2, 3 or 4,

nen‘oe_rzadbrbeérﬁsu@g—mb@g! (eylcoamky ot -defedcibdidye y Cl 0al kyl
wherei Y. Ls optionally subst

" Soerftins By ey PGB, h%‘g’.ger‘%%p%%% . c
GapiioRy, (heGadaltoxR(3-1 & memperadloétglocycloalkylAr (orgamucidalkoxy. wherein
1 \eha &, bla@pfidblyib&tButE LBy BHedr miNe @0@1%%%@, -NR;R; or halogen;
E'CT/ I I%Fr%glgs& so- é‘r,?-(Cl-Z;_i—RB, %(k%s);!\y)r -EHHE,)L;, whereiry\g\ =7, })rR3S;’ H

Re represents H, (Cg-Cs)aryl, (C1-Cio)alkyl, (Cs-Cqo)cycioalkyl, (Cs-Cqg)bicycloalkyl,
(Cs-Cyg)tricycloalkyl, (3-10 membered)heterocycloalkyt, (5-10 membered)heteroaryl, -
C(=O)NRsRs, or -C(=0)OR;, wherein said Rs may optionally be substituted with one or more
X groups;

wherein X = -OH, (C4-Cg)alkoxy, -NR11R, -SO,R 10, -C(=0)R o, halogen, cyano, (C;-
Cs)alkyl, (C41-Co)alkoxyalkyl, (5-10 membered)heteroaryl, (Cs-Cy4)aryl, (Cs-Cy4)aryloxy,
benzyl, or (C4-Cg)hydroxyalkyl;

wherein Ry and Rg independently represent H, (C4-Csg)alkyl (Cs-Cg)cycloalkyl, (5-10
membered)heterocycloalkyl, (C1-Cg)hydroxyalky, (5-10 membered)heteroaryl or (C;-
Cio)alkoxyalkyl; wherein R; and Rg may optionally be substituted by one or more X groups;

or Ry and Rg together with the nitrogen in which they may be attached may form a (3-
10 membered)heterocycloalkyl group optionally substituted by one or more X groups;

wherein Rio represents (Cy-Cs)alkyl, (C3-Cs)cycloalkyl, (3~10
membered)heterocycloalkyl, (Cq-Cg)hydroxyalky, (5-10 membered)heteroaryl or (Cq-
Cio)alkoxyalkyl;

wherein Ry; and R, independently represent H, (C;-Cs)alkyl, (Cs-Cs)cycloalkyl, (5-10
membered)heterocycloalkyl, (C;-Cg)hydroxyalky, (5-10 membered)heteroaryl or (Cy-
Cyo)alkoxyalkyl;
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N R2, R3 and A independently represent H or
(C1-C8)al kyl, wherein said alkyl is optionally

W@ wstiod4ezt ed by one or nore -OH, (Cl-C8)al kKoxyPCFNRAGH00947

or hal ogen; Q represents -(€H2)n-, where n =1, 2, 3
or 4 or -(CH2)mO, where m= 2, 3 or 4, 5Z
represents (C6-Cl4)aryl, (Cl-C8)alkyl or
(C3-C8)cycloal kyl; R4 and R5 each independently
represent H, hal ogen, (Cl-C8)alkyl, (C6-Cl4)aryl, (C6-
Cl4) aroy blﬁ&ﬁMace@@b’rl%@ﬂ)tklﬂéyalts,(s'b}vﬁfés or prodrugs thereof.

menbered) hellher ocg@J 9al kyl 9rwr(ﬁ§:??1 I@g{yk%g%& or Rs are each

mherelh are optiona
mdenendenﬂyw hale% @f)aap@ﬁx;&Cs-Qmw}és (6«:-Chwxb@%n
represents W%omp&u@h’@cﬂéwﬁ@' whéréiltR), R;@hd AGH B@o%en

\(/\:hcgr (ezl:ﬂ?e) gr ;;I‘ he c?r@ioueﬁl_gj g\%wﬁ(swl{ae r ?_58%1] %@ %ylﬁl Cs-Cg)cycloalkyl, a
(&30 Oﬁsmbere@bétaabycgolal,kyl CC5~-@ 1A t-Ch)cycatgll kwhereir 3Y1@; optionally

I I 1 d) het |,
@EE@&%‘E&%‘F‘%S&P% Cs‘(?ﬁh;%y% d)ﬁwrée)rldrﬁgh%l%% ﬁa eroary

opt | oﬁéi |y B8 comBeYNd: oft BaMu't KRB i %?@““‘3('59?%‘%?&1 from the
\gi‘tﬁxpebrﬁsls‘ﬁng:of OH, (Cl-C8)al koxy, -NR11R12, -S02R10,

Cl- ?:)f 8 Ig)ﬂ(lugﬁgﬂﬁﬂe &%%Q%hc( C#glga'gﬁgaﬁdeéﬁ% O]hex 6-ylmethyl)-(3-
%rcﬂaorem aﬁwenzx(')c%m@,qkiyoﬁw o998, benzyl, or
( C1- Ca)Mtali-aryraidkstie-4-ediesgiin  Réidan B-&8-ticydeparotenisymethyl)-(3-

trﬁﬁgr%%%@x&l PQX)%% ésalllﬁ{ {%lon& (3- C8) cyc) oal kyl', (5- 10

rocyc ('Cl C3) hydr oxyal ky (5
menberledgthe! Hﬂ@@ﬁ%ﬂ'e Hear g@lhc CEgifal liqygipI3. 1W&Wethy’) (3
Bﬁlomnmdma’e@md,cﬂma&dy be substituted by one or nore

X gro a ogether v th.t I 4.r oge )
in mﬁ@ﬁét{’ﬁg "ﬂ‘g %e E FF%{(ghed arr'lé Z%r‘l’écy?@@% xbimethyi)-(4
rﬂewbérteprtmte@wbtwcylb%{hlwHycgﬁftbliﬁﬂd@pt ionally substituted

by ong r@émymnﬂmkéaﬂf@ue&bowr %i@ R%@aiaﬂﬁfy@iﬁﬁﬁt(ﬁhex -6-ylmethyl)-(3-

ﬁﬁlﬁﬁeﬁéﬂ%%ﬁn@b@'g? 5&‘% '0” fCl 08) hydr oxyal ky, (5-10
rrerrbeﬂelvbthy}ﬂ Hrimgazdie- @parb@yhc Ckoidal kdbaapelidyglb[3.128hex-6-yimethyl)-(4-

Go8L pFQp;L m@gﬂ dependently represent H,

Cl- C8 %‘ cl oal kyl
rrerrber1e’\ﬂ?tﬂ3é‘t15r"8l‘,’%ql% FRYPITG CRoles) z?yﬂ%ao@wa'rw Olgex:Brgmethyl-(3-
repeiipeniybireflenrabendyl)-amideCl- C10) al koxyal kyl; WO
2006/ %g@fﬁ%ﬁ 1ﬁ% dE%@Q@ér@%@%Zmd 1490 blw&% %Qé gﬁ%ihxl 13-(2,2-

acceptabl e sal [, " sol vales “or pro rugs t éreo
cingsolragrey) é‘lﬂ%ﬁ’rﬁp?”zyl}vﬁ@ld& nZis (C6-Cl4)aryl and R4

or R5 1amehgaehmidepsiepentdentid v ddd had-agebicycloBHA]hex@Sfhdethyl)-(3-
- ryd or = .aryloxy. 9. The conpound of
%Vog?h%%g,a@v%@ro& %e(.'%), (;Ia-@.g’and A are hydrogen. 5 10. The
conpounietby-18-midarore-4-aprepwliy Yacids ég ?@b'%b‘)ﬁﬂ 18Ihex-Ggyimethyl)-[3-
((@2%%6%01 ﬁﬁﬁdﬁ&het?ﬁeth&@b&ﬁyl lae;r eg) het er ocycl 0|61| kyl
- cyclo er e| n iS.0 0
subst | CUPEE B REFg TR bobee 55kt 67 ey SR D vimetrw- -
CR2 CHXOR®-etiiyl)-beTh-apddepound of Claim 1, wherein said

Co”poulnlqethﬁ m%%lz&éiztfcér%&yt @e gf Qe ConS'(%Mﬂrda&lme{JnQI 3-aza-
-4-car ox%/ ic acid

bs%!ﬁfé W'@gi@rya[’%*hﬁi) @]“I‘ﬂé’?mé‘eﬁhﬂ‘bé ylyaide:

1-Methyt-1H-imidazole-4-carboxylic acid (3-cyclopentylmethyl-3-aza-
bicyclo[3.1.0thex-6-yimethyl)-(3-triflucromethoxy-benzyl)-amide;

1-Methyl-1H-imidazole-4-carboxylic acid (3-trifluoromethoxy-benzyl)-[3-(4-
trifluoromethoxy-benzyl)-3-aza-bicyclo[3.1.0]hex-6-yimethyl}-amide;



trifluoromethoxy-benzyl)-am de Hydrochl ori de;
1- Methyl -1 Himdazol e-4-carboxylic acid

W@ 3s0a4664kF cycl o[ 3. 1. 0] hex- 6-yl met hyl ) - ( 3- PCT/IB2006/000947
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trifluoronethyl-benzyl)-am7de Hydrochl ori de;

1- Methyl -1 Him dazol e- 4-carboxylic acid
(3-aza-bicycl o[ 3. 1. 0] hex-6-yl et hyl )-(3- 15
chl oro-benzyl)-an de Hydrochl oride; 1-Methyl-1
H i m dazol e- 4-carboxylic acid

( 3 az @lmrﬁ/}lﬁll i &z@lem&%xglc)"aﬂﬁt hghiorodenzyl)-(3-cyclopropyimethyl-3-

uoro-3-trifluoro h enzyl ) -am de Hydrochl ori de;
EZ%Wﬁ&?F” 1101hex; Gyl Lge @'Y“ﬂecar boxylic acid
( 3 az grethiyicysinida3old-4Ehitbexyli6 - a;bldnﬁt-dmgﬂrc)—b@@yl) -(3-cyclopentylmethyl-3-aza-
Ci[% ﬁ]h% ﬂ%n%ﬂgggg‘yde) anmi de Hydrochl oride; 20

( 3 az é_l\,tﬁtr@/yw ngezgé%-qe?égpxgg;rmx A :?-);iﬂ?rg%enzyl) -[3-(4-trifluoromethoxy-
Eéd»t?l §-8-23a-biSR DO ¥x- G2y algmeﬁe 1- Met hyl -

i m [ -
(3 ac BCTRAE b E | e Lunc <§y°gf'°%g%y'nnse;?y' e
bieyciaf3.§ D]hax -Bionetivh- %lear@rmt
H i m dazlye 1I41rﬁ|aé£éM&drl§‘oxgtél E?i)ld (3hetr|1y)l 3[a§a lglgyclzo[s 12 .0Jhex-6-yimethyl)-

aza- bj.c ex yl met hy 5
&ﬁ WE’(%?/F”%‘%@B%&Z%MQLZY})P 06F0- benzegr fg ani de;
u

- Met h
H-i mi dadedhyed A-irgidedotexdrtdreoxdisi a¢id oro-3- trlfluoromethyl bgnzyl) (3-methyl-
(3%25‘5@}/3%[@3’@%@{ §uyﬂa1e%yb%c@ yl methyl)-(3- cycl oh exyl

Ieli(|ym dd\ﬁ%h}’é“z[ "Elg?@gé??qrgoxélbo q 1- Mgt hy| (é‘ chloro-benzyl)-(3-ethyl-3-aza-
Gvfﬂzy@i[m bihey-8lyojctyl-edjideex- 6- y| met hyl ) - [ 3-

g éﬂb{ah ﬁ‘?rfnﬂaz”dé»! berdJ@ﬁcOeSBﬁi (vdtn R hvh bichialzy biheasiyhethyl)-

Him azo e-4-carboxylic acid
((%trlél%aora?tbw1b6[‘@/')f"tﬁ%‘s?méh “‘i‘?et hyl ) -[ 3-
(2, 2, A-Mdthyfi-h Hohidesld¥Larbd@iivz y | ]acnam de%-mgthw@tqz91b1c1clo[3 1.0]hex-6-

(ygnerﬂ g% gklgorémgﬂgﬁ%é}|)%nﬁ& d

bi cyc|1d17|gh)1 1 ]nﬁgngé gfp@fg@ﬁm zjxcmt é’i ?tPYHBFEEB lbfﬁ‘r%?[?] 8)(21;1% 8 r3(lmethy|)-
Xklrrﬂa&brﬂ&hyl béndBiahyde: 1 H-i mi dazol e- 4-carboxyl ic acid

(3- Cy %ﬁqt %lllrrﬁ%tah%é 4 %ar@éﬁh%) (a ldt L 3 methyl-3-aza-bicyclo[3.1.0]hex-6-

bi cy cl' Iuoronethoxy benz
)Mn)eﬂa@r(a@lﬂuqmmwwwemﬂ')Hm'ciﬁ dazol e- 4-carboxylic acid

(3- }: Ir i Mé‘tﬁijlﬁﬁﬁﬂhhﬁwe -beadyly)ic [ 3a<gdl (?i ,5- Flchloro b]ert;zyl) 3 me’lchyl -3-aza-

tri r omet enz. 3-aza-bicycl o[ 3. 1. 0] hex-6-yl m

RGP Yol ?’0%9“?)0%‘%%06425 PCT/ | B2006/ 000947 75

1 Net hyMethyitHimiddaclesadoxsiit boxaid c é%ﬁﬂ"chloro benzyia-ethyl--aza-
|B!3qrd?he*szwmét)1 é’m@é’ﬁbd?@dhﬂﬁué met hyl -

H- i m d1a Sﬁhéj E\éq% ?(chia @X)&/&? Oac\f/dl )3 gl‘l%rg gf-ﬂuIc\)/lti“)ttﬂ}éyl)](3 methyl-3-aza-

(Beyeloj3or@ndxepmbthylf-8nidy,cl opent yl net hyl - 3-aza- b i cycl
o [3. 11 e hgl 1W|nﬁia¥$lgﬁtcl%ﬂo)<yhé‘mag|@ (3-chiof¥et fdto-Henzyl)-(3-ethyl-3-aza-

carboxylic acid

(‘?303@!‘?[30?‘3'1‘%‘6@13!2'97‘?"“/'? 818 t ri f | uor omet hoxy-
benzyl )-N@tht’;llz’a-}-ﬂldatﬁlbﬂfc%rbbxﬂ]: hex -<6idy | rre(B%Wlloﬂ&@nﬂd)d;&-methyl—B-aza—

4- b | d
O e R e LY o130 o e
* hyl) H\f@trwm-immzelﬁétq@woxwénfw) (il S SR WO Olnex-6-
"%ﬂn ﬂjif?e, aliRofmeeidRprstiz/ ¢ anrid |
( Meﬁ‘uyfaﬁ-? lmuliachle|4oo£a300xyh(c):] heéld6 y&ﬁ%éﬂ%"c) benzyl)-(3-methyl-3-aza-

bicyclo[3.1.0]hex-6-yimethyl)-amide;
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10 (4-fluoro-3-trifluoronethyl-benzyl)-am de;
1- Methyl -1 Himdazol e-4-carboxylic acid

W@ do0bl1a@e®- 3-t ri f I uor onet hyl - benzyl ) - ( 3- net hyl PCT/IB2006/000947

3-aza-bicycl o[ 3. 1. 0] hex- 6-ybnet hyl ) - am de; 1-Methyl-1

H i m dazol e- 4-carboxylic acid

(3-chl oro-benzyl)-(3-ethyl -3-aza-

bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ) -ani de; 15 1-Methyl-1

H i m dazol e- 4-carboxylic acid

E g et h%tﬂlﬂetﬁylaﬂamkabﬁd(&g@é@oﬂu&] h@grd6 Fg'(gm%?ﬂbr)o bgnzyl) (3-ethyl-3-aza-
tr r nzy am de rochl ori de;

PIGVEPRY Oﬁf %—n?rﬂ?q@@%ﬁ‘g '4- carboxyl i c acid

(3- net1h|y|eth33-1 HzmidbrataréicapBxylic 0] hek - 6¢3,4-dichloro-benzyl)-(3-methyl-3-aza-

HBbBY ek ehdeh pigan et hoxy- benzyl ) - ami de;

(3-et %Metgwayamsa%i%’% g e ’d'ﬁ‘:yi"‘m%%wpso bepy@-othyl-3-aza-
(bRytiolfilojrexerihdtyl)-deazy| ) - ani de; 1- Met hyl -
I(_I' i m dlaﬁf%g 1141 |&%E?oq’é(x lcér?g@ii& %cﬁ ;(3 % methanesulfonyl -azetidin-3-yl)-3-aza-

wqy@@[ﬁw(’jhe(@ vl!m?ﬂwl]d trieenethorermyanifs:i de;
1- Met hytrethyiHtHimide 2o k-@arBoxyid barid/ | (3@zetird3-yl-3-aza-bicyclo[3.1.0lhex-6-

B’?’%&(‘}iﬂo(f QUOIO trbrﬁnz e} y‘-beng? %’,M, .3- aza

1- Met HyMethy1 Hrﬁn@)am é—carb@@( oo i @ aéetid@ -3-yl-3-aza-bicyclo[3.1.0]hex-6-
yﬁnéhmt(@hhu%at fh@mbdn):yl)(ﬁm@é hyl 3-aza-

bi cycl o " _
1I K/th eti‘¥—ﬂﬁ Hi 8%02? écggg)gﬁ%oﬁ{y ?4 f}g-?é(f £ gllf] oro gﬁyl-benzyl)-[:a-('l-
(Bstayhbzatidin -yt daradidyeni2yil OfhegB-yiraethyfitangdeiz a-

bl CyC|10|{/|§th APl M%ézcﬁe %Q&%&M&) a’zl:fﬂ dea- chlgro _4-fluoro-benzyl)-[3-(1-methyl-
| C acCl

csohr by beaza PepE g B eRGeS: asa- 20
bl cy clepanhyi-16tinerzde-§-Hcabbrylid ) acdri @ezetbinvgyik8ydzadbicyclo[3.1.0Jhex-6-
R@H&%W(é %ﬂgorém@iﬁ %ﬁé’ﬂl)'a@nx@éﬂ d

I"or o- 3- 3-
b| cyc|1of[/|gth)j! 1U]"ﬁl %e -|Cﬂr§9>m}q ) - arﬁcldd e; 13Hpeipy-agetidin-3-yl)-3-aza-
Hidytibld A 0He-64/methie3yifiucromethgl-benzyl)-amide;

( 3 az elt ?kh 0 gﬁ l%ld]a? B84 %atkab & 58& g&eéhlcg'%) IB@ r\{/ﬁ—aaéﬁ -r%%hyl-azetidin-S-yl)-

uorom e oxy- benzyl') -
P—%tWP'Ofﬁ 1}qlhe?h6cVél'2‘éﬂ‘lé] amidaar boxyl i ¢ aci d
(2, 4- di-mbthprieribeBazod-3-cbBoxmt hylacl az -methyl-3-aza-bicyclo[3.1.0]hex-6-

bl&ﬁ‘%‘[ﬁ@%&%a%ﬁ% Q“Yé bgg%ﬂ)éhqqeam de; WD 2006/ 106425

H i m daMethg- 1J¢L|@gipm§1cpr@o>a/@q; d acid (3-methyl-3-aza-bicyclo[3.1.0]hex-6-
(yneétnyiife i, 23E@Tﬂb&ﬁzﬂﬁhﬁuo(o?n&‘yhé‘thyl)?be?\éﬂ]' amide;

E|I_|C¥nc gﬁgg?é 13-; ug)gj:(aﬁcg X]cgg) %? q acrg C}? {1~ hlydroxy cyclohexylmethyl) 3-aza-
(lﬁcydlokal1d]ﬂaxf6@dmethﬂ}y(ﬁatnf@gmn@tmw bepzy amides

i cycl 0{ ﬁet&le]—h%aﬁow hJESIbBWn& @JH | @83 (DonlordBhdmyh-2-hydroxy-ethyl]-3-

l(_elt:;a g]lcﬁé[g :1 (%]hgx-ﬁ é(h}q?hy{} (?%lﬂg?rﬂg;pthgxyé)fgzyl) amide;
bi cycl BMathl- 16} imé&ezde-¢icambiyit ) -aaini dS:-(1hydlexhgyclogentylmethyl)-3-aza-

E’%&%ﬁqzﬁr‘. Zn&ﬂﬁﬁpgﬁ i |f|u8roﬁ\%é\‘3xy benzm amlde
bi cycl bisthyl- MW@;@Z@eWﬁ@PﬁW] a¢id. K?’??ﬁ m‘évrc@[?ek -Hesp- vrapiy)-(3:4-
ydighioadtbérie)-ardiadet hyl - 1 H-i mi dazol e- 4- carboxylic acid

(3-az e% Md h)r/} 1%1 Mldazoléjl -acl:ér%im@l,ig ! ngg ) {‘3-94&1':]&%%%{3.1.0]hex—6-ylmethyl)—(3,4-

dichloro-benzyl)-amide;
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10
yl methyl)-(4-fluoro-3-trifluoronethyl-benzyl)-am de;

wda 20detiwaks 1H- i m dazol e- 4- carboxylic acid PCT/IB2006/000947

(3-azetidin-3-yl-3-aza-bi cyel o] 3. 1. 0] hex- 6-

yl met hyl ) - (3-chl oro- 4-fl uoro-benzyl)-ami de;

1- Methyl -1 Himdazol e-4-carboxylic acid
(4-fluoro-3-trifluoronethyl-benzyl)-[3-(1-

nmet hyl - azeti di n-3-yi)-3-aza-bicycl o[ 3. 1. 0] hex-6-yl neth

yl']- am.iétgyi- 1ﬁ5m%é%?é byl | 'Bc@az‘?é %ﬁbl&@IBPQWﬁéx%-ylmethyl) (e-

| uor o- benzyl)-[3-(1-nmethy azet
%Tlugr“&]ejhylg“ @W'eﬁzcl o[ 3. 1. 0] hex- 6- yl net hyl ] - ani de;
1- Met hiyMethyi Himilazodd-¢-cdrbegliddoragldi ¢ (Rgdaebicyclo[3.1.0]hex-6-yimethyl)-(3-

(f?'jg,,@%qmmkﬁeﬁqyyﬁen%ﬁﬁ,ﬁgl cycl o[ 3. 1. 0] hex 6 yI m et h

U oro -b en zy&g
1- Met Hyl}/let&yl-lilﬂrumda%ﬁ é:ﬁrj_ap)@lgﬁ— b@ES‘i’I i g@rtacyclom 1 O]hex 6-yimethyl)-(3-
[triﬁmérbfriée;yllfb&xzw)zaerwajl n-3-yl)- 3 aza- 20

b' CyCl@\hg{h)}r 19 dﬁzc{?e %’ ﬁéFESJ} i > (ﬁ(:% t :J> LUk )XQIP t1h)1hex§eyl Hfiethyi)-(3-

-carbo
G(B‘UJ@'I‘?F‘GWM' t@éﬁ&)yﬁ”)ld‘fs (1- et hyl - azeti di n-3-yl) -

az a-1eng-h AliRdiddzdl-hexbéyid NBdidY (3 aRmideers 3ok B¥imethyl)-(2,3-

qhzohe 4 carboxyllc acid
Vi n?leal bi cycl o[ 3. 1. 0] hex- 6-

yl rret quths[l-BH(rmdawE—i Farbexlir oadit h{HgzaibisndglB]! Oiek-Geyme2tyi)-(2,4-
Jc-ﬁcmpot%lnzyl _drhiédnl dazol e- 4-car boxyl ic acid
(3-net
Vot O *hf 532 Epoiiai o 28, « P FaGTURER T
tiflgoreethogriedeyl)-andidevet hyl -1 H i mi dazol e- 4-car boxylic

acid hﬁmétﬂ;nhM%faé%eCN eéreéa@m«,\/ | neihy {3 a3-18%B0[3.1.0]hex-6-ylmethyl)-(4-

g' %13]"'&"8‘”%%\ @n%%/ﬂ%xy benzyl ) - ani de; 1- Met hyl -

H i m davdathy- H-nmaamybarno@un d acid (3-aza-bicyclo[3.1.0Jhex- 6—ylmethyl)—(4—
{ﬂgorg%-h(f%o{b g{ypbeg g:2-hydroxy-ethyl]-3- 30
ex

aza- yI met hyl }-(3-trifl uoronethoxy-

benzy Vet ﬂm'ﬂamﬁwb%v'ﬁ i FPidaz 6-@atiqyeplgd)jierd-yimethyl)-(2-

acdro-5{tdubbmaygaxyy eamit@pent yl met hyl ) - 3- aza-

glt ﬁylci %h){hm Jﬁgéo%rogerre% xyhcbe r:]:l%(/jl ) (3 azadb ycli[3 1 Ol]l'Hax +6- yimethyl) -(3-

Hh?rﬁ/i Rrapyraside; car boxyl i ¢ aci d

(3 az a=\wtey-a Hahidazolddd-ba¥oxGticy | lﬁﬁ'ﬂhﬂ?)-aiaamé}clop 1.0Jhex-6-yimethyl)-(4-
henox Benzb,ggzle )-am de; 35 1-Methyl -

BT G876 628  @ar boxyl i ¢ aci d

(3- azé Ngtioy-d Hdigazolea}-prrkoxglioy| maciy | ) B(eBaicydo[3.1.0lhex-6-yimethyl)-

IbfpRERA-£- fa@ngyér},id@m de; WD 2006/ 106425
El-clT/mI ﬁé«%ﬁ%{é a %ég%e%weo@& é ac% (3-aza-bicyclo[3.1.0Thex-6-yimethyl)-(4-
(PBeraklutyif-aryidd;o 3. 1. O] hex- 6-yl met hyl ) - ( 2-

trifl wongnes. MLO)@&” Zydd (§'¥1‘z§I Slcyc"o'[é\/?bﬂ& 54 Imethyl)-(3-trifluoromethoxy-
H i m dazol e- 4- carboxylic ac

C8nzh émtﬂecycl o[ 3. 1. 0] hex- 6- yI methyl ) - ( 3-
f | uor d-Methyi-it Hlindidaied-byrbexgenz y bgid am @eiza-biclcldiBt bjpkx-8-yimethyi)-

boxylic acid
F&"hgﬂiﬁj §émeﬁ‘é’ﬁaf@é1 0] hex- 6-yl met hyl ) - ( 3-
trifl lﬁ’d%’iﬁ# PPyl zy | )ac‘dm | dS;aza-bjgeiefF |1 Ofhex-6-yimethyl)-(4-fluoro-3-
IhtusfoghamalenAtGatidoxyl i ¢ acid (3-aza-bicyclof 3. 1.

1 Vot TP TN of o i car bBE P GERg ok AR s fuoro2-

c@uazmeﬂjvlwwy@[e@vm 0] hex- 6-yl net hyI )-(2, 3-
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10 di chl oro- benzyl)-am de; 1-Methyl -
H i m dazol e- 4-carboxylic acid

w@ 3s0ade64RF cycl o[ 3. 1. 0] hex-6-yl met hyl ) - (2, 4- PCT/IB2006/000947

di chl or o- benzyl ) -anm de; 1- NBt hyl -

H i m dazol e- 4-carboxylic acid (3-aza-bicycl o[ 3.

1. 0] hex-6-yl met hyl ) - (2-

trifluoronethoxy-benzyl)-anm de; 15 1-Methyl -

H i m dazol e- 4-carboxylic acid

(3-az aﬂhﬁz@&é@-@ib%xﬂhco]&@( - ¥daprdybiv3) 1~ dKex- 6~ylmethyl) (3 tnﬂuoromethyl-

fluoro trifl uoronethyl-benzyl’)-am de; 1-Methyl-

HRS R ‘6 ¥ e- 4- carboxyl i c acid

(3 azaoyudoye’rcel[bsxylc 0] heacid6- y| (ReddaytligyciOB- 1-OlheX-ﬁ-ylmethyl)-(2-ﬂu0r0-5-
hfﬂBFdPn%yLﬁénEJ/l}JQﬁQémt hyl - benzyl) am de; 1-Methyl -

H i m dazo| e-4-car boxyl i c_aci
(3-az aPVrS'fj'E9 chal[ngyic O] heBeidg - yl &?W <§ycl€@ 1.0~ 6-ylmethyl -(3-fluoro-5-
fitifuoramethyt-bankyanioeret hyl - benzyl ) - ami de; 1- Met hyl -

Ftémaggﬁ%| Cydﬁ F[’[%%ﬁg g# egf’_aég?%lc%é I3, 1I0 hez<—§-ylmethyl)( —trlfluoromethoxy-

greeRprami#®Gpy| ) - ami de;  1- Met hyI
H- i m deieble-4dcafakio X ydddc w;dazé-bicyc|o[3.1.O]hex-6.y|methyl)-(z-triﬂuoromethyl-

lo[3.1.0]h | met hyl ) - (4-
%n%%ng%gﬁyﬁg am d]e e>2<5 1yl\/brrtehyl)/-)1 (

Himnmd pl@-44;36@p(ﬂgxyqzlqi c(3zazpicyclo[3.1.0]hex-6-ylmethyl)-(3-trifluoromethoxy-
(pEnafamkdesycl of 3. 1. O] hex- 6-yl met hyl ) -

lt_)ll_ Pl%eg%\iagplg)a fgg)g%% SXW? d& “BZe 8|cyclgt¥ 1 O}hex-G yimethyl)-(3-trifluoromethoxy-

(Brapeniiecycl of 3. 1. 0] hex- 6-yl et hyl ) - (4-

Dheny| ’r-malﬁw 11)—nﬁma9&e-4PMrlbb \id Eacts C(@%Q%hébdld}e, R0]hEx-6-yImethyl)-[2-(4-
(3.8 @1 'C%',g 0] hex- 6-yl net hyl ) - (3tr|fluororreth
XSO eHU k)Y ”élﬂ‘?d 1- Met hyl - 1

H i m daldethg- 1#l-lmaiambeey4canboxyb¢ dadiB- @zaa-bicyojafs. ﬁ}pIBex—e -yimethyl)-[2-(3-
F;gﬂotb%?&v@ryﬂewgéthw lamidd! phenyl 3 yl met hyl am de;

di_ne-2-car lic a IL
1.0]h e-gb'%‘)l?ﬁr@fwwf iqg ?3' %rbéc_yglow 1 O]hé;— 6-ylmethyl)-(2,4-difluoro-benzyl)-

tamidd; uor oret hyl - benzyl ) - am de; 35

Pyri di Pﬁgﬁqu ﬂﬁ?é%%lé—%—g%kﬁ/h& 35 a@@z&%f&b&’c[[% OJhex-6-yimethyl)-[2-(3-

1.0] h
tGhior-RRsPY }‘\Wm'ﬁ%nzyl) ani de; VIO 2006/ 106425
PCT/ | B@ﬂ%&lam%?ézola &cémbbmﬁl e-adidC ar (3asoplityic3-aitikycio[3.1.0]hex-6-

(yﬁn%@ ‘étr MS g%%o)gy':g?e]ngﬁdf% | met hyl )- (3-trifluoromethy

-carboxylic acid
(3-azal- c1l“b'[ﬂ3jai°‘®]’r1‘?§f>?°>e’1lﬁll et @gid) - ( 2- Br(@édinethyl-propyl)-3-aza-
ttrdyglb%qr@mtdnwdnethﬁmyﬂlfmo@med@xyéﬁenw F-adlidge- 2- car boxyl ic
aci c ex t
actd (gl bl RLL I dnBlEK: Sol TBUN L (LRl Re R cce
duidydio[3.1.0]hex-6- ylmethyl] (3- trlﬂuoromethoxy-benzyl) -amide;

(3-az aT-ﬂbﬁ%(ﬂ'kﬂhﬁdaiol&hJ%ﬁ%m@W' rrsé.@yl 13=(tefrabyakd- ﬂu%fm&hﬁ) 3-aza-

oo s I shin SRRt meh e rartorh 2 lllgg't o vor omst hy

| - 1-Methyl-1H-imidazole-4-carboxylic acid [3 -(1H-imidazol-2-yimethyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyi]-(3-trifiuoromethoxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid [3-(1H-imidazol-2~-yimethyl)-3-aza-
bicyclof3.1.01hex-6-yimethyl]-(3-triffuoromethoxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid [3-(2-methyl-butyl)-3-aza-bicyclo[3.1.0]hex-
6-yImethyl]-(3-trifluoromethoxy-benzyl)-amide;



10

15

20

25

30

35

10 benzyl)-am de; Thi azol e-4-carboxylic acid
(3-aza-bicycl o[ 3.1.0] hex-6-yinmethyl)-(3-trifluoronetho
WO geocheqazy| ) - am de; Thi azol e-4- car boxyl i ¢ aci dPCT/IB2006/000947

(3-aza-bicycl o[ 3. 1. 0] hex- 6791 net hyl )-(3-trifl uoronetho

Xy- benzyl)-am de; 15 1-Methyl-1

H i m dazol e- 4-carboxylic acid

(3-aza-bi cycl o[ 3. 1. 0] hex-6-yl net hyl ) - [ 2- (4-

chl or o- phenyl ) -et hyl ] -am de; 1- Methyl -

I('l- i m dﬂlﬂl_@’dhﬂ 14+|ﬁ1&fab(ﬂé(-ylclaltboﬂﬁ¢ d aCld 3 (3H lmldazolf4|-ylmethyl) -3-aza-
- - tri

ubg?y?)‘r%r@tﬁ)}? éi‘;“ @trﬂ&; ome%ox %ré é? e- 4- carboxylic

ac| d 1-Methyk- 1H imidazole-4- carboxyhc aCId {3- (3-methyl -butyl)-3-aza-bicyclo[3.1.0]hex-
Ylﬁétﬂylp@qwﬁxb»%%th%xy%éﬂﬁ y-émib;met hyl ) - (2, 4-di f1 uoro- ben

aC| d (é @Q] g'ﬂf"@%%‘fw%?ﬁ;o’@]'%@ﬁ@ 835 e'ﬁf}rﬂ@ [ box l_y<|:|g[3 1.0]hex-6-

ofrhand-(Blréingronetbotyiehzyirrnids; 1- Met hy! -

Him dﬁrﬁ@t‘nf] 16 IFFIQIEQ%(X |cér‘50>f'[§/ﬁé d aC|d (3-isoxazol-3-yimethyl-3-aza-
(3-1sab

DRy R SR - (B o RE RS GRS am i d e: 25
1- Met hiyMethylHiHkimide 2at@d-earBexylie buk (8- Ranaiyi-gentyl)-3-aza-bicyclo[3.1.0Jhex-

I
L"Tg%@%f‘ﬁgg tﬁEB ﬁ'efheé})@%r(@%n?% (3-trifluoromethoxy-benz
yl ) - anfiYethyi-1 w@@mw -garpexVlg @aiso (3l Anethy-hid-eyere- 4a/&mihy!> -3-aza-
[bReyéibt oy dryimdtimieB- trﬂluyr’omeﬂqbwaen%ﬂ)aemde

bi CyClPl%tgtR% 91 :lﬂ%ézo? X %Ei%&wh 3%ctdr 11l téo("z rﬂyl 3-methyl-butyl)-3-aza-

et hox
Hiqyiaﬁ) ézodﬂeéﬁzbflr&%tmﬂidmflu@romeiihqu-benzyl) -amide;

[ 3- (t etmahy-dHOmidezahe4- 3arMJ»{‘yfRi auid B=c3ciaekyimthyl-3-aza-bicyclo[3.1.0]hex-

% %&hﬁ)&é tr]fﬁ:lom ﬁ\%y_ql ‘t -(3-trifluoromethoxy-benz

izol e- 4- carboxylic acid
[ 3 (1 1|-M¢thyl1j Himldazdlard- nﬁbmhq &idz B-(1-methyl-1H-pyrrol-2-yimethyl)-3-aza-
Wud&M@bQ[(ﬁwe%e rhapfw]fisyrlﬂna%mwh])xy(&n&ﬁ)ta‘nha@r omet hoxy benz

[ 3 (1 1,—_&‘?‘@{! 2r8|da§)¥%/11 ﬁﬂpw{% gz gzegzl A-car b0)(9/3 dlmethyl bclijtyl) 3-aza-
bicygiolB 4 [Ohet-60]rminAlaa yrilnebmythbry(t@neyidntideyr omet hoxy- benz

yl)- am-rq@chyl 1ﬁ§méla.%é b)fér;) ik 44 @QZ Qlle%gl?be%ﬂl)gfﬁiél Bl&clo[B 1.0Jhex-

aC| % t hy aza-bi cycl
Jif 1trf'“?r§mFV‘P’fyl’ti?8F36)r’Pé‘?'ﬂ%xy benzyl ) - ani de;
2006/ ﬂ%dﬁ)ﬂ-1ﬂﬁﬁﬁ/dhﬁ%9@6ér6@@ﬁlﬂ7 at@ 1- Nehbptli-3laza- blcyclo[3 1.0]hex-6-

'S}Tacﬁézf‘&/é% 9|ﬂ§or6m§tﬁ§3}%l e 3 .
bi cyclloylehy- 1U]"ﬁ@fez %rpfr‘fﬁ@ peid éH%de#bwmwlnnﬁw) -3-aza-
Wicyelo{Bi dfHex- GJ;&rﬁétﬁmxhﬁrﬁluéﬂomﬁmd@mhm)danﬂaﬁ boxylic acid

[ 3- (3 rfﬁétﬁh gM{d)ﬁ%ﬁ ; 8%%8( {? u&&igie ﬁ:zegf‘]yoéen#f) 03 aza5b1cyclo[31 .0]hex-
ﬁ Wé@thbg}r(3‘1”ﬂI-'P"|°WiBtba>2)bb9@2ﬂ)%TaﬁeboxyI ic acid

[ l3 (2- 1a{néw;h 1huﬁ1wbﬁo1§4 a&aﬁn&w& @4-Bic o(le @%e&.s -en-2-yimethyl-3-aza-
e 0

PIRo el i3t '8°rzm8§¥w3w#

( 3- 1 soxidetoyl- 1B="yldm6h$°bar30>alztaam®|[@§Eemeiﬁ{/l3H2hm®i}azol—4-ylmethyl)-3-aza-

%%QBWOTH&J%WM%’: 8&5 (sirlﬂn&smetﬂwd&%x) A%ak,zyl ) - am de;

azo e- car oxy I'c acl d
[3-(2 1nbé?tﬂ3§}'l1 Hﬁ:@ﬁl?%ﬂ E) -4- garg%hq)l CyCP?j‘f 3. 1. (ﬁ (feidimethyl-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yimethyl]-(3-triflucromethoxy-benzyl)-amide;

1-Methyl-1H-imidazole-4-carboxylic acid [3-(3-methyl-benzyl)-3-aza-bicyclo[3.1.0]hex-
6-yimethyl]-(3-trifluoromethoxy-benzyl)-amide;
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10 6-ylnmethyl]-(3-trifluoronmethoxy-benzyl)-am de;
1- Met hyl - 1H i m dazol e-4-carboxylic acid [3-(I

W0 pwbhyd423 H- pyrazol - 4-yl net hyl )-3-aza- b PCT/IB2006/000947

icycl o[ 3.1.0] hex-6-yl net hyl8p-(3-trifluoronmethoxy-benzy

| )-am de; 1-Methyl-1 Him dazol e-4-carboxylic acid

[ 3-(2-ethyl -3-nethyl-butyl)-3-aza-

bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ] -(3-tri fl uorom

et hoxy-benzyl ) -ani de; 15 1-Methyl -

Hl m dﬁK/I@Ih?I mﬁﬁtrab&é_xlcbtbomt dacid (1 5 d|methyl -1H-pyrazol-4-yimethyl)-3-

b 0
ke A e e SR hBE o BRI e
1 Met hyMethyl-iHmmmeé-cA:bomr@@myl [3-t4-@yenabenzyl)-3-aza-bicyclo[3.1.0]hex-
[@g.&&m ﬁtIWIU'oHﬁ'Te@%WQé )%ﬂ@t hy') 3 aza bi cycl

et hoxyz @ﬁyﬁ §6 {&H’n&@yl 1 Wéd(aﬁw 41:arbonyl) -(3-trifluoromethoxy-benzyl)-

Hniino] datiol} 8-ake-diydia3 Y loihex-a¢l)gropionic acid ethyl ester

[3-(3, I

bi cycl 13 gIhI{E%WJaQ%M cgrbgw] ?céjot Illeagtrh >)chB[é% .1.0]hex-6-
W'“j‘eﬂalf’r)r driflugromethay- bel‘ZIILH"W?%IazoI e- 4- car boxyl | c aC| d

[ 3- (4- ﬂHbihyIH-I—b@ﬂdéydlé 43adaatidi 9 | BI(BethylHigwdaz8l-aWlimethyl)-3-aza-

'E‘?%%hh c(]ri ){lrfnétaﬁ] @tk fBﬁ?o%t ﬂgybﬁ%ﬂﬁfmlhe am de;

I
(3- hep ylpthg 15&|gqugqi<;é1%grpgxyj[c 03dife x362-ethyl-3H-imidazol-4-yimethyl)-3-aza-

b‘gtaﬁ@yl)d]h&(%- ;tlrhetﬁInL(ewg%hﬁﬁwxﬁwazw Lamiaéti de; 25 1
car.boxyl j.c  aci :
[ 3- (1 W RAR EspO Rl Bl e R Poeman oo 1 amec
Oh@mathg}-Gesilueropietherhdnzyl-@iteii f | uor onet hoxy- benzyl ) - am
ide; I ME&?WHI%Id’é'ZdIé&—@é\%Qiyﬁc Aab@a{St(@)é% - G- dﬁfﬁ/ﬂr@ pgrldm -2-yimethyl)-3-

R AR R B SRt

1- Met hiyMethylHHimiddzatet-earboxybie banidy | [B€2, @:dlrrdathyI 2H pyrazol-3-ylmethyI)-3-
(a:%ajBlcﬁéfS{é 9Jothes- 61y]ntlﬁrRJ] (@friﬂﬁbrgmé(th&@llb@{i Nanfidea- 30

bi cyc 3. 1. 3- trlfluoronethoxy
yl)-anf 'II@ fhyl- ﬁwem ‘Cﬁbi’)ﬁ%/ ﬁa%%%@z? -talxlr a2 %P'alﬂohexfi
[yBrétid]r(etifiybrodethbxyidazylanddey| net hyl ) - 3- aza

bi cycl 10I[/|§m9I p\?d)ézoqse 8% | i@%ﬁ% (%Id- [(13?(2 Ie{hkllfé MAABH.imidazol-4-yimethyl)-

et hoxy-benzy I y
ﬁ_qqﬁ%&‘la{pé Ojrheégryﬁ‘@g@yl]r(g triflyprgmethoxy-benzyl)-amide;
[ 3- ( 2, Ymdihyethiyldabanzghhexticdd [342-egl-3Mathyl-3H-imidazol-4-yimethyl)-

- OLheXcGnyl SRk ! d
R e
[ 3- ( 3-M¥eyitHHeidagaie-4-garhowlic cyclas»{ds 1. O]Iﬁré@cmethoxy benzyl)-3-aza-

Gicybiopt1iuek- &@nétﬁwﬁ(bwmmtem eARathiye:ani de;

2006/ 106425 ,PCT/ | B2006/

Him é"a@o%g 1 lr@giraﬁoi 9 carg B amti gg %etg/?% )}(}@ﬁ%ﬁa -bicyclo[3.1.0]hex-6-
Hﬂrmﬁmdiz(&tnflmrymmhexwgehw)samnde

aza bI1CM6tI19[13I-IéImdQ}J@2Lc§fbM>I EE\M'[& (1(-§th)tlJ31nﬁétM@-ﬁﬂfﬁ?rtam?&)&'lmethyl)

car bo
et e B pas e TS0 hex
6- y| net-Megthyl-1H3midazdié-¢roarbosytid asiy {BEihratiyl-B-neatihyiiei-prazol-4-yimethyl)-

% é\gtm&lo[ﬁ | Oine{(fs(yzlm ])I'IX gr ﬂi!loromﬁhogrbenz%) -amide;

H 1 m dazo hoxy-benzyl
am no]™: 'I’I%?‘YIS?IW'mSjaéOi%I KREPHIio[ 819 . @rﬁé%t@Xymymwﬁw%n -Snyimethyi)-3
aeb-dicadidly.h Opﬁk-eI’yInietH\jBI(hyhu&ombthMydﬁEI@I)%m‘ideCar boxylic

aCI d w’?"ﬁ‘“ﬁs trmldllafo:fe i‘%grb é’ gcn(gL 3-(3- pf’le% %rr%:)g -3-aza-bicyclo[3.1.0]hex~

ri uor oms

ﬁ-)ﬂlé?th)ﬂ] Sttpdlupreeiest- Iéﬁﬂaylb%m%xyl ic acid
[ 3-(2-ethyl-3Himdazol -4-yl nethyl) - 3-aza-
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10
bi cycl o[ 3. 1. 0] hex-6-yl nethyl]-(3-trifl uoronethoxy-benz

wQ@ kjosandsd®; 1- Met hyl -1 H i m dazol e- 4- car boxyl i BCEHIB2006/000947

[3-(2-ethyl-3Himdazol -4-glnmet hyl ) -3-aza bicycl o 3.

1. 0] hex-6-yl methyl]-(3-trifluoronethoxy-benzyl)-am de;

1- Methyl -1 Himdazol e-4-carboxylic acid

[ 3-(4-ethyl-benzyl)-3-aza-bicyclo[3. 1.0] hex- 6-ylm

eth yl]-(3-trifl u orom ethoxy-benzyl)-am de; 15

1- Met WMetﬂvi/lhhﬁledQ%@h-%axﬁo% boxaeld ¢ E[3‘-(33’fluoro 4-methyl-benzyl)-3-aza-

|)-3- b
bécgyg?[g 6’[311{8%;'% rﬁ@%ﬁg‘?%’@’%}%ﬂ?ﬁm%ﬁ‘ Z)rret hgis benzy
[)-ami- Methyl 1 H-itvistiainyd-4-c b oxylic adid [3e(4 4hlowripo Ry 3-azagnidydo[3.1.0Jhex-
[e%&&hﬁr@'tﬁﬁ%%thgky tﬂaﬁ&ﬁ})zé%ldé yl nethyl)-3

aza-
N TS E R 514 -l ety P-4 yimethy)
19-aAibtbazialB & -0fher-Bryirosti]i(8-triflabrdmethoxy-benzyl)-amide;

[ 3 (2 1 jtﬂylé‘-l lr%FdP%’AIQ -4 §ar@ l‘p ' Cyc'an[jS 1. S‘H;ﬁ)é dﬁl’uor%%enzyl) 3-aza-

uorone - benzy
Pi%?[ﬁw @Xﬁw'rmf@éﬂz(éﬁréwzm@aihwmw %‘BM

[ 3- ( 2=erinbyyi-1 Bi=ifRbRYE-4-3dboxyiicl az Adcidd - Y |[84-Edrd-1-methyl-1H-pyrazol-3-

5"”%??’2% %lc%@BJl 0%1 R&%&Irﬁ?tyyﬂr@érﬁlxorémgtﬁ?g bfg%yﬁ | ogr?r: hox
aci d [13\A‘€t2¥lél"h'}7|da@khﬁwf9@xym+ i #Aidaz BH(2ghlprorRyfi¢iy By efhyl )-3-aza-

Picpaars hiomes s0hndetAyQB BeoBm¥hbB Yk )=dndad; I | f | uor omet hox

?ﬁ; ibﬁ]n égﬂg%cp@qh'lrgg%og%%?rgg% ldéc::lid [3-(1H-benzoimidazol-2-yimethyl)-3-aza-
[oBy¢id3 rrdiHexRyyintriimily(B-Jrifigoramgthoxy-benzyl)-amide;

bi cycliahigihg-1PliRR%zdRs- ach%&Md ] - (3-abil T 1 uopBQBBLARSN-HREAH-3-aza-

@f@? é?)ﬁw GH’ES’;%"% (g trﬁ'Q%{‘”ﬁ'%g}g’Zb@pe '):A["g eheoxyl ic acid

yl met Hygthyi-3Htimidbtalm4-oarbetytioxy - becid y| ) mm}l’endol -2-yimethyl)-3-aza-

Jo c'}/BB[BM lO%h%x 'é‘g)lnﬁ'éﬂ%ﬁ‘jz(g ltrﬁ;uéroﬁl {h%%ﬁ

I
L a2 NN B2 HGrbebIA netd) ! | L@ cpl.oafort?vaml R 3-aze
bidpelo[2 ¥ [0)heaiGiythasthyl )43 ML brpinethbkyiieneld)zodide; 4- car boxyl i ¢

acgga[‘t?’l\ﬂétﬂwl QHhr}éldig%f?EQ)ﬂJéxy, %—L pyr %Fl?l ( g %’L ,rs%‘ruérr?e bteﬂ%‘.};? -3-aza-
)Pl%@ﬂﬁﬁlojheéﬁry iy fIq ‘I\?ﬁ't‘?f?‘l“ﬁtfoﬂqeﬁﬂi’%@aaﬂﬁ‘#% 4- carboxyl i c
aci d [13véthyTRtiRpRs0®@E-barbayli an- 2ayd met hyd-jHBind@sainkethy)-3-aza-

f th b
Bk e (L e 22 L BTN POk
[ 3- ( 3-Tp¥ethyHiHpmigpydle- b gergplini c el o AB4riflgpieaethoxy-benzyi}-3-(3,5,5-
GrinyétAh By |3-dz8-blchdibrB u@qr@mtytm =fdezyl ) - am de; WO

.I?:I-O|Or6n/ g’jlg@%tﬁé 1Bk ol g%%,ioi’ ar O)& ?4 g 81 Met hK&l-(_z,%-difluoro~benzy|)—3-aza-

[By¢lef3110ler6- yJInﬁmlll‘(wﬂﬂbemmylhpx)@%M).amde
bi Cy0|10r{/|é’th91-191uh%éz&é %&E&M&] (3 atcrdl fl uogpm;da%yl - RBAA)-3-aza-

b s ustomeb PR e a0 hex.

6- yl neitMethyi-1H3mtdazdié-groarbomptid 0 X geith e N 13-benzafti3jtigxoB5-yimethyl-3-aza-

I gﬂ)z(lgl
%ééylgé[ﬁﬁ Owef( 'é's\)hﬁét tﬁfuﬁoﬁ@{hgyt?/énkﬁé/%? Héjh
L ot o MRV D B FrestbwN ety [0 EaRa-SB- Pyl yimethyt 3
eizhoxycidjE NDhky-6-Fim ot/ (1trmdrb}yéthaxy benzyl)-amide;
[Hy Enzd'gﬁ%l“?ﬂé On?@r %o%(x-lc%ﬁ %F _ acid (3-naphthalen-2-ylmethyl-3-aza-
thicygielB d[0dhex- Gf)frh@&w)s(f’)ymfh@toh\ﬁth]oxx igngyll-dnhideir omet hoxy- benz
yl)-am de; 1-Methyl-1 Him dazol e-4-carboxylic acid
[3-(4-chloro-1 -nethyl-1 H pyrazol -3
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yl met hyl ) - 3-aza- bi cycl o[ 3. 1. 0] hex-6-yl nethyl ] -(3-trifl

waieooe/red4bdxy- benzyl ) - ami de; 1-Methyl -1 Him PCT/IB2006/000947

i dazol e-4-carboxylic acid 82

[3-(2-chloro-pyridin-3-yl nethyl)-3-aza-

bi cycl o[ 3. 1. 0] hex-6-yl nethyl]-(3-trifl uoronethoxy-benz
yl)-am de; 1-Methyl-1 Him dazol e-4-carboxylic acid

[3-(1 H benzoi m dazol - 2-yl net hyl ) - 3- aza-

bi cyclojdhl-10linezde-ylcarboxylic  acid  (3-benzo[1,3]dioxol-4-yimethyl-3-aza-

L L
[ 3-(3, 15Mqthyl11Udm@améyalpogh@@gld [3 (1- pyrlmldm ~2-yl-1H-pyrrol-2-ylmethyl)-3-
kiz6 Yy dMd[B1 bjnek- b@m@w}zﬂ(s’f@mh%&etﬁ&ytb@hiyi)%ﬁrdémet hoxy- benz

I
T R S e R K haierbf iigSiny-a-aza-
evicy@o[|1rbgtehphyimetay e Bitrifluaometnexizeayyllereide;zy | ) - ami de;

1- Met hMlA?tg rljg'HledQQﬂ@h %arﬂioﬁ'ﬁc,r boxy 1 ¢ [%C(Bgnethyl ~furan-2-yl)-butyl]-3-aza-

kﬂ‘%’é/e{?d[oﬁ’% 60{%%%’663Wfﬂé'i°ﬁﬁ‘?h¥y( %E“W' "I"%r onet hoxy- benz
yl ) - ani-dethyl-li HNfaidaydle-4-caiboxylicl azptl €36, &airetpicyciofcli. Ghept-2-en-2-

Bﬁné;lﬁl)g{% AR dg?ﬁ[@ 1%2{&3@ Qm% fh]z@ rlfluorom ho>(<)yrbenzyl)ham|de

yl)-anf '{ﬂ -farppxy daz @F‘g 4 C@l’bﬁw*?z@ %K‘F‘Sthyl -3-aza-
[b’&’}’éldmhl'oﬂh’dadﬁl-ylrﬁetWI F(Bilﬁiberbn@H@Z)abenzyl) amide;

b Cyc'P@éh);l 1% mﬁiéﬁge Xc &)R/K«é] (agldt ri @3 (%%rﬂe rtngtﬂ t}%ﬁ%) 3-aza-~

yl)-am azol oxy
zﬁqyao[?s Oﬂhe%ﬁryumtb»fﬂéﬁﬁéwowetw henpyd-qyde; 5.
tri nEHhMéthhﬂHMﬁnDdaﬁ)I@Z-aarbb)@y@| o[ Sicili. 0] hestrifiroydmethoxy-benzyl)-[3-(4-~

n uh%lfr%th?g}eﬂgyg) Qf % uor%/clé(g >}he)x fggllmgt%ﬁ amée carboxylic
bi Gy o8 Blinidezcts-gioabotrd | - (3-260 f uorbhiehényiyVipeiny-3-aza-

%ﬂécl/((ﬂ?mﬂ)?nex 6]y|rﬁ@ﬁﬁby(b1r3flubbhﬁh6ﬁsll§én§yl)43rﬁiaé boxylic acid

i

bi cycl o'?%tRYL'q% "ﬁ'g?z%e Xf%"@?ﬂ@‘f] (sacidrl fl @OV%%?%%WV"B%W') [3-(3-
ytifjuomiethexy-denkid)-hrata-dicyelo{3m . ¢lberad-gmathgharbidsy | | ¢ aci d

(3- ber‘lzl@&tﬂylghqﬁnﬁéﬁle 2 cé(r{)&@tl@)élmd?’[?:%-%henyl butyl)-3-aza-bicyclo[3.1.0]hex-
(3-trifluoronet hoxy-benz

ﬁ%ﬁtwﬁé t”ﬂ“T]"W@fhﬂW B/‘?nﬁl ?HXS zol e- 4-carboxylic acid
[ 3- ( 1-1pViethyli1H-ididgtold-Heapoxytid - 2¢iy| rg{hphened-pyridin-3-yimethyl)-3-aza-~
8’(]‘3 We?lg%let%ﬁ@%uf@o%h@ﬁ%mé&zﬁ)%rﬁu&% fl uor onet hOXy

oo LT U el o L
iyyio]3 d [0Fhek- SQ}MMyl]ﬁ(ayrifnabmyth)ax}( Benkyl)-drhitgr onet hoxy- benz

yl ?\/E‘?hnil Iﬁgthylwp II%Q%%]GI érﬁgxef (,CT /1 %%%06/ 0998 #Joron%;hoxy -benzyl)-[3-(2-
(t@‘lue@ﬁféﬂoiy bBangylbkara-kicyglofet- wa %yla?zﬁwl] -BPiegicl 0[ 3. 1. 0]

hex- 6-yie@yylinideZold- fl-lcéﬂbtb@l"@ Eaﬂ hlgxwﬁ@&n%éﬁhgly - BB A86yclo[3.1.0jhex-

- Vet A az0 carboxylic aci
Ea?.y-l\/%i@%i?@%rr'ﬁﬁaﬁoﬁne% be%z %mlpr ol -2-ylmethyl)-3- aza-b
i cycl df Metmylﬂﬁh@)daaﬂgrﬂmwﬂ} (3-t peif | uor or@tivipRiPPERinyl-3-aza-

| hey@Biade |]1he§ elynh@m)y@ ﬂ&orbksummﬂmu@r BernSRfaauyl i ¢ acid
(3- naphtﬁlgl en-1- aza- bicycl 0Of

O bR | PB e JFicppemety-s-aza
Dbidyeby0JHexidimetoldz(@fleerd-SetafiubmnatiycbaneyHamide;

{3-[3- (E@tqi]itm%ﬁhldgkﬂﬁéﬁ cgrb)f)L bua%}él ] @?Lﬁ?@ﬁ trlﬂuorﬁmethyl benzg/l) [3-(4-

bi cycl o g/ ﬁ?]’é uor omet
)H"}UQ%WHG Xy-bef\Zyjis3-A3A- lgyCquq %&%V'@?ﬂ‘ylbﬁ'?“ﬁéxyl ic acid
[ 3-(6, 6-di net hyl -bi cycl o[ 3. 1. 1] hept - 2-en-2
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yl met hyl ) - 3-aza- bi cycl o[ 3. 1. 0] hex-6-yl nethyl ] -(3-trifl

Wwaieooered4boxy- benzyl ) - am de; 1-Methyl -1 PCT/IB2006/000947

H i m dazol e- 4- carboxylic aésd

(3- benzot hi azol - 2-yl et hyl - 3-aza- bicycl 0O[3.1.0]

hex-6-yl met hyl )-(3-trifl uoronet hoxy-benzyl)-am de;
1-Methyl -1 H i m dazol e-4-carboxylic acid

[ 3-(4-difluoronethoxy-benzyl)-3-aza- bicycl 0[3.1.0]

heX 6 ymmﬂhm Jmc(a%olbmcfawé%@ ”EéJH)X)(Zl-h@dP&EJtr)fméﬁ?ngfﬁyl bbRzyl)-[3-(1-

O PP Bl RS BRI P ORgapyim ey amids

trifl ubMetmpit tifinidsecizycprodxyiz a- dpidcy ¢4-8liddo-3-tdl bremetbylyenzyl)-[3-(4-

g@fegbd %be@;lmélg,g%? bgcxg{gfgqx,hqe; Smmé{hﬂ%@#f gl car boxylic

]
hex- 6- afboﬁ‘ﬁ'ct r |EF‘Iduor@l’?@?’!?@'%’i{g’ﬁéﬁ‘ﬁ'wc)og%wlﬂ@% yimethyl)~(3-
trifvitdmysthoky-berizpt)-diaiie] e- 4- car boxylic acid

(3-tri H.éﬁ%%”?am&gn\é Qc?c{' @/ cho%%pg%ethgll Or[}z? bicyﬁf[ﬁ ]Igex qylmethyl)

trifluoronethox
dﬁﬁVlqu@mhe@fberzw/)eqrww 1 H i ni dazol e- 4-carboxylic acid

[ 3- ( O3Fmﬁie|6¥ﬂ-cahd¢&ylb) ackt 43-8ydvpemghelhdi- ﬂaé&ld‘t@&lop 1.0Jhex-6-ylmethyl)-

3){,,:{!? *h’l_)pgben%g)lflgororret hoxy- benzyl ) - am de;

A'eZa- car boxylic acid
[ 3- (6- B?r?éﬁle%ycaﬂwyhauaﬁld@ {rahordieneylB3-azabictsiofd, tPlogae-yimethyl]-(3-
IrifibhetRxybsmyindhiie( 3-t ri f | uor onet hoxy benzyl ) - am de;
25 1-
[ 3-(4- aéﬁ‘&?faﬁ)@ﬁg%lafégg Zﬂziiuorool'i;wg?/g ﬁfasb'iyctﬂ?’ .1.0]hex-6-ylmethyl]-(3-
Hefuo®methomy-bgrizyl}-grBider i f | uor onmet hoxy benzyl ) - ami de;
1 Vet hylreth l%—l‘-nﬁﬂo‘é?@@-h-%ar‘ﬂxo% box i g il fﬂ (2- hydroxy -ethyl)-carbamoyi]-

riflu
ﬁf_%&}- 3&%’ b 6@("8%3‘ 'b%ié"f@om&ms e;nzms%fwg?] ani
de; 1- 1Wéﬂ1yH1HEhmHazcm daabbxytidl -acidr 3 ispt-batylanatiayl- carbamoyl) methyl]-3-

[a’ia‘(bﬁyélé[yq)bﬂ)epg F}yelﬂ?yl}?(i’; @ﬁl@or M&M%ﬁ {J} xgbex
o]

et POV ica eGP RO bBWI (e T kemedo1H-pyrazol3-ycarbamoy)
(rBetiay)cd- azprmmpgib[ﬁﬂt(m}eb(@%ﬂrﬂélﬂyl} (Bitreys6loalethosty- @s}nzyl) amide;
hex- 6- leléﬁ% h?ql %tlld olé 112.}8 y c st ré& up {;3; ?@El%prx%ylcgeonﬁ% I)ne%yl 3-aza-

i de; e- 4- Tar bo

(bgcyelyféﬂ&ﬁw@w‘m@hw*@ma@a&tmm%ﬂﬁ[ @mde

1. 0] hevmﬁnqdzaemwbbx;(n? L cier g(ﬁc;fcrobfoby&%tgmeifaélmd@aé{gm|o1hex -6-
} | azol e- 4- carboxyl i c aci

yﬁ%%?’ 3%3”?”‘%%’ obreé‘%?(e)t% “benzyl ) - [ 3- (4-

trifl UWIW@{%S@@@](WW ) - 3 agida- b (3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3-

Itﬁf}ﬂ@}oa{eﬁ\o)ly SdnB@Xahiy:l met hyl ] - am de WO 2006/ 106425

El—clT/mI 32@%&@%2! "E‘g?ﬁ%&%"?@ogﬁ? %9{4 {3-{(cyclopropylmethyl-carbamoyl)-methyi]-3
(ara-bloyanid Shex- swlmmaw@trmwrometnwrb)enm ofriide;
hydr OXNM&M;QJmhr%?aXJ:J@EJEé{foﬂc aZécu‘P' CYChM Rriylce gcl h-%?s rRstdn)-3-aza-

m dazol e- 4- car
el s Gt i P BRI APRENTHS [ 3. (4. phon
oXxY- beirdsthyl-18-iakiazdi-¢yabefyie 1. @Eibex- @-cytiomityatbamdmethyl-3-aza-

C Iy
(b%%'%[&%%(vfiﬁe@ﬂ (Eut'?faéﬁ%o fof %ﬁ%ﬁy'&ar%'dﬁ met hyl ) - ( 3-
trifl dd\ﬂ%ihééﬂ dei@gﬁ’am&yww cRsid Tﬁ{(amtf@xwe@ﬂmww enethyl]-3-
a&@h-Bicyclo[3.1. O]hex-6—ylmethyl}~(3-tr|ﬂuoromethoxy -benzyl)-amide;

(3 cyql lﬁ&ﬁﬁﬂ%llr%tag %4 cargéxg/ IJ]CS ! z%(oc laﬁ][[éemetmxy- -mgh% e{m lcar%amoyl)—

["'uorone
Tpﬁtlyﬂ@fagaﬁmq@@[@@;@iﬂep(-@ ymtmll} (3-trifluoromethoxy-benzyl)-amide;
(3-cycl opentyl net hyl - 3-aza- bi cycl o[ 3. 1. 0] hex- 6-yl net hy
l)-
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10 (3-trifluoromethoxy-benzyl)-am de;
Thi azol e- 4- carboxylic acid

wQ 3p0640a@bkt or o- benzyl ) - 3- aza- bi cycl o[ 3. 1. 0] hex- BEeyiBme0d00947

[1-(3- trifi u oronethoxy-Bénzyl)-am de;

Thi azol e- 4-carboxylic acid

[ 3-(4-fluoro-benzyl)-3-aza-bicycl o[ 3. 1. 0] hex- 6-yl net hy

[1-(3- trifluoronethoxy-benzyl)-am de; 15 1-Methyl-1

H i m dazol e- 4-carboxylic acid

( 3; {I e’i—hyﬂwl(ﬂl-ilgﬁtﬁﬁﬂéﬁki:c%bwylid - cadidan@dybiopentylcarbamoyimethyl-3-aza-
-3 aza- , .

irggc @?%[@fx'@m’a?éﬁ%): QTtrﬁf{é‘f’ rﬁ’WSh-" )(%Pefnrz}ll}‘?rﬂ'g?’o met hoxy- benzy

|) - am -Methyl1l Hiksidagdie-4-cabpryiiel el -f2-byardxpridpyicarbarayl)-methyl]-3-

{éalb%,s&asb@ Hék- BIWHJMI @@ﬁw@&@fa&haxyr%g%otdr?.% .

aza-bic I f1 uoronet ho

benzyl Mﬁthﬁdg"m'dflq{fef'ﬁﬁrpg’i’ﬂf 9ol e- P@ﬁ%&%&?mowme%y' 3-aza-

aidydof33 ({li(ex-Blcwt:dsth)—(B#hfpynoawtbabX)Bbqnlzyi}aarb:aaDyI ) 20

met hyl 1]-M§’th 4ﬂ-.msdgy&é @Jcé”rbé!xy@c] Nt Gay(hihiBadota-{i B drhdyl) Wbthy1)-a-

romet h ox
PZRBICKIAIS ﬂPIthi‘rgd - <§rfr@%%s‘<t91>>iycbeaéw>cﬁnvde
(3-cycl- Mahmpyihmmehmwhmmtyrwl - i1z af3-(Bopropylcarbamoyl-methyl)-3-aza-

'b?c&ﬂl)[? [1?0 %x%lﬁﬁ%iﬁ (X tnﬂu?]romethgg benlz;él) %mrrl]dede 1
H I m d‘a’%%tr‘\é 1= l@@pm@-p@rgog gcid {3-[(2,2- dlmethyl propylcarbamoyl)-methyl}-
(Baz2yply@6IB A W)WeHBtWVéthy@ (azralu&bmysmbfq[ KonkylPdrhie - 6-

?i'l_ Im:';]t glyl{/lg’t[\\é%H u%tdaﬁolfe 2} ?ﬁ&xgﬁ’g(y a%%nzyé epyr'ri’l in- 9 elbargamoylmethyl) 3-aza-

(bBvelold- SineySrbpeahul: (@)—}fﬁ'éw oietppxyehehgyl)antige;

trifl uonenrpt RoRMaRRNZ Y bode desid 1B« d methyl-pyridin-2-yimethyl)-
car,nox

PRy S rHEORY . (IR b Htepemsthogy hengy-amive
i cycl dHethyigHrimidaslar-narbonyliq aqB{3HE2-hiduay-ortetaliy-eteinaryamoy)-
I stiifiatSa-bik: %{Bh)ogwe%elshnhéﬂ;ﬁ%@ﬁ@%ﬂﬁorﬂm@ﬁ%ﬁ%@%kﬁﬁrﬁ&é d

3-
b &EFQ{@W BRr SRR | 51 P SN IR Sz
yplicyela[fi1 dex-B- ylmetthmt(s ]nﬂhbrpmneﬂjeweﬂeezﬁ)-mdé)oxyl ic acid
(3- qul I@QW!M%—IQ@EQ%@X k%&@bﬁ! §C|@Z"{‘3 {!( methgl -2H- %yrazol %élcarbamoyl)-

t
It beyb e PP AS STTUTe e B ko
{ 3- [ ( 2-methyrd Myimighiojd-4-asrbayiy lapid NESt[y2,2-4rBuoro- ethylcarb?]moyl) methyl]-
t hox
‘?"S%??f“?é‘&gqﬁ?ﬁ‘e}6345*@%83*‘*1@2’“‘&1“}’#%"5' o boxy | e
aci d {13Vethy-'Rehidazae: ’19%%{&1‘] agi Wy{l(@a%%w@ﬂhyll Carbamoyll methyl}-3-
rRa-bitydio{81.amhax-biyeetHy(Btrifluddrhenog-behrpptdivde, - (3-tri fl

ggl_;):nézfg%é% dggrgﬁigzc)leggg%rg%g V\D 20 / 1o(gf"dlzr#ethylcarbamoylmethyl-s-aza-
Hicyelpldd Hles- ﬁzvlr@%tm@dﬁwﬂp@romeihgwaenzyl)—amide'
(3 cyol mmﬁlmhmémyérw&yml 3-@FBA-  {3-{(1-methyl-1H-[1, 24]tnazol -3-

R L A e LS R AAARER AR S AL

{ 3- [ ( Z-Msttyl-dkyimjplroyer-carbbatimy| peidret H§-cycldBexylcarbamoylmethyl-3-aza-
%@cxataqwesels%dr;le@llﬂgxr.ﬂﬁo%{ng%me}n )(l)garfnﬁéf | uor omet hoxy-

benzyl) dazol e-'4- car boxyl i ¢
aci d (%“%fhﬂﬁ?‘f"@%ﬁ’?%ﬁ?rﬁﬁyl‘ﬁll -agid, 5 J3-(2-oxo-2-pyrrolidin-1-yl-ethyl)-3-aza-
bicyyielB o [ohek- sqadmw]aaylﬂnabdnyﬂhbxy(-&bnw) drhiggr onet hoxy- benz
yI ) anﬂ ﬂ?h%]"all\{'%h?%ée F%b)&]lcd%é? {%r{é %% ?ayrrol%chyl)% oxo-ethyl]-
%ﬁc&?)@[?’é [OHher- GOGFF@W}@WﬂWPWﬁh}JX&( l@‘ﬁ-ntzyl) drhigesr omet hoxy -
benzyl)-am de; 1-Methyl-1 Him dazol e-4-carboxylic
acid [ 3-(isopropyl carbanoyl - et hyl ) - 3-aza
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bi cycl o[ 3. 1. 0] hex-6-yl nethyl]-(3-trifl uoronethoxy-benz

wQ@ kjosandsd®; 1- Met hyl -1 H i m dazol e- 4- car boxyl i BCEHIB2006/000947

{3-[(2, 2-di net hyl - propyl casbanoyl )-nethyl]- 3-a za- b

I cycl o [3.1.0] h ex-6-yl nethyl
}-(3-trifluoronethoxy-benzyl)-am de;

1- Met hyl - 1H i m dazol e- 4- car boxyl i c acid

[ 3- (pyridin-3-yl carbamoyl net hyl ) - 3-aza- b

| cycl ofMethylQHb@Matoie/d-carboxylic  acid  [3- (2 oxo-2-piperidin-1-yl-ethyl)-3-aza-

R T I R L
( 3 { [ ﬁé‘t‘kﬁwl 1(-lgn|q{@;;qlg74 cgpqxlylm @cg ﬁ K@plﬁyqoyylmethyl methyl-carbamoyl)-
bbm?@é[@ﬂo 'e>36 Qyﬁiﬂﬁl{r&nethoxy -benzyl)-amide;

L e A U T

{b&y@Q [21 19irer-GsvimethyIH(3-trifligreméindxydeha ) eaideanoy | )
et hylilmen @4 B-iRiage- IQEa??békle:] A‘bﬁ?Yfiz Yi- ﬁ%t'cﬂyjp}/rrc(l gind1tynfd-oxo-ethyil-
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(3-f ur?aMetﬁylyﬂr(ﬁé&(thwd%‘-’f'aﬁramtﬂ)r&&ﬂWrgﬂqth@ﬂyf?@kzyéﬂlﬁ%ﬂﬁwl}-&
)azb-Broydid(s f Iomek@wph%mlaele Bitly)estui de;
(O L A0l b DO bl (5 U 1 RRTBA D560 B 5-0ca-

aﬁlln aza-
Wilaygie]s d [OBhex-6a) rmetiky3 3yrifloramethipxy- l@@lzxd)-awdqzl ester

Th' az Oﬂh%z&éﬁﬁfa%%%b' &l@o[?»-@l buto é/ benzyl) é’) -aza- b|cycl%[3 A. Og)hex- -ylmethyl]-
aza- |CyC

benzyl)
é3 tr&'f’?f?'@?ﬁ e(wgy?)ﬁn){gq uor onet hoxy- benzyl ) - ani de;
Thi az dfh@zdle{éalatboxwml avida ¢3-benzo[1,3]dioxol-5-yimethyl-3-aza-bicyclo[3.1.0}hex-6-

[y?n‘nétl%ﬂ QE% [ﬂ-‘rﬂ'uor%H'eth}%?\h) -iyd. met hyl ) - 3- aza-

bi cycl 3- trlfluororrethoo){-benz
yl)- arﬁhéféoe 4zqgrb?h¥hgzﬁqlc}3 (3 _(%eﬁu@&)a?p;y@ -3spzadpicyclo[3.1 hex-6-ylmethyi]-
[(&r&lﬂerembmbx@ena}])mﬁhdéﬂ—l-l m dazol - 4-yl net hyl ) - 3-aza

b | C ycl ﬁ%%ok]: 4_&1 n)%%yl rP aé{té ng(tﬁl I?%Jlglopg/l%ehé}c)fiij dékg rbﬂ:%& Q 9 )f)YheQ %%ethyl]—

[%ir(ﬂv@r@mam%yrt@nmrwdez yI met hyI) 3-aza-bicyclo[3.1.0]h
ex- 6- ThiaFeibayatbokydic t adid | [8Q1-@BBYIRNIY)BeZbicYel 6B i0fHEX-6-yimethyl]-

T acid

g"tr?@ ro'%?tﬁﬂ% ep?wyein;'g% aza- bi cycl o[ 3. 1. 0] hex- 6-yl net hy

| ] - ( 3-Thgolerdicerhgryie metakig x y -(BeaFyiayenzhyligethyl-3-aza- blcyclo[S 1.0]hex-6-
Waml(@-musraﬁwemwbéﬁzmnddﬁ (1-ethyl-5-nethyl -

-

b cycl D5 peRG. S Rept ol %P"%Y'wswr%ﬂwc'%lsnz°1hex -
winstiaii(Srrifluorpmisthgxt-enzy)eeamidrdxyl i ¢ aci d

[3- (2 oot 3pd el (Lm0l o

3- trlfluoronethoxy benzyl’) -
Hidoula i oirbbpioona e
(3-i sdr>b@qule-43>a5uowﬂlt hyl a@d az aE3k(l2éﬁn‘luor[oaemzw)]m-bﬁ‘ryglb[ﬁﬁt0]hex-6-

nzyl)-am de; WO
gl}ﬁhe)thyl]8§irtfmbrt)llnléﬁ%)%'&h%&e y )
Thi azolhiazgle éd:lag)&g iFjacid {3 Iqaln?l@ -7 y_l[methyl -3-aza-bicyclo[3.1.0]hex-6-yImethyl)-

F(B-ltrmdorbmaﬂmy*ymlaw}a)mn& aza- bi cycl o[ 3. 1. 0] hex- 6-
yl met hﬁﬁlézglgli JaEi;lhE%rCfa%‘w%%omm hgll b%ﬂ%% -aza-bicyclo[3.1.0Jhex-6-

2- Met h
i YRRIn- (;iir@ﬁ?rﬂ'@‘ﬁ Pyy-Resaranfid]ior omet hoxy- benzyl ) - ani no] -
met hylﬁma%oleaz(ﬁrdakwcl ob&d 1. OE,t(exloﬁmydo)begmm -gyaibicyaeBd .0jhex-6-
Ql 4- C oxylic aci

%%%yuﬁettrﬁ'{'?r%rzr’gp'&zb ng\fl)aé"gﬁr met hyl ) - 3- aza-
bi cyclGfeRole-4ierhexyiie-agif ﬁ%f3l'(91"]3ﬂ'(yefufarnrﬂ‘ylWﬂrﬁe@ﬂﬁwc'b{éﬁz‘)]hex -6-
%ﬂgﬁéﬂ?'}‘-(gt@mﬂuor-glgieﬂxéﬁ) lﬂa‘nsl .@@gxyl i Ic ag id |

ut oxy. aza- bi o[3. 1. ex- G-
by | | RSO brrar ey - bEHIY SRR Pyl 2imdht o-aza-
TEhnydz[Gl1é)qttbxeﬁaylrpemy]-(3{tnfacnomethoxy benzyl)—amifje;
(3- bengpl die3] At - 5- ¥biget Nl 3:difBrolehhld3-oleyObBRhex-6-

-6-
yimethyl]-(3-trifluoromethoxy-benzyl)-amide;
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10 yl methyl)-(3-trifluoronethoxy-benzyl)-am de;
Thi azol e- 4- carboxylic acid

wQ 3popAe@bhoxy- benzyl ) - 3- aza- bi cycl o[ 3. 1. 0] hex- BEeyIBme0d00947

[7- (3-trifluoronethoxy-besgyl)-am de;

Thi azol e- 4-carboxylic acid

[ 3-(4-isopropyl -benzyl)-3-aza-bi cycl o[ 3. 1. 0] hex-6-yl ne
thyl]- (3-trifluoronethoxy-benzyl)-am de; 15

Thi azol e- 4-carboxylic acid

[ 3- (4ane;tdré/4 cdrboxpd )acBl- 43a-difluorasiet{oBy-herayharzabigiclor hjihex-6-

[ )-am de;
5flh\eth§lg il olro‘x’ﬁ’ %I%?E%g-)émg@nzy
(3- naiﬁﬂﬁm %ggrtz% 'Q‘rﬁ‘i‘%ﬁ quinakp- Q_VB'H%TM:P af%blciycmameggh%( -6-ylmethyl)-
}’fihtﬁﬁlo?dhhéth&ﬁbbrﬁjyf)hmm‘eprret hoxy- benzyl ) -am de;

lic ac 4 -3-aza-

(3- be%%f"ie% SRS 5. yl i b hy! - 3 5GBS TV B R
biBycID 1 91hme6+ywe)hyugatnflmcrrq»rn@hquwwwénzw ) - am de;
Th' az fr‘hlﬁzo‘ie @%érb&&y& i C z@@i d [3-(1H-indol-2-ylmethyl)-3-aza-bicyclo[3.1.0}hex-6-

Fﬁ%% di fl uoro- E ;%hﬁ 3- aza- bi cycl o[ 3. 1. 0] hex- 6-
Wi y%§%TmT%?T?W?W BIWEI Sy - benzyl ) - ami de:
Thi azohiezdle-¢-aabowiit i ecidcileH(3-cyano-4-fluoro- benzyl)-3-aza-bicyclo[3.1.0]hex-6-
" h Jré!ﬁétﬁ’o %@ﬁz)yl)-)anﬁ’u“eaza bi cycl o[ 3. 1. 0] hex- 6-
Tir:rngfn @i;ié é&?ﬂBW ? | anggllt hO)[%y pl dzo}/é %/Imemyﬁlg azgglcyclo 3.1.0]hex-6-

@@Eﬂﬂ&ﬂﬂhﬂ@x&ﬂ@h@@ﬁh%ﬁ»ﬁmaba bi cycl o[ 3. 1. 0] hex- 6-yl met
hyI ) - Tfﬂ%zcﬂé thLHBQ )ﬁfmauaoE@l(ajﬂﬁ&é-ﬁ[r%ét%—@@ﬁ\zyl)-3-aza-bicyclo[3.1.0]hex-6-

hi azo car bo :
W3m¥mﬂﬁ%?ﬂ%%?n§hﬁﬂﬁﬁ9@Mﬁ@W¥?l)-3-aza-bicyclo[3.1.0]hex
-6- Yy |Tmétzdﬂ$/ |4}ca|(b8xyll|di iabitl LB GenaaitnidabaBairhgthyiB-ate:bicyclo[3.1.0lhex-

i DAL en
Ay éﬁ’;ﬂﬁa trFIﬁQrfo é @) %n ) | o
ﬁ et Aylepole $<empRiin G <ﬁ@%§%s@%%ﬁy%vaé$ Bicloia A Gnecs-
}Wléﬂ?ﬂt]l ﬁtriﬁu&r&h&ﬁwweﬁzy@@nﬂde

lag;? c% qO}(lell% gn tagldyl ) 3 ?Ay&%ir%g] 1%@@@1 Ih"p?r)é?cll Q[yﬁne_]ehﬂ-&aza—

] hex- onet hoxy- benzyl)
ﬁmyag[an@;rmx@a«lrb@szw]r(ﬁérlﬂa@rp@emsy(@n@g}kﬁn’ﬁ??i| n-2-yi-1
H- pyr r1O|{/Ie’cg 1ViHORIdBYdI9-4-3aB&dtic  acid - [3-(2-hydroxy-indan-2-yImethyl)-3-aza-

el AR B bl Lot o benz
[3 (3 BMethfit lleimisiabaers parpogliaiz a- bpdy cl o[@CI"OFQDH’efﬁ)é‘kL3é1 -hydroxy-

i d WO
gy o g o

Thi az 0*1 Metﬁ!ycg‘,lwqﬂ? -G P’éY? aC|d (3-chloro-benzyl)-[3-(2-hydroxy-indan-2-
[ yBméthyl e -bdacineyoloist haihex-dgmetpyi)ar@deiza- bi cycl o[ 3. 1. 0] hex-

'6I'h| Z\lz nfhg%blcar E’u&a&blg |4l1':9|rb9>§}?1& hoxaie bgBZMhydraxFcptichexylimethyl)-3-aza-

(lBGYG'G[3n1OQ]hﬁﬁ‘-68“??%1’@)’7”'“3”5‘?3‘%?9@@@ P91 0] hex- 6- yI et
hyl ) - (Bleihlyll-‘ﬂ-l krid=aoie#arbygxitie nzadd) - §{1ihgeroxbeyclopentyimethyl)-3-aza-
h|a
é&ﬁ (%]ﬁ'efxcwgﬁﬂh g%ctn fqneth%eb?glzm argld?Jl S a-
b| CycI b[\/@thyl (U ﬁé@@zgleﬁrqq@lom}lp] (3- taeior | (3-cyclopentylmethyl-3-aza-

Fgéy(%l h@]Kééceh ﬁ‘%ﬁh}yl) (?ﬁtﬁ?kd)ﬁ)me'ﬂkw parelipardidear boxyl i ¢ aci d

yl met hy I‘{ m ¥q28|8r O%quﬁﬁlc k! eglzc%f@eg{‘nr%gtﬂiyl Q& g%pﬁ)pylmethyl 3-

Timaamyble[?)m OimelfﬁeWlethﬁ) aloidel
[ 3- (3- XRABYR A1-fnhisabR-4A0@RRMIL - 3-a%a- bRGY-AYRES-2lmEhpropd)-3-aza-

bicyclo[3.1 .0]hex-6-yimethyl}-(3-trifluoromethoxy-benzyl)-amide;



10 yl methyl]-(3-trifluoronethoxy-benzyl)-am de;
Thi azol e-4-carboxylic acid [3-(1
wokioadad425- yl net hyl ) - 3- aza- bi cycl o[ 3. 1. 0] hex- 6PCT/IB2006/000947
yl methyl]-(3-trifl uoronet hdxy-benzyl )-am de;
Thi azol e- 4-carboxylic acid
[ 3-(2-fiuoro-4-net hoxy-benzyl)-3-aza-bi cycl o 3. 1. 0] hex
-6- ylmethyl]-(3-trifluoromethoxy-benzyl)-am de; 15
Thi azol e-4-carboxylic acid [3-(1
H benzqigiyi a-phidazolla@itoxdic- 3- add- bi(@YyilarBetiogibeesyl)-[3-(3,3,3-
=yl met h m nzyl ) - am de;
%f]l%/%{% B 08%23; a&a—%l%)&:‘og P&Eg{% Wnlath%(é{m*a@

[ 3- (21Mﬁtw%3{rw@z@w @f@ﬂXW‘@t A - B-saRaiEErspiarcpd] Ainex-6-
‘?_?he@w yI)-Y3- WM&th&(ﬁbbﬁﬁyf)JaHﬂfeprfEt hoxy- benzyl) - am de;

I—F Ima/ f gli\gqt yg?@-llrwg?zﬁlﬁéf cagb%% |c[ 3; Eéé C@'c%l&;u%y] g%%%l:yci‘om 1.0]hex-6-

Bireshyl)-¢4-Bifldor@héteoxy-deydyhatitel ] - (3-tri f 1 uor omet hoxy- benz

yl)- a”ﬂl\ﬁ’e@h 1-1RMebARl e Acd’bdxmcdé&?oqb% 4n16a BN 3ie2a BRYE0[3.1.0]hex-
rroxy-i ndan- 2-yl net hyl ) - 3- aza-

%TVE%*PVH[OXCI‘ih%X“W@QYI@”W%Et hyl ] - (3 trifl

uor oty Ibmlﬂyz{o)e—éamrbm(yllcl Meedigl - 1 [3-(2- hydroxy-cyclopentyl)-3-aza-

()@&/&%ﬁgrﬁ@l %%#Ib&orﬁ@th&y—benzyl) amide;

cycl oR &by 151 Presoigsse Y U] 4 of BT RELIH] o
i etle)-(3-RifiuckerMehdyylbedzyhiamidediaz ol e- 4- car boxyl i ¢ aci d
3- chlg ) ) ]
( C %%%h)@%g%l)% ic%rtfogflgy%' cp)fy gﬂ)l;wﬂ%a{/kaﬁ)éctyhlgﬁf .0lhex- g ylmethyl) -(3
lrlfIWpﬁ'ﬁhD)!y WFM%Q‘%}I e- 4-car boxyl ic acid

[ 3- ( 14hyoiemens-isoyidzolaexoatiorylioy | ) e8daz a{3-ethyl-3-aza-bicyclo[3.1.0Jhex-6-

3-trifluoronethyl -benz
Iyy“%q}‘s)géﬁ'ﬂ‘iorf{é?ﬁoﬁy%fx&%wcgé]zol(e 4- car boxylic g [ Y
[ 3-( 15H§’/rdmdnsyxazyle’r3cﬂ@éhﬁ’t<x}lp n@dichyP-pthel-3537g-bioygol3.1 xS yimetnyya-
Qﬂ.fﬁ.x,%h@{h%xylbép,]zyp%@e yl methyl]-(3-trifluoronethyl-benzy

') -am_de; 1 Him daz -
(3- cycﬁ@ﬁ@ﬁﬁfﬁﬁ?@%/%ﬁ aC|d &J a%a%|09§£[9 q)f)}ﬁlek% yﬁwq‘é‘cl@l) -(4-fluoro-3
BsapyopbxyfRendyl)odgnkiesx - 6- yI rret hyI )-(3-trifluoromethyl -benzy

1) - am'ﬁi\%zolell clyﬁ%li%t: Aditr '(ﬁnagéi&@}c%tﬂ’r @Jﬁémgﬂmblhﬂ) @cdytlopentyloxy-4-
% ohe%}kll net hyl -(3-cycl opropyl net hyl - 3- aza-

ifgerhsy YE& h ex-6-yl meth yi)-amide; 35 1- l\/bthg/ '

H-i m drnzable-dbadaritioxy béid  a@raga-bicyclo[3.1 O]hex -6-yimethy!)-[3-(2,2-dimethyl-

p(bn{o%yhly emnzywm.gafl propyl ) -3-aza- bicycl o[ 3.

met hy| quzsf\éﬁrqamowﬁoﬁ@? hb%&%ar?éww)1 Oéle‘&emeD -(3-cyclohexyloxy-4-
MGW&BM%IM/ | B2006/ 000947 91 1- Met hyl -

H i i I d hex-6-yimethyl)-(3,5-
(3-tr Idfﬁl ?omﬁ'ﬁtfﬁaé—% é:hlgoo?%ﬁ& [ gcug (3 A blcyclo[3 1.0]hex-6-yimethyl)-(

td1¢*‘¢qf<2rb$rt§’-)"k1?'@|99l) 3 aza- bi cycl 0[3 1. 0] hex- 6-yl met hyl ] -
am de; 4 Ml;thb'fbntkhwdaiolamcmbd@mel eadd c a(3kisopydpyi3-amaiticyclo[3.1.0Jhex-6-

3.1.0]h 6
b oo B SRS, Zhenoy ) - an de
1- Met hQuindlingf2icaibaatio| e- £cdar onSﬁthy¥3-géq @cyclo[B 1 .0]nhex-6-ylmethy!)-(3-

(ﬁﬂwﬂéﬁw@bnﬁn@&mbl cycl o[ 3. 1. 0] hex- 6-

3tr|fluoromsthoxy z )
1- Met h%/{lfr Idipeyd-Garhogdis ol e- 4¢ar bo&ﬁth%ggéa’ g]CVC%[?’ 1.0]hex-6-yimethyl)-3

[ Bfifofoncdthay-betmirayide; 3- aza- bi cycl o[ 3. 1. 0] hex-
6-yl meg R‘/bé}h&rng Car%%é{r‘bw é‘)écldatéléu%ﬂla-a%a Mejdiyd. . Bjhex-6-yimethyl)-(3-

Hi m dazo [ic acid

[@flqozorh%ﬁmwmozwém&ﬁent yl)-3-aza-
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(3-ethyl - 3-aza- bi cycl o] 3. 190] hex- 6- vyl

met hyl ) - (3-trifluoronmethoxy-benzyl)-am de;

5- Met hyl -i soxazol e- 3-carboxylic acid

(3-et hyl - 3-aza- bi cycl o[ 3. 1. 0] hex- 6-yl net hyl ) - ( 3-
trifluoronethoxy-benzyl)-am de; 15

4, 5- Dischhyisoxdzslet3hiagiogylie - 3eid an®ethyitd-azadddydol3.1.0Jhex-6-ylmethyl)-(3-
§>r%5uor<3%1%{hoxyftf%l7ﬁ%| bénqﬁgcl o[ 3. 1. 0] hex- 6- yI m et h

ro'meth oxyben yl) -
5- Pr oBuinofineoicearxgic3- c ap®bxyl | %e@té'r?’oeza bicyclo[. O]hex B-yimethyl)-(3-

t(n%rufsfltoh%ho%r@aaﬂ)tunawl o[ 3. 1. 0] hex- 6-yl met hyl ) - (SB "

riflu e; ia

aci d (LRBRBY I PG 9T et tﬁv' (G L i R

gﬁnétmﬂunﬁwymeibmybleylzyém Thi azol e- 4- carboxylic

aC' d 1,5- Dlmethyl -1H- pyrazole-3 carboxyllc acid (3 -ethyl-3-aza-bicyclo[3.1.0]hex-6-
aza- bi cycl o% h%g | met hyl') - (3-cycl opentyl oxy

VH-“G“?VI' [f%ltr@”%’ﬁ PXy-S Y | azol e- 4- carboxylic acid

( 3- aza-thypahaifyB2- p@f]ahﬂeesﬁarybxm hg¢iy - [Bethg-32azebigral¢ig. Llhex-6-

%H\n Q@@)@Qr jlﬂort)rln o@rb%n%%ycﬁé am de; 25

(3- azd-WertBYr g ﬁg'[”ﬁaz.f"ﬁ ﬁ%?o’@“%/?%t(%?fw SRR IR PP Gy met-

43-triflbbromethberbeyity))-aaridele;

1- Met rylkroé)z/_l‘ so%zg@?o%ﬁ?ﬁ&lﬁaégf’x@ le} h¥l- @%adm(gcloﬁ 1.0]hex-6-ylmethyl)~(3-

(3-aza-b net hyl)
diiftiafogiedionebengyyaaifigide; 1- Met hyl -1 H-| m
| dazol erdorei-Biyythzoless-aabekylic  acid (3 -ethyl-3-aza-bicyclo[3.1.0]hex-6-
1. 0] hex - 30
)ﬁ%ﬁ%? %%%ro?%eﬂé )ﬁ/u%b%){r?e%"ﬁ%ei benz % ani de
Qui nol i-Methg- 1d:|anytﬁ?$(|913rC@rb&é¥"9 aC|d (3-e yl—3 -aza- blcyclo[3 1.0]hex-6-ylmethyl)-
(§wwwne£’homa}wma@[3 1. 0] hex- 6- yl met hyl) - (3-

o UELRTEL NN AISIEY L 3l iic F X B0 G BRI oprexce
tyirméthyleE anfiebiomeihokierenpii)anifg: de; 35

5- Met Wlsobr%%ﬁl\?a(%lg 43;‘3%?@@%&%' 8-e8fyi-8laza-bicyclo[3.1 0]hex-6 -yimethyl)-(3-
aza arﬂéc o[ 3. 1. 0] hex- 6-yl nethyl ) - (3-

t?ﬁ'@f%’%ﬁ%f’ﬂ&%@ ﬁzyl )-am de; WD 2006/ 106425
PCT/ | BR0eHI0IbEi8vHAz0I&2-cBrbBX iy Iacld d3retiyled- @zaquyngd)@nqx@-ylmethyl)-

t?f‘ugl%mgh% %bé‘)ﬁzﬁ)é:ﬁmgé cycl o[ 3. 1. 0] hex- 6-yl met hyl) - (3-

t t | d 4- |
Lol a (R ene o) cyEnof 5 IR PSRRI b e
ttﬁﬂlfdrmmtmnmhczwadnelazyl) am de; 5

?Sq’ef Lé’ ?E@R%/fl n&gb DB ZnF/ i€ 1&0& ﬁg%@yb IaSa-BiEjchb[3.1.0]hex-6-ylmethyl)-(3-

ylnﬁmrmﬂ)czxwewihem%r om et hoxy benzyl ) - am de;
1 5 Di nptethyltH.intiiae-azatbexdic C anbio Xy byl 3B, 3-trifluoro-propyl)-3-aza-

toﬂ'%//i ﬁ?)gg?mg%?lx%l?g%gt %og] hgéng I L
2 Et hyl J\/@thyétl-hymdagﬂeﬁ;qaa)géyh@ agzldc erngt XHbPT(Y’ 3& 3-trifluoro-propyl)-3-
( 281K 33 A=y IRMAYAddd: - O] hex- 6-
1-Methyl-1H-imidazole-4-carboxylic acid (2-ethyl-butyl)-[3-(3,3,3-trifluoro-propyl)-3-
aza-bicyclo[3.1.0]hex-6-yimethyl]-amide;
1-Methyl-1H-imidazole-4-carboxylic acid cyclopropylmethyl-[3-(3,3,3-trifluoro-propyl)-
3-aza-bicyclo[3.1.0]hex-6-yimethyl}-amide;



10 yl methyl)-(3-trifluoronethoxy-benzyl)-am de;
4- Met hyl -1 Hi m dazol e- 2-carboxylic acid
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(3-trifluoronmethoxy-benzyl p3am de;

5- Propyl -i soxazol e- 3-carboxylic acid

(3-ethyl -3-aza-bicycl o[ 3. 1. 0] hex-6-yl net hyl ) - ( 3-
trifluoronethoxy-benzyl)-anm de; 15

5- 1 sopropyl - 2H pyrazol e- 3-carboxylic acid

( 3- et hixMeBylatt-bimirlaegie-h-chBoxyli©] haotd 6- heptyl-[3-(3,3,3-trifluoro-propyl)-3-aza-

VA@E&)M d]lléxﬁﬁ%étfﬂd}% et hoxy- benzyl) - am de;

3-car boxyljc acid
(3-eth Mﬁ@ylaﬂ "}!ﬂaéfg)%-ﬁﬁf@owllf@] h&gidg. 3}?%{%9@3 ~trifluoro-propyl)-3-aza-
(Beycioj3f1.0]sxmmh bayyartien zy| ) - ami de;

5 Et hy lvl @thi-nxbda%_lé Q%%%g& (g]%ldc %%ﬂg%?%&hﬁ% (.;5{ 3,3-trifluoro-propyl)-

y?r ﬁ@t—th%b’pbﬁ(@ hqxreﬂ'm@hﬂ}ﬁiﬂﬁ'%xy benzyl ) - ami de;

(2 | SOD‘T ORWL 1= fH- iRk Se- 4'0?%6)@&3@6?&;}1&11 3- @C‘dh{lﬁro ber?zyl/l)) -3- ?z3a blcyclo¥3|1 .0]hex-
0 ex- net tri

638 Gylir‘ze'f'%ﬁ@%@ylgg'g'dﬁ zyl)-a mi dye; 1- ?\//Et hyl - 1

H i m dekethg-14i |Umhb@e(—91car®o>a/h¢ d acid  (3-cyclopentyl-propyl)-[3-(3,3,3-trifluoro-

(;?ro;?‘;/i)fk\!éza?m@aa?,blomé% ndetihyi] @hft- 6-y| met hyl) -

gl'ﬁl ta;Io u%r 10121, B’B%c)ﬁ%/ égg@f%lllg amén[Sd &1 chForo benzyl)-3-aza-bicyclo[3.1.0jhex-

(@yleetyl-pSdamidei cycl of 3. 1. O] hex 6-yl met hyl ) - ( 3-

t r ' f l UPK/@WIt 1*?-9%‘13&19&@ Z\XbhoRt de;  acid butyl-[3-(4-chloro-benzyl)-3-aza-
carboxyllc acid

(%CYéPM Olgexaﬁzﬂmstf*}ﬁ'm 8%:3.1° 0] hex-6-yl met hyl ) - ( 3-

trifl uDMeth@It-hDMydab@m—Eybwom deid [3@Mbtoyrbenkyl)-3-aza-bicyclo[3.1.0Jhex-
£ acid

I_é klmeﬁ% %lcgg%gﬁ@m?% duor 0- -3-aza-

bl cycl b thxl m 1ﬁ@;@z@e»§10ﬁ@9w$ ]amg?éq hloro benzyl) 3-aza-bicyclo[3.1.0]hex-

1g-Ikrietnyil-2ldthyl-Butdpaaide- 4- car boxyl i c aci d

(agarrgf Cng hglu@y hr)dg%ﬁ Q%g hI: %(#é hu‘?‘!fqr;? P%’%?IY—L?»)-(?S%,’3-triﬂuoro~propyl)—3-
18WW9P[3]]}4]'1%%/§‘2Q5'P3@ aam ar boxyl i ¢ acid
(2- etbh’.V Lvetpit dH- h&a%olé—avcarbBT)lhé Italf’lﬂd llJ(?rdﬂbﬁgtﬁdﬁ}tg)é[siitetrahydro-pyran-4-y|)—
a 1.C rre am ae;
ﬂ/ﬁ?{&%h—i(ﬁﬁxf @F%ylﬁa car bole ic acid
CyCI opt- nglb/lﬁ‘é‘t hydaz{)lg-A(cgrngxgc tacidf (4dyiete-Biriynrerpethyl-benzyl)-[3-(3,3,3-
9405 )C LclOBhMe-anmBhiyddicam de; WO
I%l-oloﬁn/ ég%ﬁg % 8%3%3 ggy f;oamdgfé—(;l h'vgrox%tetrr%ydro—pyran-4-ylmethyl)-

h&paybicyc B3 BQIBsxB-yIimethyliGrtdluproosihioxy-Berariaamidesi cyc t o
[3.1.0} M&th“??(‘f Fﬁlnyééiggnyaa}bom d@old Ia-Mabl3WenA1)-[3-(4-hydroxy-tetrahydro-

Him da 0

RS-y i) dogs PRYId L PBSRP BRTIYIET S b i cyel o

[ 3. 1. 0)-Mettgkttbinydareitdydajborylic de; 5cid [3-~(tetrahydro-pyran-4-yl)-3-aza-
1

e W ohots PRl Anfpf ety bety fante

A A ARSI SRR Lo A L0 W ——er
Fhétfaqqlﬂa@yr@né;yqardzgwydnqs aO]hex 8- ylmethyl]—amlde

Essyl( fre?ﬂ’lfﬁ]ypl'g'mr}é%ﬂ'kl‘l Gatiol llb' gy%lgﬁ[ 3. 1y QbRSXimethyl-(3-methyl-3-aza-

1bingstof1.Olhes--wingtybpeids:- car boxyl i ¢ aci d
(3- cychrent-wh-ndaBgldcatdxiid, 3, 3adid i f | UgkRhexyimethyl-(3-ethyl-3-aza-

bicyclo[3.1.0]hex-6-yimethyl)-amide;
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10 propyl)-3-aza-bicycl o[ 3.1. 0] hex-6-yl net hyl ] - am de;
1-Methyl -1 Himdazol e-4-carboxylic acid [3-(4-ch

wo eooeAbErzyl ) - 3- aza- bi cycl o[ 3. 1. 0] hex- 6-yl PCEIBR006/000947

yl]-pentyl-am de; 1-Methyl 92 H i m dazol e-4-carboxylic

acid butyl-[3-(4-chloro-benzyl)-3-aza- b i cycl o

[3.1.0] h ex-6-ylnethyl]-amde; 15 1-Methyl-1

H i mi dazol e- 4-carboxylic acid [3-(4-ch

| or o- benzyl)-3-aza-bicyclo[3. 1.0] hex-

6- Y| MRtOR)okd-NG3-alempr DmpHaytiblp1-Ojirexdeyimeth Bt -Kiyinethyl-1H-imidazol-4-

d
F"@eﬁl‘?%ﬁﬂgoromﬁ%ﬁ ﬁ% eg\zgmbl cyclo[3. 1.0] hex- -n¥l m
eth yB 7}D|I()@:ce$l-hyyrmm[|‘t %-p])mlgqﬁo[gezy caibq\%llchw gcid (3-methyl-3-aza-
blei Bl aag >€6 'Qm@&fyb@%hu&orﬁéﬂhdiy benzyl)-amide;

y
ggac Ell?’%& %F’i&% hg]%%?(béfyj?[gétoﬁ]h%‘]ﬁ%’%&f&@rl\? Plyrlngthyqf “1H4Ridazol-4-

Jmbttiyperzaidideni dazol e- 4- car boxyl i c aci d

(3- chlig5g pﬁﬂ%ﬁﬁéa)zol[egl c(a?t%hﬂ@%ﬂ [ ScidrbdBnAT)Y3-13;3,3-trifluoro-propyl)-3-
3-aza- bIC yl methyl]-am i de; 1l\/|9thy| 1

PE3- ?ﬁ’%ﬁfﬁ’% ﬂws@&'wf“ée ‘aci d
(4-fl UQ#-O'HﬂiJOtdmeﬂHONXGplmmﬂb hiyHimibazoteyd-gartfagylic3 , 28id3- (3cpipropbenzyl)-[3-

(055" gHL@Bﬂé@gyﬁ %%é‘beconsC% OhS--yiRkthyll-amide;

1- Met R spo_pn_qqyl|-1 IH%?I% 42?a@a¥yﬁgxy|a?lg a&?z 8h|oro -benzyl)-[3-(3,3,3-trifluoro-
b&:p{zmsJaya:lme)cwfiem]hahwmmwaranne A-yl methyl)- 3-aza-b
I cycl q[% }Trg%.lg;r%?ﬁe@laéj JH%RJ‘)YA’:HM](@{ itfdabbIYQIQMbxylic  acid  (3-chioro-

et hoxy
penvrd {3 propyidiage-isydnle 1 Alhespymevdemigs; o
( 3- chliorrepybenayitidzoledt¢afndryidr oxyadicet r ali-ciiao-benzyl)-(3-propyl-3-aza-

I a- bi cycl o[ 3. 1. 0] hex- 6-yl et hyl
E?‘/?Y‘?‘g%é} c% %tyﬁxﬁtgyﬁ? aI—E‘l m diazgl e- El car b!)xylxl C gc -
[3-(tdt ﬂﬁhgqugnqﬁy}-ghgnw)-ylﬁ)mlgazgtgé caggpxylic”  acid (3 chloro benzyl)-(3-
*akdbylcd Qz[a%uclyc@ e?}he&sy;hrﬁahmyérﬂndew trifluoromet hoxy-benz

d I 4- I
( 4 f1 B‘qu;lgyl-élllt irnidg %C’SL(FO?‘ 8?{5‘5"{34{/[‘1' gégazc%l ) - Fgé p,l(ﬂé% b'eﬁzﬁ% gropyl 3-aza-
btegtioahpiea-spimeind)nyds; - 3- aza- bi cycl o[ 3. 1. 0] hex- 6-yl ne

thyl]- a(WT‘?iﬁuoronJretM?( JB¥rl|zyI:}-1 hhdwﬂhﬂ%zﬂbé?békyﬁ‘cﬁréIﬁD(YdSthIoMbdﬁzyl) (3-
cy cIohex za- bi cycl o0 [3.1.0] h

Pttt b Sl e
H i m dazalriéuctercatndxgphienyd-1bginigazole-4- carboxyllc acid (3-chloro-benzyl)-(3-
ShRREX E&V'mr(é(@;‘inh% yfaiag: b i cycl 0[3.1.0] h
? et

1 lsopropyl |m|dazol'e 4 carbog)q(/)lg/ 1020& > PS:T{\lorozb%g%)o %rgo%;l 3-aza-

b&hb[ema)anﬂx(saﬁmwmmlae aza- bi cycl o[ 3. 1. 0] hex- 6-yl net hy
1)- N( l?%HW’m A_g h%r@ <} ~  acid (3-chloro-benzyl)-(3-ethyl-3-aza-
y

yl met hy 3-tr1Tfuor onet benzam de;
6>l0X10|Ei3H frey-65nef¥}-3Miee: 1, 2- a] i m dazol e- 2- car boxyl i ¢
aci d (‘B e idty-bhéhyBa B=imidazole-4-carboxylic acid (3-chloro-benzyl)-(3-ethyl-3-aza-

313%' ooihex-egglmgtﬁylﬁa%dget hyl )-(3-trifl uoronet hoxy- benz

3- Chl ot-Brobyi{!B-imidagdle-g-carpeytit cycl &8, 1. OPisBRORprBFy-3-aza-
)buégleﬂa 1'@:‘%4% ylrlaethlyl éﬂwi@é’*zm 4- yl methyl ) - benzani de;
X boxyl | & acl @ h10|'o) begzyl) (3-ethyl-3-aza-

(3-chl %PBQFB%QG}'T'%f@'e(%C%‘b%‘y'f ri F1375Y o- PSPy
adeyebiscyaihofByibetdyaxridé- y| net hyl ] - am de;
1 ( 4 T{ g4f Trh'l Q5 BMEH W’)e*fw#rr)lda%ole 4-carboxylic acid  (3-chloro-benzyl)-(3-

-car yI|c aci d (3-chl oro-benzyl)-[ 3-
ethyl 3 -aza- blcyclo[3 1 O]hex- -yimethyi)-amide;
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10
(3,3,3-trifluoro-propyl)-3-aza-bicyclo[3.1.0] hex-6-ylm

wetdvglipe42i de; 1-1sopropyl-1 H i m dazol e- 4- car BPORYB20@6/000947

acid (3-chloro-benzyl)-[3-08, 3,3-trifluoro-
propyl)-3-aza-b icyclo[3.1.0] h ex-6-ylnethyl]-am de;
1-12-(4-Trifluoromethoxy-phenyl)-ethyl]-1

H i mi dazol e- 4- carboxylic acid (3-chloro-

benzyl ) - (3- propyl - 3-aza-bicyclo[3.1.0] h

ex- 6- YJM@ﬂ{thi )m:é’dfblledlecartib'iyhl: Ricia py($-pilrazin-2-yl-3-aza-bicyclo[3.1.0]hex-6-

box d
sBul-Or G BT DS BB 3. aza- _
bi cych-ofeBryl])]nhideeo@-4ydamoxyligl ) - aasidde; [3-(1H-benzoimidazol-2-yl)-3-aza-
hﬁscﬂi[?:r i b]fh!a*‘@z L dt‘rlmb%?ﬁ(étﬂox}benzyl -amide;

d (3-chl
pr opy|1 Met ka—ial-lmxe%ie %g?ﬂ?ox ?hex( gc cgcﬂ or[%ﬁJ%n%&n Qz&&a:l)’n 3-yl)-3-aza-
BicyiItI3/ 1 oThests-yimetta-(d-Eifivbrareethoyprizy!)-avide;
(3-chl (Rf %)@%&ﬁﬁl@m@% gﬁgbﬁlxﬂc %0@2‘113 aza8din-3-yl-3-aza-bicyclo[3.1.0Jhex-6-

bi cycl o -anm de;

xlm(ettwlﬁ?r ghiierPersY-AY benzyl ) 1
H- i m dJEKZQhIGroM frdpesayl)iNe((Bmietyl(XBazatbiopeio3 b @fmeydh)-6-(Brethyl)-1H-
[Ené)‘%g[? SR z3-Rigycl o[ 3.1.0]hex-6-yl methyl)-amide;

ToF onet hoxy- phenyl ) -1Hi m dazol e- 4- car boxyl i
c aci dn(( Bhagnacstisabwais {ieyef 3-
propyh23- azrae bérﬁp&h@bﬁ:lém(ﬂ, tmareif syt Erhiuny isawdedied fr@b:

1 Soﬁ d\ﬁegIbe élﬁ{g}l ?z%l%f‘ ca%og( I% C%E Q OX%I e{zg bﬁ;%l&tS 1.0]hex-6-ylmethyl)-(3-

(3-ch
biflogrometh@xyihedpilenmice Wdfﬁ%qh 459 am de 1- But yl -
Him q@ﬁé%ﬁ-’l K-ridaioxdLbdrboxgid dacid  (3-aza-bicyclo[3.1 0]hex-6-ylmethyl)-(3—

o- benzy ( et I 3 aza- bicycl o[ 3.
g FieAgrde
1- ( 3- @Haing4 Phrekgdcle-A-barbonitaz abie- 4Gearpibisygpl3d Ofexg-yimethyl)-(3-

%Fﬂgr;;/byeﬂ )@Jﬂﬁ&@@d}ocﬁ%n@é hyl - 3 aza- 30

Himd %ﬁ“é 12! @5?{933( F:;;rgchg% S d amgﬁI d& -aza- blcyc Q[% 1 O]hex 6-ylmethyl)-(4-
(leorﬁthmLmrohmﬂwylbehzjlBareltihwdr&hmae bi cycl o[3.1.0

]hex | sl Opydzadbicyclo[3.1.0]hex-6-yimethyl)-(3-
" M&bmhhﬁélg)ra% g?rgoxglicl d%@ﬂ BYazabicyclo[3.1.0]hex-6-yimethyl)-(

(CB‘DW@}P&WX'WT”?SW@P‘HW”% aza- b i cycl 0[3.1.0] h

ex- 6- YILMEhfl-yIH)ImElHtcﬂhsll c@boxylic acid (3-aza-bicyclo[3.1.0]hex-6-yimethyl)-(4-
4-.Tr fI ar Yiaphenyl)-1

ijl-“’gr&?’dsozm? )ZQ%‘Z FI c acid (3-chloro-benzyl)- (3

eth yl Mgthg[z'lngwldiazq{%,@car@m[ygc 1. aG]d h (3-aza- -bicyclo[3.1.0]hex-6-yimethyl)-(3-

Q;zcl emty{myhsﬂharoaammam\a@ 2006/ 106425 PCT/ | B2006/ 000947

(3- py?fl@h%ylz'lll-ll_l}pl zcgtgé% fox llﬁ? %Fgcq—\é%ﬁ cﬁ%%3d1 .0]hex-6-yimethyl)-[3-(2,2~
wxmahwropoméltﬂwrmbawﬂm oxy- benzyl ) - ani de;

1- Met hiyprethyiHt- |m|d“al§'c31éll4%a|4aom& boxid | ¢3-aLd-1slcylcBf3( 110]hex-6-yimethyl)-(3-

H benzoi m zoI %}Pﬁ%aza
tﬁyﬁl%fl’%[”@’ ‘h%‘?@z thyl ]-(3-trifl uoromet hoxy-benz
yl ) - ami-tethyl- 15+ -ifvidelec! g tcarbokylit i atitz ol (8-azp-isyciobB | Plhex-gmgthy)-13-

[é 2(21t(|ﬂ h-Yr Jﬂglﬁ&hﬂ'e&yg H¥hA-3mRiga

met hyI 1 ATRnBL e (’rév‘taf?as‘ayc be?f 1 )@ara-pieveloR: Mgy f-vipethyi-i3-
Heiom-eimied-eth - st Ppatyitie;c aci d

( |3) af g% !\:/% hpl erd chba%olgéaﬁafﬂowlgl o[ 3. 131 hex- Ga.cydiopipsinttthyl-3-aza-
I\b!@@b@m @h@c@tylmleibw @otéﬁmn)etbw P@ZM%?'WPL 3-aza- bi cyclo

[ 3. 1. 0] hexan-6-yl ) net hyl ) -
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10 i m dazol e- 4- car boxam de; and pharmaceutical salts
thereof. 12. The conpound of Claim7, wherein said

w@oeopawads i s sel ected from 1-Methyl-1 PCT/IB2006/000947

H i m dazol e- 4-carboxylic aévd

(3-aza-bicycl o[ 3. 1. 0] hex- 6-yl net hyl ) - ( 3-
trifluoronethoxy-benzyl)-am de Hydrochl oride; 15

1-Methyl -1 H i m dazol e-4-carboxylic acid

(3-aza-bicycl o[ 3. 1. 0] hex- 6-yl met hyl ) - ( 3-

tri fl uanangpt Ryrhidaeiez4rtgrbamiicde Hy daait hl or i (Begyclopentylmethyl-3-aza-

] . 2 - vlip Aci
G LI Rt

chl or d:%q:jM-QH)lmlgﬁq 'FWERXM‘&I‘II or iaag; 1_qgéflfw[o_rrfthoxy-benzyl)-[3-(4-
thfiuBro 8 B ekyeehz\t)ea-@xydytie[3a ] ekx-6-yimethyll-amide;

3-azag-bi.c 0[3.1. 0] hex-6:yl hyl -
1 uor BB Rt otiel A et e A gravonopyimetnyts-
Bzavbicyold[3. 1.0JeN-Griideirol)-emitiec ar boxyl i ¢ aci d
( ﬁl- az %éﬂiy??’f@inﬁl&éiglb-@&e{mylﬁj %did’fﬁiggydrb-ﬁlé&yl_)-é&cyclopentylmethyl-3-aza~

ro-4- or o-benzyl)-am de rochl ori de;

%Eb(é‘?[ﬁ}}félhfx'gﬂ[r?ﬁtwgﬁ?{%% 4- car boxyl i c acid
( 3- azd-Metoy-d HohiBazo)ed}-brekoxglioy | aeid hy(Bichipep-benzyl)-[3-(4-trifluoromethoxy-
fb'eH&r).g,:a’éann%Qc@a[@@.@E%x-b%@my)];aamegie; 25 1-Methyl -1

RANCET I oL s e——
bicptiaipe 10ihek-8xyimethyl)H Brtiflosrbmathyltbenaiiaddde; 1- Met hyl - 1

Him de A HE XYL o B - -3-aza-bicyclo[3.1.0]hex-6-yimethyl)-
(3- azgﬁﬁ%&@éﬁé@%?‘%ﬁEééfgﬁxg’fdy?c&%t(%@t? -Srega-pigyelol31.Olnex-&-yimetnyh
df-fereryitiigerameyhrenaraniden - benzyl | - ami de; 1- Methyl -1

H i m daaéhe-1d-imaatiedbarsox@itd abid (4-fluoro-3-trifluoromethyl-benzyl)-(3-methyl-

(23: - i 3. ex=0-yl methyl)-(3- 30

&/%é%%é%ﬁ%% hggl-%fyfn&eg%@%e'%zfyl )-am de; 1-Met h)gl -1

H i mi dadeshy-1 :ir@ﬁpm@-parp@(ylg:ci d acid (3-chloro-benzyl)-(3-ethyl-3-aza-
(bkyaga-1 birexelyphelny).-Pitex- 6- yI net hyl ) - [ 3-

o] B Rt et g2 g g plrgR oo
HB-friftieramethexydepzm)iaoigd lﬂx@@b% fde;

( 3- azarhépyatahidiedod3-Baxogtiy/ | Meicly! ) (d-Bethyl-3-aza-bicycio[3.1.0Jhex-6-

, -tri.fluoro-ethyl )-benzyl]-am de; 35 1-Methyl-1
N S e
( 3- cycl-Methg{d yi-inmistaroje-4-8argexylic acid (3-ethyl-3-aza-bicyclo[3.1.0]hex-6-yimethyl)-
Qh.@rmgg@&éh%b%%g@ﬁ@deyl met hyl ) - (3-trifl uoromet hoxy- benz
?Il_l_ ?vé? hmyﬁgthylﬂvﬁ-imdggé%?-ggr g@ '(?Ib-g!&%Fdio26g%%gt%ﬁ73-az%§3icyclo[3.1.0]hex-6-
(VBrayeH(BrinbrpnetbliFbehzyB-aarde;
bi cycl g A0 =85yl ) - trid b i Bed-3-aza-
ST g 70 s PP -4 i o
(%cyﬁipi3f1|-qymx@m@?ﬂaﬂg@fwsﬁzy| )-[3-(4
t ri f | upKerRtiroMtabeaz vhrpedtiaz a-deid (3,5-dichloro-benzyl)-(3-ethyl-3-aza-
[ | o[ ( = 6c vl m.de; 5 1-Methyl-1
ooR ks AR i B Wi
( 3- chl bMethyelizipidezqgladcobpals ASA EeNgP-4gluorg-berzyh-(3-mefjyl-3-aza-
tbigycbR: 110]kx-8Yy IRt @)-athiagt hyl ) - am de; Methyl -1 Him
(3 chl GPEIHRRE e & ATt n P o Tupig bonao -ty oz
bhicygio[30] @hek-fimetkyBaryideset hyl ) - ami de; 1- Met hyl -1
Him dﬁﬁ@!hg:m-iﬁﬁaggéﬁlc%@o%& d  acid (3-chloro-benzyl)-(3-methyl-3-aza-

en

-chl - [)-[3-(4-trifl h -
(gfcy(c::lo[S%r.Oc])hex-S-)ﬁ%egnyl -g)migie; tri uor onet hoxy



10 benzyl)-3-aza-bicycl o[ 3. 1. 0] hex- 6-yl net hyl ] - am de;
1- Met hyl -1 H i m dazol e-4-carboxylic acid

w@ 3so6sad42pr opyl net hyl - 3- aza- PCT/IB2006/000947
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bi cycl o[ 3. 1. 0] hex-6-yl nmet hyl)-(3-trifluoronethyl -benzy

| )-am de; 1-Methyl-1 Him dazol e-4-carboxylic acid

(3-ethyl -3-aza-bicycl o[ 3. 1. 0] hex-6-yl net hyl ) -
(4-fluoro-3-trifluoromnethyl-benzyl)-amide; 15

1- Met hyl - I Hi mi dazol e- 4-car boxylic acid

(4- f | udrdetigi-t iniinhidaroleatresriboxlich enidy I(3- a(éﬁdin@bw‘rybza-aicsﬂ?m&b0]heX-6-
| ek o GO idtncho BbEh atide: an de: 1 et hy -

(3- chi GBI 08 . 259 b PASRITEITS oy
e foicgolgf8. mehby-b )/m@rhydemldb- Met hyI

Himd . .

e o h%ﬁ’éﬁgza &5&% BJ:gbo%%] Hod m%_ 1 R shgrobegpyG-ethy-3-aza-

(BLCY‘%IQ@/F %‘%ﬁémﬁw 7yl ) - ani de Hydrochl ori de;

(1 Met hylmethyi= mwd&mlfca?%@?kgfﬁwdl g (8@idithloro-benzyl)-(3-methyl-3-aza-
- t s 9= ex

yﬁ'r%?%@?/?]h%)éeél © yu)él&oofret hoxy- benzyl) - am de;

1- Met hytMethyj Fr'm*é%@@t%canb%ﬂ\cboxyw ¢ aiddichloro-benzyl)-(3-ethyl-3-aza-

( Brephdpy oﬁeﬁmnﬁtr@w%}nﬂ{& 1. 0] hex-6-yl methyl ) -

l(—|-3|- :nr hglé\/gqﬂgpﬁf ¥%8§enza¥bc%@i%macgg ’ [3-%F-m]ét_h'grt?ésn¥c|m_yl:-l'azetidin-3-y|)-3-aza-

( Bicyataih §-Dihex- @rzlmemy&y%ﬂrlm[osometmxvmnzab -amide;

yl rret hyll\)e‘tr(yﬁﬂil rmaﬁéza@rmoawc RE8Z Y3-4zcRh B81-3-LzdVBL L3 Lojhex-6-

Carghf R STy Sedbipices. aza.
bi cycl o{\Btiyl-Of-nesazbleytcagionyiic) aeidi dRazelidiMstyiglazatbicyclo]3.1.0Jhex-6-
}('lglh@thgﬁ‘?@éh‘?oréll B! ‘Béﬁ/ﬂyfe %mﬂféiﬁ d

| or o- benzyl)
bi cycl ST U S8 TR ) - i dé41ﬂwp Selrfugiomgthyi-benzyl)-[3-(1-
1 mistitylrazktidin-S4yl)-Blagkariofo{ 3+ .Claebe yiyHethy!-amidd;

g)ISCCI(;]: g[l\%"th}"/f {)il]i m 8@%”&3%(% {:3 QE& hy C}To?}éﬁ‘ flucrro Eenzyl) [3-(1-methyl-
'aézyaﬁeazabtcw'%)zﬁﬂheé 62 Gdhvll am' e
( 3 chl ometdgfH-nadaoleeinaaytokylic 3 a6t h Y3:abtiaid =yl-3-aza-bicyclo[3.1.0Jhex-6-

D GEA S SN R B! ) - am i dei 35 1-Wethyl -1

i d
(3-chl a,-,l\@.trybﬁﬂrplyazelg Wtw?;](/:hcg azacid [3-(1-methyl-azetidin-3-y1)-3-aza-

g%%rdé@{ Blhdx-) ety ik iy BeizARamiQ 2006/ 106425

H i i digp E%g’rﬁ;a&8§y74]—cflaéb'\é§%lliggalci_dl(&chloro-benzyl)—[3-(1-methyl-azetidin-3-yl)—
( 3-agz-bicycthlht. Ghey-6-gmethall-Bingigcl o[ 3. 1. 0] hex- 6-
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