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HETEROARYL AMIDES AS TYPE | GLYCINE TRANSPORT
WBIRIT@RS Background The present invention relates tqjfsatictdod0]
heteroaryl amides and to 5 pharmaceutical compositions containing them
and to their use in the treatment of central nervous system disorders,
cognitive disorders, schizophrenia, dementia and other disorders in
mammals, including humans. These compounds exhibit activity as
inhibitors of the glycme type -1 transporter Schlzophrenla a progresswe
neurologial el BskOl HERERHAS K S ds ahELYGNE R :
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Cur\.';reagtdgg\o/ged rexzent?y by Bergeron, et al. (Proc. Matl. Acad. Sci. USA, 95, 15730, {1998)),

which is hereby incorporated by reference. This group showed that a specific and polent
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inhibitor of the glycine type-1 transporter (GlyT1) responsible for removing glycine from the
35 synapse at the NMDA receptor, termed NFPS (WO 97/45115), could enhance NMDA
recepior function. For example, NFPS increased the postsynaptic current driven by the
NMDA receptor, an effect blocked by both a specific NMDA-site antagonist and a glycine-site
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NMDA receptor, an effect blocked by both a specific NMDA-site

antagonist and a glycine-site WO 2006/106425 PCT/1B2006/000947 2
*etageRisi.Even though glycine levels in the brain are higla-rglativgtesthe
amount required to act as an NMDA receptor co-agonist, this work shows
that GlyT1 removes glycine efficiently at the synapse, and that inhibition
of GlyT1 can augment NMDA receptor function. The present invention
provides GlyT1 inhibitors as a treatment for disorders or conditions such
as 5 schizophrenia through its augmentation of glutamatergic
neuroeReRSMmRsooSh SiFizrPsitifenhbsittion Mihegmte dnbiraresiibipauired to
relaesscretiipo e td-ammistiahis wre dirw sREaRY TR s2REv ¢4 gl iIRS: fiikidAtly
Y Hat MheFprapuda dntiGratheisitoiRoff epresenisaghete roaoy setpaietddtmm thee
grogtaseRnsistiRg Mbvidaidasolyiniaiag alyd. rouridy (P sRZRA MEREAbAs such as
triazglyl esadinraiyl wsipalinukcisorimaahde-RirRlRIdaz 0¥ ANd
thiadiazole, whereln said het%rugnar | Isaptiona gx substituted by one or
more sub%ituentst_selected ft ) - : a}logen, (C1-C6)alkyl,
(C,-C,0)cy TS (6B SIRERY? P BT TAKERY Bk e
(C,-C3)hydroxyalkyl, (06-C14)a%7 nd ?lzyl; 15 R2, R3and A
independently represent H or (c?,‘)@f@ whergin said alkyl is optionally
substituted by one or more -OH, [€,-C6)alkoxy{ -NRTR6 or halogen; Q
represents -(CH2),; , where A 4, 2 5‘3(4,@’- SH2),n O-, where m=2, 3
or 4; Z represents (C6-C14)aryl, (C,-C3)é:fkyl or (Cf?sﬁ-CS)cycloalkyl; R4

and R5 each independently representH, halogen, (C,-C3)alkyl,
(C6-C14)aryl, (C6- 20 Clﬁ)ary(Cl-}g:6)aIkoxy, (3-10
membered)heterocycloalkymowdC3 cycloalkoxy; wherein R4 and Rs

are optionally substituted by g pore -OH, (C1-C6)alkoxy, -NR7R3 or
R6, -C(R6)3 or -CH(R6)2, wherein o =

halogen; Y represents -R6, -
1, 2 or 3; R6 represents H, (C6-Git4)aryl, (C1-Clo)alkyl,
(C3-Clo)cycloalkyl, (C6-C,6)bicyjcloalkyl, (C6-C,3)tricycloalkyl, (3-10
membered)heterocycloalkyl, (5-3 membered)heteroaryl, - 25
C(=O)NRT7RS5, or -C(=0)OR7, whergip-saifd R6 groups can optionally be

10 SURBHHIES, IHERQNE OF QL6 XoRERRRHO LAVCHIEAL3 s imidazolyl, thiazolyi,
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PC;;Vr!%g%Qan/o 8,0;%72067’:, triazolyl, oxadiazolyl, quinoliny, isoxazolyl, pymroloimidazoyl and
thiadiazole, wherein said heteroaryl is optionally substituted by onhe or more substituents
selected from -OH, -NR;Rg, halogen, (Cy4-Cslalkyl, (Cs-Ciploycloalkyl, (Cy-Cglalkoxy, (Cy-
Ciz)alkoxyatkyl, (C1-Cq)hydroxyalkyl, (Ce-Cya)aryl and benzyl;

Rz, Rs and A independently represent H or (C1-Ce')alkyi wherein said atkyl is optionally
substituted by one or more -OH, (C4-Cs)alkoxy, -NR;Rs or halogen;

Q represents ~(CHg)e-, wheren =1, 2, 3ord or —(Chy),~O-, wherem= 2, 3 or 4;

Z represents (Cs-Cyylaryl, (C+-Cylatky! or (Cs-Cgleycloalkyl;

R, and Rj each independently represent H, halogen, (C1—Ca}alkyf, (Ce-Cralaryl, (Co-
CQ)aryloxy, (Ci-Celalkoxy, (3-10 membered)heterocycloalkyl or (Cs-Cs)cycloalkoxy; wherein
R4 and Rs are optionally substituted by one or more ~OH, (C4-C;)atkoxy, -NRzR; or halogen;

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

Rs represents H, {Cg-Cig)aryl, (C1-Ciplalkyl, (Ca-Cioloycioalkyl, (Cs-Cqs)bicycloaikyl,
{Ce-Cua)tricycloalkyi, (3-10 membered)heterocycloalkyl, (5-10 membsred)heteroaryl, -
C(=O)NR;Rs, or -C(=0)OR; wherein said Ry groups can optionally be substituted with one or
more X groups;



wherein X = -OH, (C1-C3)alkoxy, -NR11R12, -S02R10, -C(=O)R10,
halogen, cyano, (C1- Ca)alkyl, (C1-Clo)alkoxyalkyl, (5-10
WsRbersdibeteroaryl, (CrCl14)aryl, (C6-Cl14)aryloxy, berzw¥%0s/000947
(C1-C5)hydroxyalkyl; wherein R7 and R, independently represent H,
(C1-C3)alkyl, (C3-C8)cycloalkyl, (5-10 5 membered)heterocycloalkyl,
(C1-Ca)hydroxyalky, (5-10 membered)heteroaryl or (C1- C10)alkoxyaikyl;
wherein R7 and Ra may optionally be substituted by one or more X
groups; or R7 and R8 together with the nitrogen in which they may be
attached wigseifoln £(BCtOdmbEmbelEdReteiBdy el FHgIRgrdalswptionayC-
substdtived (Dy@rieiormiote E-Yroupsberboneisrddig, rdpFesgats (Ce-Cujaryioxy,
(Cha)adkyd, (ByGMeytpalkyl, (3-10 10 membered)heterocycloalkyl,
(C1-C3)hykrnyalkeds €-HA:Pemmhsrediheteraapyl €5 dal &t abamalieto
Whﬁre%ge%gf e@é?gc %l%%ﬂyqde(eGE%ﬁrméfxrgﬂWesm&_' r&%&e&%ﬁé@f!ﬁawl or (G-
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Def&iReBEeORPHGAErHE (7R AT MR I ARR BRI RS used
herein, theteeims "hBlogenteaseeiisalo” iiteltidd®; Cl, Brlanditalyhless(3-10
1ootherwisesiidicatedioaltyls¢tFarginthekterns-dikyttimehedbstsatufated (C:-
20 ogpmaxgdemt hydrocarbon radicals having straight or branched moieties.
ExamplesQf-aiu], eHoHpSuehMde:hubRssnat limitgshie:, eetydydibd, (5-10
n- m@whrém@ewmwgppqepwmﬁfayiﬁmﬁ ((EH2-RuiopEamUl A Bt

Le gupgpgﬁ( jse Indicated, as used herein, the term "alkenyl" includes
alk yI1 m0|e¥|es havin ?t least one ci{a qn -carbon double band wherein
alkyl is as S RRES AR av’éacﬁef TRBIEe® a keﬁmfmﬁ%l GE° Qbut are not
limited to, ethenyl and proBerRA-—EAH Rs8iRiicated, as used
herein, th‘é‘@ﬁrﬁthéﬂk%w‘?ﬁfémGé§séﬁ<§ﬁfﬁ'\‘b'@ﬁé§’”ﬁd¥ﬁﬁgeatElé%éte@né‘c'”de F,
carBorr-eardon triple bond wherein alkyl is as defined above. Examples of
alkynyl gtougss inctudss butcarse, nat lineiteickton ety myhatuk - prapyasy katurated
20 Unm@@mﬂwyiﬁ&maaebzaswﬁgdtwams HaghteEmMm alsexY E-@RadSof atkyi

"aldob-inciRd, Wheseino: sl 15 Asiklelingd AbRYR; ForrmpIer ol alkheMyene

grqm_@gl&d@igﬁ@;&ppt limited to, methoxy, ethoxy propoxy butoxy,

pentoxy ? er\¥|s H’lC‘IC e(P therwas i?e}Ql (Eiwat?erma’ | C BE s al emter 2]

"alkoxyal ){ means alkyl-0- & ‘318 Whereih a k l'is e% 8 ove. un Pess

otHlﬁ‘W%%t ARt B4 u%&%!‘ H8 b‘fﬁ‘é"’f&?rﬁ‘” ﬁ*ktﬂﬁ&s&&w“rﬁt’eé{ﬁsE"a‘“p'as
25_aIRYFIESRY! Pty “a‘?ka%dd%fﬁﬁ‘é?ﬂ‘%B’Efb@GE?ﬁ}’éss otherwise indicated,
as used hisleshotisevierindicgiReredpedheransthalkenialoy!” Weiedes mikgl keipes
is asvitefin kdsbboverinid200 6146 64REWRETH BROBBAED:A Above. Examples of
alkynyl groups inciude, but are not limited to, ethynyl and 2-propynyl.
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Unless otherwise indicated, as used hereiny the term *alkoxy”, means "alkyl-O-",
30  wherein "alkyl’ is as defined above. Examples of “alkoxy” groups include, but are not limited
fo, methoxy, sthoxy, propoxy, butoxy, pentoxy and aliyioxy.
Unless otherwise indicated, as used herein, the term "alkoxyalkyl” means alkyl-O-
alkyl-, wherein alkyt is defined above.
Unless otherwise indicated, as used herein, the ferm "hydroxyalkyl" means -alkyl-OH,
35  wherein alkyl is defined above.
Uniess otherwise indicated, as used herein, the term “alkenoxy”, means “alkenyl-O-",
wherein “alkenyl" is as defined above.



4 Unless otherwise indicated, as used herein, the term "alkynoxy", means
"alkynyl-O-", wherein "alkynyl" is as defined above. Unless otherwise
used herein, the term "cycloalkyl" includes
sat%grgaﬁ g c%/scllc alkyl moieties wheyein alkyl is as deflnedrlQrk;r(/)I\%gm9&!}947
Examples of 5 cycloalkyl include, but are not limited to, cyclopropyl,
cyclobutyl, cyclopentyl, cyclohexyl, and cycloheptyl. "Bicycloalkyl' and
"tricycloalkyl" groups include non-aromatic saturated cyclic alkyl moieties
consisting of two or three rings respectively, wherein said rings share at
least oneisiashenateminiBieyciaaliad harth, ticieio aikytt:gr cugsaisioyny!-0-,
inclyderyslighprietiasseansisting of two or three rings respectively,

wherein Qm%ggn&maél %&gggrg@ryée@ngeﬂe% whergin, sajgdi wgs REREELWG-
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10,2 LYEAARE MSRY |eexsl atitenyLan 6l Gy QRe X s s A100 - Uaitin g RXRBEIE:

20 of @omg&éﬁl&@é@%n@'}ﬁ’éﬂ&% %%&@WL‘ QMSEJBQJ!%) QX&LQ%H%QQ%GTB carbon-
b|c cnoal I a d cloatlken)éar%rou s alsg 25 ngjc ud%?% DS that are

nne ing a R TG mem er an on-ring carbon. (ﬁn
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25 defiriitiorssolioy dtobdkenybititsity ticalk enyitransh triejieto dikemyts diereinrdds
Untisathesitise indicatsdo@styisetbiiexeiny thexdeumptarydyiinciu desaanhory.
organicciadicahyevtvashiem an aremalichy dregarhe iy remeyak afranach
hygaag@ BreSHOILES RRGMHIL (;P PitioRarituldndeayl, indrayk %Q f!ht%%@b(&nys
A,gglleﬁncompasses fused ring groups whereln at Ieast one rlng is
aromatlc ré%estﬁ otherw se |nd|cat d(ld as. u here|

TV, IC ted, as ergdn, fhe term " mc ué san organic radical
heterocyc IC anS ?gi eterdcy C R ré erto no aromatlc Cygfi

grBUPELEAta iR ORE 8?‘1&?6?&“5‘&%(85%8’&%”’ PR S G 15O
hetatahrbridenyh i auleeh B AERH- 0 “ASYA FRORMAARRS SISy IS AHeyPe yETRRs2t
indadentainsaip@mmdtctwo-ringed cyclic groups, wherein said rings share
one or tWinless otherwise indicated, as wused herein, the terms "heterocyclic® and
35  ‘“heterocycloaikyl” refer to non-aromatic cyclic groups containing one or more heteroatoms,

preferably from one to four heteroatoms, each selected from O, S and N, "Heterobicycloalky!”
groups include non-aromatic two-ringed cyclic groups, wherein said rings share one or two



WO 2006/106425 PCT/IB20061000947 5 atoms, and wherein at least
one of the rings contains a heteroatom (0, S, or N). "Heterobicycloalkyl"
SRS Rlskinclude two-ringed cyclic groups, wherein said Qng JingigeA'Y!
or heteroaryl ring and wherein saidsrings share one or two atoms, and
wherein at least one of the rings contains a heteroatom (0, S, or N).
Unless otherwise indicated, for 5 purposes of the present invention,
heterobicycloalkyl groups include Spiro groups and fused ring groups. In
one embodiment, each ring in the heterobicycloalkyl contains up to four
hetelrostomns (Verdiromt Zead wdorlr hetanoatomisinsrevitkidodien afOedstword-
ringHegndaiysi@ticys asiupn eidetercatom)inddie dygke poays|ieigrel peiofotisising is
inveRfigneanasant el dading s sy sk auhstiviadoMdne e DR RBRIe D Xst
mojglies- dxanPlesehhensaramatqbeterqonsiic 10hQLouRR Akt agiidiay for
azefiding, w&"ﬂgsn%k RIBSHS) Bt A SR PRSI Akl Bauos and fuses
tetrahydro Q/rl |n%/ oxira %é xet%nyl tetr hydﬁ)f rany l, ;Eeltra P%] rothl?n}/
tetrarﬁy%f E ran tef?a?l rothe"i')c it meore ifs mgcfﬁ Smorpholino, ° otr
thu&‘?&""ﬁ%ﬂ*“ﬁ&?rPcﬁﬁWuﬁedB {ﬂ“”iﬁ"%‘iﬁ*ﬁﬂ% P@Hdﬁ?%ﬂ‘ ’8?8&83?1”3/{’”9 coniains a
1, 33RO >BRAGICBFRRYolinlE, ERINRIVEISYEEYE Th\dErStfeie)! caiiRdrTcanyng
pyrey2isticinybsithietay dlinye, dhmidazetidineigtics-aZedicips|of 3o 0ftestiariplegeidic
10 azabicyc|ofd. Oihehtayidioqu noliziwdy g winedidinyizeping, piperazinyl, 1,2,3,6-
1, 4atigngaspirefidvb esyl, dxédathowaspioald-4dno R¥ahydrothienyl, tetrahydropyranyl,
1, dealigsacRiti=m0 Ghylpinch Lrﬁoﬂ%mr@rﬁﬂm%]ﬂe%yﬁollﬁwmiﬂwgmﬁnyi
'”dla ?&!nﬁ‘s Uéﬁ%}ﬁre'ﬁ‘e J‘(%Jc%ﬂf'f‘ry' ol RIRIRO aWHSy&E‘QPPSdmydmtmenyl
gtﬁ r}tgra%ne Orrg?zg § ]p le ?r%atglm§ Fl)m%% ! ro%n azablc 8{}£Q LIIO hexanyl, 3-

heteroatoms S tlcyc |n|n
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can also YrefdenAMEsYsierid sshsatutesivithuwnendr e Bxermnaietpsyies
Examiples ohd eteraahplapaups vafergpridmyinpipriclareighaond azsiykd from O,
pysnaidiny| Apyrazolylgtiia zolsinpy kazi ey e etdidatase gLiEnohyds least one ring of

20 1,213, dd@inabysraguinohdictetrazabyp. fand ntaanw dexasohid, ilagalhn aiso
OX%QM wud&%ﬁl&\@é&&@%@b{h JHQQMMQ%WFH&@@ZOMNP}Q&Z&%&M yi groups
C'ng}Q"Wlﬁ[n}ﬂWa@z.mﬂ%g%@%mﬂaﬁwz'gwgzsfyﬁz W 2R A W,
135 trla |n¥ indalyl, &{ Pyt ?xa |azo Yh, iazol 8
furaZ%Umq ybeh %u?ai.'%;/ C]ngﬂOH/ razo é I’Y en rsoxaﬁ taZO , WUXaZi y,
beﬁ%&‘}tﬁ%&¥o|§ﬁ“8é‘n£8%§&§nmatﬁ?ﬁa% |ﬁﬁ?r’-°éfﬂﬁ$es&<g|mvlmréaﬁﬂ%§md {RgAtiziny

25 dIWWH’OM’EZ@WaHWHﬁE‘WMﬂ %ﬁﬁm&oﬁa .)/4} 1-oxoiscindolyl, purinyl,
tetpapierdsoduintisAYbe fivestamyl, fogessfiienngdl, pYatiepyrireidinyterastiazoly,
azamdaohjdz@0, Urdessathe rwiseinticatedyasogechhgteiridithie tdnproquinolyl,
"Ccyelaalkaxyindnearsyieyaiaaiyl-Owiramhesaivy ieygl oalledzdsras defipediny,
abw&ogﬁmg‘ﬁwm@rgy%@micmed as used herein, the term "aryloxy",

a0 Means "l oieteiniand; Isademel Ao tples §csamss§>~8¢neans

in d%a{oaﬂ( ASHS ﬁeeerel dap teggndegr%tgrgc cloalkoxy", means
"hetéroc Ioalkg 0-" whereih eterocy coak ["is as deflned above,

Unless otieimisthdreansisg ﬁe'l‘f??epgfﬁmtht@eté?m ‘RetRR6a T8 -0

m é‘gﬁ?!n “aryl” is as defined above.
Unless otherwise indicated, as used herein, the term “heterocycloalkoxy’, means
35 ‘“heferocycloalkyl-O-", wherein "heterocycloalkyl” is as defined above.

[#5]

Unless otherwise indicated, as used herein, the term ‘heteroaryloxy’, means
“heteroaryi-O-", wherein “heteroaryl” is as defined above..



"heteroaryl-O ", wherein "heteroaryi" is as defined above. WO
2006/106425 PCT/IB2006/000947 6 Unless otherwise indicated, all the
ups derived from hydrocarbons may be opti %aéjg
s&st%ﬁt%?%y one or more halogery atoms (e.g., -CH2F, g 20&6@0947
-PhCI, etc.). Unless otherwise indicated, the term "one or more"
substituents, or "at least one" 5 substituent as used herein, refers to from
one to the maximum number of substituents possible based on the
number of available bonding sites. (Examples of one or more or at least
one substituestdnetude ihitbiateanotelinmitpadardupe ddhaubstitugntsabbds taay
6 subsiitiantss@skikedd s Whstiuanis)abiiestmpthanyiseHpdicaied. o, thenc,
foregojing groups derived from hydrocarbons may 10 have up to about | to

about 20 Bﬁiggsg %tﬁégﬂﬁ g%fgj t}%Qth%I@ﬁi %12 &n%r%o alb(%? l%gc%6Q§Qeast one”

cyclo I 3-20 membered)heter , aryl,
*menibe eﬁ%gheteroarp%r%?t ¥ori ?m offte 1% gért%aﬁ BB B, o stegnis

alkﬁf}sweéiﬁ%%m n&b%féa&?aﬂﬁwd%g gites. (Examples of one or more or at
melffeterifrRstdttRIb gkt @BrctiBighp (Sl mbfibensdihbte foupplituents
etcd, 'op ReuaBiisntE2 carbon atoms, or 1 to about 8 carbon atoms, or | to

about 6 cerlencittewise bBickke, forbg GingaupsyDstet\ieth rambdaeons may

10compeUnds ligiad akoveamay benbr attaches @, pﬂmh@gdypar@@u@g iﬁo

POSSHIEK, Q- HOSHRNEEre IR, ISy a[EQNA DY 5 lRY: RERMLIR- x

(IT' a@ghaﬂ)qgr&;y{fsgl ﬁowsf@tgttgceedgmg \he t%ﬁgnéke%f?f%t”%}%ty%%t 19

als sa ihle.tau ect of the inventio
ste%e chﬁ%‘ﬁ?my(}dg %ﬁ’ Pk rgg]%é 12 11'OF eﬁz%;%%rﬁ%r =TS ?{Q(BM %2

R3F] """Z‘S NOZRRE REPRER2 RIS RUSHFRNE 22%%ha .a~,p\H

BHa,, ~pliE fﬁ&?ﬂ*ﬂﬂ&fﬁﬂﬂ%rﬁ?@i’ﬁﬂnﬂ rend g spramosnthitsipl ahtisn MRY ke C-

imielesBHy| B plisRaligdsussatidstipsridenyfofrinalaothier sropederivedsirom pymole
(CH@ B aryktdnt(R4tiecRD arprecchiftepshedntyetrmalegemg RS Girdps
-O@é:nCbpasdanpytasi¢Gndaba)aryloxy. In yet another aspect of the
inventioninRZe BpandrAnaravaydro aeNs:WELZIQ8A QB&4Red as in Formula 1l or

20 PGLB2006/000947 7
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Formula il Formuta i
In ene aspect of this invention, R, is imidazolyl optionally substituted by methyl.
in another aspect, Z is (Ce-Cyq)aryl, and R, or Rs are each independently H, halogen,
-CF3, -OCF;, (Ce-Cyayaryt or (Ce-Cyy)aryloxy.

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



n

10

15

20

25

In another aspect, Y is a (C1-C6)alkyl, a (C3-C6)cycloalkyl, a (3-6
membered)heterocycloalkyl or -CH2-(C3-C6)cycloalkyl; wherein Y is

ti bstituted by halogen, OH, -SO2R10, -C(=0)Rj
‘% @gﬁg@ 3. In another aspect of-this invention, the com%%r%gg?mmﬁ
Formula | has the following 5 structure: HLC N~N O /R, Rz N~O~Z~RS
A HH N wherein R2-R5, Q, Z, Y and A are as defined above,. Specific
embodiments of the present invention are shown in the Examples below.
Compounds of the Formula | may have optical centers and therefore may
occur in 10 différent apemtiorheisc andChi@stakgomeri¢teanfigirationsa Tkees
presentdredpitianinciitdes aHeartipRottytiastereamessidaat etbfuted by
steraeisrnsrsef slick comrpossisaftie Formula |, as well as racemic”
compoungls, AL ACHERIC MK it 3R kb NI T 0 RISTERI D Ghuing

thert(ra%gbrlg,harmaceu ically acceptable salts of the compounds of Formula |
include the acid 15 addition 2and base salts thereof. Suitable acid addition
salts are formed from acids vv“h‘rsh/fo\m non-toxic salts. Examples include,
but are not limited to, the acetate\ adipate, aspartate, benzoate, besylate,
bicarbonate/carbonate, bisulphate/su te, borate, camsylate, citrate,
cyclamate, edisylate, esylate, formgte! furnarate, gluceptate, gluconate,
glucuronate, hexafluorophosphat: »h@epz/ze, hydrochloride/chloride,
hydrobromide/bromide, hydroiodidefiodid8, isetfiionate, lactate, malate,
maleate, malonate, mandelates megytate, methylsulphate, naphthylate, 2-
napsylate, nicotinate, nitrate, of Alate, palmitate, pamoate,
phosphate/hydrogen phosphatejdihydrogen phosphate, pyroglutamate,
salicylate, saccharate, stearate, stigeinate, sulfonate, stannate, tartrate,
tosylate, trifluoroacetate and xinofoéte salts. 25 Suitable base salts are
formed fr g}{pas%s wh(ijch'formdn _n;éoxic salts. Examples include, but are
nofvﬂﬁfﬁfrég“ Al 2aFE R E B&nzathine, calcium, choline,

to,'t%’e aluminium, argini

diethylanf& afSTaPHRET YRR &7 eaRratR Rty RESTANH! Ihibg Eraimes SRitine,

potassiurPMBEHIENS! the MR ReYalirieZitcs RSty @I OBAEDB AR occur in

P G- 82 60600099 FnBddermisaitscofoattidstans hasesyaaynatstobdnciudes al

formedpferexamplerhamisikphatestndomers of such compounds of the Formula |,
as well as racemic compounds and racemic mixtures and other mixtures of stergoisomers
thereof.

Pharmaceutically acceptable salts of the compounds of Formuia | include the acid
addition and base salts thereof. '

Suitable acid addition salts are formed from acids which form non-foxic saits.
Exampiles include, but are not fimited to, the acetate, adipate, aspariate, benzoate, besylate,
bicarbonate/carbonate, bisulphate/sulphate, borate, camsylate, citrate, cyclamate, edisylate,
esylate, formaie, fumarate, gluceptéte, ghiconate, glucurcnate, hexaflucrophosphate,
hibenzate, hydrochloride/chioride, hydrobromide/bromide, hydroiodidefiodide, isethionate,
lactate, malate, maleate, malonate, mandelates mesylate, methylsulphate, naphthylate, 2-
napsylate, nicotinate, nitrate, orotate, oxalate, palmitate, pamoate, phosphate/hydrogen
phosphate/dihydrogen phosphate, pyroglutamate, salicylate, saccharate, stearate, succinate,
suifonate, stannate, tartrate, {osylate, trifluoroacetate and xinofoate salts.

Suitable base salts are formed from bases which form non-toxic salts. Examples
include, but are not limited to, the aluminium, argihine, benzathine, calcium, choline,
diethylamine, diclamine, giycine, lysine, magnesium, meglumine, olamine, potassium,
sodium, tromethamine and zing sals.’



hemicalcium salts. For a review on suitable salts, see Handbook of
Pharmaceutical Salts: Properties, Selection, and Use by Stahl and
55@&% éy},/lley -VCH, 2002). 5 Pharmaceutically accepta]pé% P%léasﬁﬂfmg 47
compoun s of Formula | may be prgpared by one or more of ree
methods: (i) by reacting the compound of Formula | with the desired acid
or base; (ii) by removing an acid- or base-labile protecting group from a
suitable precursor of the compound of Formula | or by ring-opening a
suitable cyclic precursor, for 10 example, a lactone or lactam, using the
desired atighsribaserios &) yseonuerirogetigrsall of thergonpouicie and
Formawlealkbtenamather by reaction with an appropriate acid or base or by
means ofig,suitakie RRBXIBANEE CRlUENILAK HreR RACliaNs Suik tyRigallys,
carggel Qut IR SO ok Qﬁdm%ﬁmﬁé,& Qg Agpipriate ot and be

collected flltratlon or mall&( %e re(t:S ratl n of th
atl

vapo

solvent. raegr o8 OF ORIz ation I t ec?rg u%f’ ﬁsgofa rrﬁﬁl‘ély var Ero?nep ared by
cor?ﬁﬁc?férfﬁr?o"ﬁfggarfﬁfh&%ost non-ionised. The compounds of the
invention‘hay &Xi&ering BeRtimerHt of Sostamshanesirmg Adhe bafg
amorphoti to falyeryytdllisie . aFHe terbasaitdephotestinefarsuo tostatesvitable
whictcther phdte dahbaois dbhgmakdeosdeénatthenmeledatsr tesel madysor, for

10 depentiRgauRendemparaiiag maye2Rexdrbit the;physical properties of a
solid or agipuidy, Typicaths sHeRMatealsHeuRate remaiSHIRCENE: &F7Yeaction
difffagtiog paferasang nadile Wé@ﬁé@é@ﬁt%@%@%ﬁa@éé‘é&% are more

formally %ﬁggrlbed as.ali i pncgga ng, a Sg}rl%ef m{solllg tos)uc1 ur'r?ay

reé reat QnT] CQE

I’%PGI"[I?%@OCCUI’S w IS C rac ense b a change or state

ty
S I AL (ARG, TGS PRI el v
15 phé%’éem W?ﬁcﬂ%gfﬁ% thisferidrh astap r’@@‘ﬂ £y B?Hé‘i’@d"ﬁﬁeffﬂ'al PERHEK PSS ©
theAtfitetur&rRédel and gives a distinctive X-ray diffraction pattern with

defined peaterBuel shircnstionesy hdsted serfficientdyswil ddss exbitzitrom
theyyoperpesioftaliguityskiihdhenehangefwaneelicktodiguiddste in which the
charastenisne iy ankase-changaobipisatsiisss, cederdbmeling-RRiatle The
20 COMRBKIRLSAILRS FRYRAINMAYRISE eXighdn Hpralvaled andsalvaled: gve
];%rE%%nct%g Ib&r}gﬁgﬁt?%lg&{%‘nksalﬂﬁ e\ght1 é%l‘%n\%e% %%i?gﬁ a? %s c9 gcslél% aere more
e o
TrENE TR béfrﬁ S8R TEIT AR BT WA A rPeRE)- T
acff‘é‘ﬁtéﬁsaég%lfﬁ%{ﬁéﬁas%‘féﬁ‘?% ‘6r‘@‘é‘fﬂ@ﬁjﬂ?@f@éﬁ?&f@%ﬁt‘dﬁ%@‘efna'
25 isoliedrsiteineeaivaer devai et Shasco grinstie drydtiitesionseatern with defined
P atyahorphismeier <@5-PrareadetticahBoliti sidy Gl .t orpiiee ot 1Guid, but
BrittaitnahartcehDReidker 13995 . deplated siteyhy dratesaregenesitaiwhishorder

the-weley gariecules are isolated from direct contact with each other by
intervening, %a%myg ghul Iﬁ&m&%g%@owﬁt@am%wﬂ% VRIGE s,
"efﬂe'?e%c%o\()’% ZsO[p gdjhoeéem Ei)ecsc-!;{be a mo@elc% ar compiex compnsmg the compound

of the invention and one or more pharmaceutically acceptable solvert molecules, for
example, ethanol. The term *hydrate’ is employed when said solvent is water.

A currently accepted ciasséﬁcatipn system for organic hydrates Is one that defines

isolated site, channel, or metal-ion coordinated - hydrates - see Polymorphism in

35 Pharmaceutical Solids by K. R. Morris (Ed. H. G. Briltain, 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



channels where they are next to other water molecules. In metal-ion
coordinated hydrates, the water molecules are bonded to the metal ion.
Whendhg.selvent or water is tightly bound, the complex Wil-Ray& @ 000547
well-defined stoichiometry independent of humidity. When, however, the
solvent or water is weakly bound, 5 as In channel solvates and -
hygroscopic compounds, the waterlsolvent content will be dependent on
humidity and drying conditions. In such cases, non-stoichiometry will be
the norm. The compounds of the invention may also exist in a
mesOBtisHitestdieY(Afesop HasteorFauirery sl iiseahigu bpettagiap hydrates,
Suittbleatwmnditons. sfhmesomemiitistate is 10 intermediate between
the true crystallinesstate and:besrugiguidnstate (@it melhevess|wtionfined
MeseBasRkisTdapsiBgas ihaides uhet, 8:aBaa0RdBol AL RIS Weakly bound,
glesgrihed as, o NGIMelraRiCHIRds AL restiing:dran WaALdan Qhant win be

?909%%;;%%@ B%%Q;%ftsua%ﬁ asatsrar,e r?%rb%f\ sglvent, Is deseribed a5 . e
lyotrdpic’. Compounds that’have the potential to form  lyotropic

me$8tiases are described as ‘amphiphilic' and consist of molecules
which posEEsETE YK ShikeEHTHUTRY Ee9-Res! @ HBFROFP SN R FIgPhase
norRioffei{seeFieds WiiN' (CHESIS) polariidrea ¢ iaps ForemBrednfoHitatisle, is
10seer@rystdiit: drtvtise PolanzinysMivroseipenbytid. tkke Haidstein éeitned elt or
Stussitidnh Hektioorfiftwarthd esole, kOW0) Hersipaitceallsefercnorsdided as
compatibgsyief nekmatisslinglusle frfeienees: t© Sohis cEPRERERS, such as water or
mUEb&%ﬂQ&U&!’t‘,t iQ%%&@%@W%&%&Q @W%J&‘%@Qﬁeﬁ;@dﬂ@ SALRES form
g“rﬁ)ég%%&g@@?ﬁ?eg&ta@Huégéﬁfv‘e%ﬁla%%%H%‘Aﬂgc%@;%%EL@&%;%JW&J'Bgssess
g B e
probft a3y f§6ﬁ'~i%rﬁs‘Tﬁé’?é’&?”(iﬂ?ﬁt%?ﬁ[j‘%ﬁﬂﬂdﬂe A TP IR RPN ik
isorfIEHS AtéiT4ter tfiiien ERueEdBpRdNtabeled compounds of
Formula IHosm=Esinelicafesencsd-eatietboprdel i gerofithe ivdvdp oeferdncef to salts,
Forspiudéed, arelblsomwithin direriscopadfited ipvertiohedbusndertaipivates, multi-
20derivativesiohepryesunts;od Ergrmadaskmimeleemay have little or no
pharmacotegiaBaibety; themasivesitiiie WhaRad Bistared NG RL:QRiSore
the pady, Rs.6ARVRTE0HIBIN S AMRAIRAS BhEHIUIRAVIDA INQ ARSU 6 eor
actiyilor sramelep by udhalvic.cleayage: Suehsivalves ars isiened.
to alls "J?r_é)gru s’ __ug _er_irll ormation on t‘ﬁ_e_ 0 use of prodrugs ma %e
fouReFiR Iﬁ?r&-d’fﬁ t"sOasc’f-\rlnouvae" Delivery Systems, Vol. 14, ACS Symposium
253 eries (TR RCaR e STEMLY Bnd Brotdve it Carmf iArDiisg within the
De&f§re PBRYAFIAPTELS crO8Hprdtives B REEAEIAPMERRRSR | which may have
PhéitimacsuricarAssocracy Mathess mravtenddmnidsified iednventietody,
canefopexasmple; berprocicet] faymueplacivigh appragpiat exfivigti cmadittesle, by
pregahin: theeqsposindswaiico unuiachvdth sefaiiugd FfILH RSBV biGhe
30those skillediindhR-art aSo PO RIEHRR S JESLIBRELIOTSXRMPIG,IN14, Acs
De%&sa%&fiﬁnf%%ﬁégj@whcﬁ%9%9%65'%‘3&(‘E.foré\%%@feVé{é?r%Q%/é%éﬁ?eésgn.
PCTHI ¢ 10

2006/000
Pergamon?’ress, ?987( . E. B. Roche, American Pharmaceutical Association),

Prodrugs in accordance with the invention can, for example, be produced by

replacing appropriate functionalifies present in the compounds of Formula | with certain

35  moieties known o those skilled in the art as ‘pro-moleties’ as described, for example, in
Design of Prodrugs by H. Bundgaard (Elsevier, 1985).



‘Some examples of prodrugs in accordance with the invention include, but

o
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are not limited to, (i) where the compound of Formula | contains a

cid functionality (-COOH), an ester thereof, f
gg;rgg%%%%ﬁwherem the hydrogen ofgthe 5 carboxylic amdoigiﬁ]%(i%or%h?? é‘?
the compound of Formula (1) is replaced by (C1-C8)alkyl; (ii) where the
compound of Formula | contains an alcohol functionality (-OH), an ether
thereof, for example, a compound wherein the hydrogen of the alcohol
functionality of the compound of Formula | is replaced by
(C1-Co)akanoyaxpmethyto@ng (Hi povbresectheibahepowntbofifebtmulat bre not
coniaias @ primary or secondary amino 10 functionality (-NH2 or -NHR

where R QyH), a&)h@;%‘!ﬁéac:&%&é‘ﬁ’éme%WE’éﬁtaﬁasCQHa&%ngac\,'m{éﬁalsha@%%
the case gl‘?@}{(ﬁﬁr Onestorr tgereof qgr%(ﬁg Ofct. E? cp %J&Qlﬁt RQQJ&YOSJJQ? the

compoun mula | is/are el ! d; a/
exa?ﬁ{B?égi%?cfefﬂ KRR 1B R ?Hnéjcocgr ARREAGIRP ﬁce‘$ Fé
examplestand @%afﬁ]isregowwiﬂe?ffi?aaﬂﬁd WB@E%&?’H%“FH&’?% e Hé O"")' an
afordrehtieried refureace s WIHHEGTRET e RIAseD pBuRER A frsifrail pf
mair¢lvemseivies aones |y oulengs of GtHeikompounesybefRbrmula |. Also
included wighin therscapecobthedinleation areitaetab gliteshobrcanypoamdstine
of GREpasHaY . (thal is,-RarmpaLads formes mmidvoHspr adreipisiatio soahtne:
dr%éﬁéamgseeﬁ@mﬁgmftr@eé;ﬁbcahts&r!m?&egéﬁsaepwgm thenvendignor the
INClifigabid A1 AARIMIET90 (hhers Bsgompound of Formula |
contains %ﬂ‘k xa% sz,%f ?én Ia mrgwx)é %I ngrIA/atlve m%reP ﬁ(?o:n exampies
FES

-CH20H ere e co oun rmu con ains an a

ﬂ%%%&" %fe‘ﬁx?ﬁﬁ%ﬁ%?&@? B OB R RErClse ré’f)errn nd of
Formula M4 EeHaR ATERPERTIRDGIoUR, '3“323@6‘6‘8\‘1’?33?3} EWHEE”QS of..other
dervetivendh el BohUNR'R2->-NHR' or-NHR?2); (iv) where the compound of
Formula Agontalint:d kgotdasemmintgineptia prmapditasveltsentiverdobf
(-NERAwiz £NELZY; o polietacthe Cpmpapad affretmide d eentainsanplhemylies
MoieRyedbRRaNRLcaR Rt v hRIeR (R haaed) PR B ANERE (¥i) Where the

20 Compoung) of Frmula & ammm@&a{gmpaansagba%swca@mmxymemyl
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derdvatl e there I&QQI\E—I Y5 .COOH). Compounds of Formula |

erivative thereo
contamm@one or more as mmetrlc carbon atoms can I%((ISt as t

more sterboisomars. WHaE & Gorn Fooﬂﬂua FESTANTIAT SORAIRS Bh 2 aﬂkné’
or %Wé??ée %BB gé%'ﬂ'letrlc cisltrans (or Z/E) isomers are possible.
Where stﬁubtura'm%’@n‘i@@%@aﬁ‘@dlrﬁfeF(?ﬁﬂ\’)érﬂltﬂ%“’iﬁ‘ﬁsaalowt@ﬁeﬁﬁi}“ﬁaﬁf?& a
tautereHty monvaids it disreph ENSIRY)-caHBConrNHRAls can take the form of
proton tagtdmerissreithe aamgound sfafdrouinilechedntaintag,doy axamplep, a
an imiRe, delanarxeenHrUp -or 50-called valence tautomerism in
Compoun@? WQ«[@Q%@Q@%%&JEQCJ / %@640%%% a phenyt moiety, a phenol
derivative thereof (-Ph -> -PhOHM); and

{vi} where the compound of Formula } contains an amide group, a carboxylic acid
derivative thereof {-{CONH, -> COOH).

Compounds of Formula | containing one or more asymmetric carbon atoms can exist
as two or more stereocisomers. Where a compound of Formula | contains an alkenyl or
alkenylene group, geometric cis/trans (or Z/E) iscmers 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 Formuia | containing, for

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



11 which contain an aromatic moiety. It follows that a single compound

may exhibit more than one type of isomerism. Included within the scope
fitbabresent invention are all stereoisomers, geometric jeqmeiRaine
tautomeric forms of the compounds:of Formula I, including compounds
exhibiting 5 more than one type of isomerism, and mixtures of one or

more thereof. Also included are acid addition or base salts wherein the
counterion is optically active, for example, d-lactate or i-lysine, or

racemic, for example, d/-tartrate or d/-arginine. C/s/frans isomers may be
sep¥Fife SR SR FEROR A1 hih Igl7es (I PIGRSIGFIBRPIGSenBkAE I g than
art, foe eraniplenecfomatography and fractional crystallisation. 10 /
Conventionel:techniguies fospher e pasationlisolation af éndévishuglrs, gesmetric
enapbinBAesk inabidacchiralsyatbesisdiays: asmilabl e apRlicampaligis exhibiting
PreGiRohY Jﬁé%ét'&"i‘s%éh&{ aALAMAGLYU: e reemale afd 2Rl Rbuded are
e YER 0% SHAEIS malzgmg%%%%%g@ L S MALORE AR or

C) Alternatlv? V. the rag ate or c[acemlc mixture (or a racemic
sne or raceerc 3. xample te or %1[1
precd’ eacted a swta e optically active compound,

for exam pFéS téef’i'saFc?B'ﬁbﬁ ST ?Fféar8§§é’ y\ﬁ)ﬂé’ﬁ?tﬁf@lé BRI oee
conthiles ArPaei fer@r%ccnﬁmwapaa@@ BPEE sErREgtion.

101 -phenylefiepkantinne opazrirabe &eidheT heeperstittineydiastefciogiviskial mbantiamers
maynijedsepaatetheby fchrernatody apivgiandm pfraciionatenstailif s#teoncande
one@r hothehthe diastercnisemerns) aenyerediaipe, GaikeSRMNFHRIGUR Quid
enagiiomedspiyHpeans well known to a skilled person. 20 Chiral
compounda ARENYERIREANd, e R REHIROTS SLEONI MY may be

50 bt?‘égqulrvlnthegas@y%rlg%gp cauy a%ﬁ&gcporgpguzgm i%?lcg Cnrogn%atlo rc?lpory in the c e
typlca n as%/nmmetrlc resm with a maobilé phase consistin

ah (5’rocar SPGBy haptard 8ihavarec "c[c?ﬁféﬁmﬁig hERFT S BT g s
voIJrﬁ%e@ﬁ‘?%\ﬁf’ab@aﬂotﬁr@ﬁ@8@??8&?%%%"26‘%8%?%%i? oo Wa""tw
vollpheemaReEm)Yaanie Mpsnal et tne i arine betb AtEpwirEsreedianes
eluatevaBdfféreetisenemtichet mixttves\fionranys reddnatelcapstiliseson.
2ocrystals oftino different typesraraipossiblairdine-titsbriyipe dsitheyaeerrited in
CONBRSHIBEeLIsLIR-sAGRBIIa abRigasl o abayewherein,0ne BoBIOgE Be@WSstric
formof Ghfstal isRiodHsRd LRntaiaing RALRRABHOMES:I) FEMUMOIAN hexane,
amQMr%mE'ﬂ‘én?%%’%’% tyﬂ%slﬁn@% ?&%?Mﬁom!}%%éﬁy%ﬁ%%@ IBBLFAIES from gto
wheteip, o s of sivetalate pradiser in 20, calinair ampounjs cach,,
com I‘ISIn asin e en tlome?[ e bot Wﬁe cryst orms presenf3
25, rRI CRARIATE e Sentical physical properties, they may have
different p}mf‘ﬁ &Y et sy Tdirparedits et e TaeeRatereReEBIfiChe first
mixyess Hivdposwiseparatat (e cermattiorialred dh algue gharinenedengeneous
skillerh iof thet=hit preeecforceieimp stiSteraooireniistyiobBrganiots. The second
Compounigisrbyeic Imitlie[@renGotkrélen:ah (Witeyhs1Qksid e presant in
soinveptiopdnshadas albiphamassestiraleasesptable isotopically-labelled
compounglzafisarayla LWRPIEN QG Gk OB RIRDSALR RRIPREHAY physical

ato;??o%g‘ Vln ety emgya ril?a%e different physical properiies compared o the true racemate.

Racemic mixtures may be separated by conventional technigues known to those skilled in the
art - see, for example, Stereochemistry of Organic Compounds by E. L. Eliel and S. H. Wilen
35 {(Wiley, 1994).
The present invention includes all pharmaceutically accepiable isctopicaily-labelled
compounds of Formuta | wherein one or more atoms are replaced by atoms having the same



WO 2006/106425 PCT/1B2006/000947 12 atomic number, but an atomic
mass or mass number different from the atomic mass or mass number
%] A apw% lenates in nature. Examples of isotopes sunapt%lsl-:- f,%b%%ﬂqn
n the compounds of the invention jpclude, but are not Ilmlteél to, Isotopes
of hydrogen, such as 2H and 3H, carbon, such as "C, t3C and 5 14C,
chlorine, such as 35ClI, fluorine, such as t8F, iodine, such as 1231 and
125I, nitrogen, such as 13 N and 15N, oxygen, such as'50, 170 and 180,
phosphorus, such as 32P, and sulphur, such as 355. Certain
isoiapically-tabeliesh eempourds: afebonmnika tiffore xampleathoseass or mass
iINGRIRsYAING: sreadinactive daatope, are useful in drug and/or substrate
tissue ditrbihion: A8 GIABEHE RS FRALAGHYE SHBRASLHIHIIBRIcA Rcude,
and earbon-14.be; tsélto;jes o?r%f té%g'%&éﬁ useful é@ht%@w R MG 8{]

thqreaseo incorpqration and r%a ysmeanso Jetéction 'r[guééogugvns
hea&reclh %@Foﬁ%csg cﬁ asucqnmfjt oM, e "o P9I $15) Stord G cer rtafl ha
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This invention also relates to a method of treating a disorder or condition selected
from psychosis, schizophrenia, conduct disorder, disruptive behavior disorder, bipolar
disorder, psychotic episodes of anxiety, anxiety associated with psychosis, psychotic mood
disorders such as severe major depressive disorder; mood disorders associated with

35  psychotic disorders such as acufe 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
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35  pharmaceutically acceptable salt thereof.
This invention also relates to a pharmaceutical composition for treating a disorder or
condition selected from psychosis, schizophrenia, conduct disorder, disruptive behavior



This invention also relates to a pharmaceutical composition for treating a
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35 The compounds of this ivention can be administered via either the oral, parenteral
(such as subcutaneous, intravensous, intramuscular, intrasternal and infusion techniques),

rectal, intranasal or topical routes to mammals. In general, these compounds are most desirably



35 The compounds of this invention can be administered via either the
oral, parenteral (such as subcutaneous, intraveneous, intramuscular,
Wirasternalsand infusion techniques), rectal, intranasal optepigaldastes to
mammals. In general, these comp&unds are most desirably WO
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35  solvents, efc. Moreover, oral pharmaceutical compositions can be suitably sweetened and/or
flavored. In general, the therapeutically effective compounds of this invention are present in

such dosage forms at concentration levels ranging about 5.0% to. about 70% by weight.



carriers include solid diluents or fillers, sterile aqueous media and various
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dosage forms at concentration levels ranging about 5.0% to about 70% by
weight. WO 2006/106425 PCT/IB2006/000947 16 For oral administration,
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Ixture
mM Tris base 120 mii NaCl, and 5 mM KCI, pH'd to 7.4 with 8N HCl). The mixture is

centrifuged at 40000 G for 10 min., the supernatant decanted, and the peliet resuspended af

1 mg wet weight per 25 ut_ assay buffer,

35 Assay: The assay incubation is carried out for 60 min. at room temperature in 96 well
plates {Beckman 2 mL polypropyiene), which are vortexed upon addition of the tissue
preparation. To each well is added 25 ul. test drug solution or control, 200 ul. of 0.7 nM [3H]-



centrifuged at 40000 G for 10 min., the supernatant decanted, and the
pellet resuspended at 1 mg wet weight per 25 uL assay buffer. 35 Assay:
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acggpiahieisaliseLa0 R seRASHREGREJING to the following reaction
20 SChemeSCIo %S?oyféﬁﬁéﬁ%%%h&%&mg}%&@&%%ﬁe %eg\c’:\‘;'%@ prepared
ind| %9§%déb\b b¥dl ]p\%ng reac on chtltgm ?tgro% e@%@%tsac% Q&? M&e.LSQé%%O%ntess'

purl IC&'[IOI’] o) e pro UCtS 1S accomp IS e

@{ﬂsﬁan ag proce {j res, .

Wh?é'i‘]e"”’se U4 Senemigt of ordinaly Skifl 25 1Re fSIBwing Scherm e
aré’%ﬁf@?ﬁ?ﬂ&fyfﬁf RW&“&%@&%@B"#BP%QMH@“S&M ﬁ@ﬁﬁ‘&%eafwf&%‘fak’i“’w“ o
SchEmit eliRdirés a method for the preparation of compounds having

25the basicThtripttuins ot fensiuie| syeheieryieisheytiasgesas Yisraiidesgencandt of
Q, Zramd IR, through R8 are defined as above. 30 Referring to Scheme |,

a compogaskat forpulact h [Synbe tr 109 6red 81 Canchapdieaiedwitihe basic
(BQf2RR 1 &mmm@ﬁomm@hle«b@ﬁ@d%@h A3 Eﬁ'%@%l@ﬁl'%d@h Ry are
SO|XG‘f E% as above.

30 Referring to Scheme |, a compound of formula (I} [SynLett, 19986, 1097] can be
treated with {(BOC),Q in the presence of a suitable base such as triethylamine, in solvents
such as CH,Cly, to produce the desired carbamate of formuia (11). Oxidation of the primary
alcohol under Swern conditions with PMSO and oxayl chioride, in the presence of a suitable
base such as friethyl amine (TEA) or diisopropylethylamine {DIEA), in sclvents such as

385 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



such as CH2CI2, to produce the desired carbamate of formula (II).
Oxidation of the primary alcohol under Swern conditions with DMSO and
%a%kgmgg de in the presence of a suitable base such as,i&igthylaming
or dilsopropylethylamine (DligA), in solvents such as 35 CH2CI2 or-
1,2-dichloroethane (DCE), at temperatures ranging from -78 C to room
temperature, preferably at about room temperature, to produce the
corresponding aldehyde WO 2006/106425 PCT/1B20061000947 18 (not
depicted). Other suitable oxidation reagents for this transformation include
TP &PYNEvICEcyr PIBCs Tebiatrrideiionfehgeaitdeniisdraisforastiap feisidaienyr/NMO
- substttted amine reagent of forumula (ll1) and a suitable reducing agent
such as NaRfidninaisel¥estyaschirsMasHpaitch tampetatusascanaieg: of
frO%mM;tﬂ;fg% QMRS AR IR RE3HNARAN K QAIVGMPETALKROH, ot
5 gr%dnutcg% @5% fashefoaming al oty JJaYJre%va%&:a% Va0l O perature,

S reactlon in U |
RS S s o i %%nertseljfub U kAol B IR CRoion
trawgfé%{*éﬁ?&?"h& @E@%FBﬁfhéh*‘t°8FﬂH‘5es%°8r?8%e8ﬁh A Rye %ﬂ?{ fHiebre
amfaestiead ERtTR ITARF EmoETZNG ISR tHe b S BESSBPANA Fiiahuds M the
sieveiardcarbaldénsiibhl: 90P&E TR giesesmoidmpraiaguire STyHDAE@ bgse such
10treatrmEARVwthnNaBEH4u0r, NaMB| OAe)BrSthgmepH: pt Na#BBOH . COCI
DMSO iN Q/Z\ R5 (BOC)20, Et3Ngiiend l ()z, HH H"., H N TEA,
CH2C12 2. NaBH4, MeOH NOOf4AHO O (I) T (I) H2N QAZI R5 (I\@s
() RLOR4 Y R1YOR4 (V) Bb€I N-QIZ\R5 N. i H ,,L.. H TFA, @Hzg:lz
n/ Q RS,DLEA rldlne orDEGEH"I/., H %y, %w?éoN (VI) 0/01Q1 O'RP

(VIII) '%OH 'ﬁ/m ﬁ T H&H

2. NaBH,, MeOH N
”} oo . X
) N | oo
0 ) MNP /l\ )
an
R1._O R4
i Dy R1._.O R4
) AN Y ]
R1)j\cx £a R5 —"N“Q/Z\Rs
o Hind S H TFA, CH.CL,
R " -
DIEA, Pyridine, or DCE H A H
o 0 G

0
(Vi)
mfu\m HBTU )h 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

15  suiiable base such as DIEA, pyridine or TEA, in solvents such as DCE or CHClp, at
temperatures ranging from room temperature to about the reflux temperature, preferably at
about room temperature, to produce the corresponding amide compounds of formula (V).
Alternatively, compounds of formula (VIl) can be prepared by treating amines of formuta (IV)

with carboxyiic acids of formula (Vi) and a suitable coupling reagent such as HOBT, HBTU,

20  DCC, EDCI, efc. to produce the corresponding amides of formula (VIE). Finally, compounds of
formula (Vill} can be prepared by treatment of a carbamate of formuia (VI with TFA or HCl,
in solvents such as EtOAc, Dioxane, CH;Cl, or DCE, at ternperatures ranging from 0 °C to



Compounds of formula (VII) can be prepared by treatment of an amine of
formula (IV) with an appropriately substituted acid chloride reagent of
Jymla 4¥dn the presence of a 15 suitable base such asP} e ofwigine
or TEA, in solvents such as DOE ap CH2CI2, 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 ( IV% with carboxylic acids of
forrﬁﬁ?at(ﬁﬁ?‘éﬂapafgﬁ’?awée%l}iﬁ fiflP YERYB A RRAERAS 1O EHerPrOTspending
Dcenepiaie ffiiroduce the corresponding amides of formula (VII).
Finally, cobapromildiesfrfigprauhatifed [y dben serprtipamd ddoyperaderheviteothe basic
carbamate offonruland/t ) withdbied ercdhGl, drstiv@atsstchriasiEi@igs.
Pioxane, GHfHE @ ke al RrBpetatwRRdanRgRaiien0 CatoBd/Gepared by
200{%&9@% E&M%%@%QQQ@Q%&Q% %QQMW %mstﬁ)gﬁ%@%& /de or ketone
pfefen@%'mapg%gﬂpmcﬁmw E‘?A B{Oéio‘rb%ﬁéh&&%?%ﬂ% 3 DCE. at
amltgren %frgprmu@h |\:<|” mC Qg’l ?0 éoui rro%tzgs a me(?at LI refera E tpaaboutt room
of confjpoun S ha r‘?g fﬂe basic “structure of ?o ar \R/

RS P Sed el regrane &@gk?rﬁfé%f%‘éaa(b’gveo%e?%‘f@ﬁﬁwﬁ’%'“°”s

185 chishies PRETSHN LB EURRIS BRI T Ea VB Yreparighyge i toluene, at

treathaeiibofedrxderipreebf foipfivwke OV IrHaivithtanittabpROpiatelyesisissduredeOH,
aldelrdde=chketoreoatich amedudifvgragait) suskrasehlalelB @AcT)8)ina of formula
solvemisveteh aekytt20d A scNBEH, atolempaca iy BsTaNGHIgE e drisstanding
aboshireemMotenpexature, preferably at about room temperature, to

4goroduce the corresponding amine of fprmuta (1X). Other suitable

20

conditions 10 for tt}g1 proces include treatment of the amine of formula
(VII1) with an aldehydeffn toluene, at about the reft pﬁﬁature

followed by treatmemWW§y4 NuselyeeLs such as Me@H, produce
the corresponding afine of formqua—él-Xé—Alse»treafmel% of aR®amine of

formula (VII) with-gavaldehyde alfR&EENEBIHGn 4A'solvent such as
MeOH, produce t rresponding amirt® of fornqula (IX). 15 Scheme If
R1YO % 4 R1YO R% iN @,535 NaHB(O‘gl)S N, iZ\RQ RBH ,,0,,, H
X-R6-(CH2)o CHCf, H or 0'6 H (VIH}yN(R¢) R6 K6 Y Scheme IlI

"'Us”atess%ﬂeﬁléqmﬂg\’&ég‘ 95@99&9&%%%%%92@% BP&IP?;%JA@%’ H:ing
the@%‘s"&é (el PLIom \%hlér%er G ds.budiod C{? Xﬁkgs 4 ‘ﬁs o as
§ Are described as above IS A C c?s)a{w(yl’ 5) C (?3%

é?ﬁ‘é’é 529 is a cycloalkyl,-(CHy)-Rg, -CH{Rg) or -

Referring to scheme Ili below, & compound of formula (VIii) can be treated with an
epoxide reagent of formula (X) in the presence of a suitable base such as triethyt amine, in
solvents such as methanol or ethanol, at temperatures ranging from room temperature fo
about the refiux temperature, preferably at about the reflux termperature, to produce
compounds of formula (IX).



20 Referring to scheme Il below, a compound of formula (VIII) can be
treated with an epoxide reagent of formula (X) in the presence of a
woitalladease such as triethyl amine, in solvents such aswnetinasnaloss7
ethanol, at temperatures ranging f#6m room temperature to about the
reflux temperature, preferably at about the reflux temperature, to produce
compounds of formula (IX). WO 2006/106425 PCT/1B2006/000947 20
Scheme Il R1'T~O R4 Rl O R4 \R5 EtOH, Et3N nIN (~-Z\R5 HH yo H"
HH (VD (X)) Y (1X) Scheme IV beé%}%illéj ;rates an alternative method for
the preparation of compounds havrrTg'TrﬁE'ﬁoasic structure of formula I,
where A is hydrogen and Y, Q, Z and R,-R5 are 5 described as above.
Referring to scheme IV below, compounds of formula (XlIII) can be treated
with a suitable base such as NaH or KH, and an appropriately substituted
alkylating agent of forAtula.QXIR4where L is a suitablgdeawing group such
as Cl, Br, I, OMs, OTs, irhsoly nts such as THE or ethgr, at n[ﬁmperatures
ranging from 0 C to abcg)/ut‘r@om\temp&@ﬁré}sﬁrefera@y”auébmﬁg, 10 room
temperature, to prqglrg : the compounds qh formula (1X). Scheme IV Y RI
OR4R1~0R4 N, Q @/-L (X1) (N.Q/AR\H"H W'z\‘%ﬂ’—’fE H,H N(L=
leaving group) H (VI (IX) Scheme V ta%iow illus s an alternative
method for the preparation d¥8dmpounds” having thepasdl®structure of
formula I, where A is h\k/dro enandY, Q, Z and R,-R3 are 15 described
as above SREE#NETB s'gﬁsé%ﬁees AR SO Sﬁrﬁ‘asfhgfpfce)?ﬁ%ﬁ%n@!}ﬁ?f@g‘ﬁnds
be RS WREFY UL IPSTE L dAfEhA- B SHIE &P U ErivatiyengfRRs are
Sorrdefertxd 2sgetyas alpha-bromo benzyl acetate, in the presence of a
base suclresrpatassiipmedyboiatesocansuitable’ Smmiartiivh albestiehedgvith &
tetraetnd ervnomi aaNehlonide andrasititable salvanitauakyasdimettofformula
formamidesati2f Jeem iempesaliya.ta seldshe, desiretscorpeuBduah as THF
forrgruéﬁaék(gt' t%@@%d&&iﬁ@rmm% Q(It)) about room temperature, preferably at about

10 room temperature, o preduce the compounds of formula (EX).

Scheme IV
R © /R4 R1 O R4
N. ~Z YO
Q7 Dps N. Z
YL (XD Q7 Ors
H'n. ..I\H i A
(‘ E NaH, THF i, -
N {L = leaving group)
) N
H o (v v o0

Scheme V below illustrates an alternative method for the preparation of compounds

having the basic structure of formula |, where A is hydrogen and Y, Q, Z and Ry-Rg are
15  described as sbove.

Referring to scheme V below, compounds of formula (VII}} can be treated with a
suitably protected aipha-bromo ester derivative of formula (X}, such as alpha-bromo benzyl
acetate, in the presence of a base such as potassium carbenate, a suitable ammonium salt
such as tetraethyl ammonium chloride and a suitable solvent such as dimethyl formamide, at

20 room temperature to yield the desired compound of formula (XI). Compound of formuia (Xi)
can be ireated with a suitable palladium catalyst, such as palladium hydroxide, in soivents
such as methanol or ethanol, to produce compounds of formula (X!H). Finally, compounds of
formula {XIV) can be prépared by treating the acid of formula (XI1) with primary and



can be treated with a suitable palladium catalyst, such as palladium
hydroxide, in solvents such as methanol or ethanol, to produce
canpaynRds.of formula (XI1). Finally, compounds of formulg-@(IV) can be
prepared by treating the acid of formula (XII) with primary and WO
2006/106425 PCT/IB2006/000947 21 secondary amines of general
formula (XIII) in the presence of suitable coupling agents such as
O-Benzotriazol-1-yl-N,N,N',N'-tetramethyluronium hexafluorophosphate
(HBTU) and triethyl amine, to produce the desired compounds of formula
(XI\Fpessharaingsrel yerea (s Gthion heprsrenrRef syiade pruplpy ageraguch
1Z RS Q-RBPUH)ZHNIMNQ'RE20eHYKR2OOB, BAFSlobhi4PheBHBMHY) and
H,,8rkdh YNami<ENE brloblich the v&(HEN \cbrBpodl) dABhEE(ANVG. O R1 y0 R4 (XIII)
NQ2\R5 R7~R8-H,,66.~H HBTU,EtaN-2& N (XIV) R7.N50 The
foIIowiﬁqg ega@ples and preparations illugratg tl}g present invention. it is

to be ungerstood, eg, that the inventfon, as fully describedMep&n 4
and as r8citédia the Elaims s Fot intendedred’ f)\eaéiny(;@q)p%the detdils Bt .,
the fplldwing examples—10-EXAMPLES. RREPAR A
------ “H droxymethﬁf%éjzmg-bic lor3.1LO hexane-3-%&fr%8&'ylic {éT\ﬁ
tert-buﬁl/l gater To a solution of O*n,)N o N i
(3-Aza—bicyc|o[3.1.0]hex-6-yl)-methanooHCI (11.8gm, 78.7 m'?ﬂqf)"in 3!%0
mL of anhydrous CH2CI2 at room temperature was added Et3NY32.9 mL,
236 mmol), 15 followed'by {BGT)20 (18.9 gm, 86.6 mmol) in portions.
The reactin Qﬁ stirred_at-gedwtemperature for 18 hours. The mixture
was washed wit satyrated NaHCO3, water, brine and dried over
anhydreus-MgS®4. The mixture was filtered and concentrated under
reducB¥ didssure t¢yiefd the crude material, which was purified via flash
chromatographywifﬁ' % MeOH/CH2CI2. The product containing
fractions were collectétl and concentrated to yield 6 20

Hydroxymethyl-3-aza-bicyclo[3.1.0]hexane-3-carboxylic acid tert-butyl
ester (15.@]@[1{99?%6@ examples and preparations illustrate the present invention. [t is to be

understood, however, that the invention, as fully described herein and as recited in the claims,
is not iniended to be limited by the details of the following examples.
10 EXAMPLES
PREPARATION 1
- G-Hydroxymethvl-3-aza-bicyclo[3,1.0lhexane-3-carboxylic acid tert-buty] ester
To a solution of {3-Aza-bicyclo[3.1.0]hex-6-yl)-methanol-HCI (11.8gm, 78.7 mmol) in
350 ml of anhydrous CH,Cl, at room temperature was added Et:N (32.9 ml, 236 mmol),

15 followed by (BOC),O (18.8 gm, 86.6 mmol) in portions. The reaction was stirred at room
temperature for 18 hours. The mixfure was washed with saturated NaHCQ;, water, brine and
dried over anhydrous MgS0O,. The mixture was filtered and concentrated under reduced
pressure to yield the crude material, which was purlfied via flash chromatography with 10 %
MeOH/CH,Cl,. The product containing fractions were collected and concenirated to vield 6-
20  Hydroxymethyl-3-aza-bicyclo[3.1.0lhexane-3-carboxylic acid tert-butyl ester {156.6 gm). 400
MHz 'H NMR (CDCls) & 3.4-3.6 (m, 4H), 3.2-3.7 (m, IZH), 1.72 (brs, 1H), 1.4-1.4 (m, 10 H),
0.9-0.9 {m, 1H); MS {M+1) 213.2.



MHz 'H NMR (CDCI3) 6 3.4-3.6 (m, 4H), 3.2-3.7 (m, 2H), 1.72 (brs, IH),
1.4-1.4 (m, 10 H), 0.9-0.9 (m, 1 H); MS (M+1) 213.2. WO 2006/106425
G 1iB2099/000947 22 PREPARATION 2. PCT/IB2066/000947
6_Formyl-3-aza-bicvclor3.1.01hexane-3-carboxylic acid tert-butyl ester To
a stirring solution of oxalyl chloride (7.8 mL, 89.5 mmol) in 370 mL of
anhydrous CHZCI2 at -78 C, under Nitrogen, was added DMSO (13.8

mL, 193.9 mmol) dropwise. After 5 10 minutes,
6-Hydroxymethyl-3-aza-bicyclo[3.1.0]hexane-3-carboxylic acid tert-butyl
ester (15.9 gm, 74. 5mmol) in 72&&&%@@2&& CH2CI2 was added. After
the mixtureédigmred-3 - Arigsibd oevs Geradic

added anddtaemngusetwe&auawemme$mwvwrmmoa Q%ﬁi.loh%drous
Thesmbiugie wag, cansenttaiad.besrswiiee %@Iéwa%t%%og@&wm Adter

5sath5aF99uM9|-éQQd$ %%@%95%%&% elr?l%eggesaeg atla’%;[ch ac tter? butyl ester

s layer.was 1 tract he comb] anic layers
L:(E%Jas )92 With-Br, n?( r’ﬁllea %W ere oA Wa@n%eﬁgrafﬂéﬁrtge Yty stirred 30
qudﬁﬂ't‘éei?vg' tPt‘i'ﬁ@ ReRF Bf%LFgﬁﬁyW@ogz‘%\aﬁlﬁ?ﬂ%[%”‘i @%'@%&‘ﬁ%"?s allowed 1o
carBIBWyIaEtia Seri ety edte T ShaugMTS ReTEeN e e iH insesole vestelen
withien PHCERNCAOBWEEAS, NMR(E D3B8 dnd) the ddtidday kid), was
103, 6efdtdctdowill R20AZ, 3TeSbiaik hrwlo(elyerd wOBasBbt) watiln(ie, 2id), fiteSed
-1. &g pahserdedads izgited) qlartittliy Q) 3G IMS MarRYi2ldz0bidRI0[3.1.0)hexane-3-
PRERAkyA THIN8:61) Gt 1ifh dQromethoxys Benzml 8 next step without purification.
'nolﬂmmzvurﬁuﬁzea&\ﬁ@@ d 91hexangs? §§Q9%Xﬂ'% 359 5% utyl, e§t£fd

h d
oot DO R e S LA e (0 i

5mmol The reactlon mlxture 2 room temperature for 24

reactlon mlxture stlrred for anoﬂs&tmmmtle reactlon was
concentrdted timde ssBtiucgdhpragsiyte anehihe atesultingomeateriadyias.s mL of
tak@eaupuins Edietl aitloanairustyacteswith GH4LC) 2. 7Theomiingeier ganite

20lay@ss wirse slrischoppaaiiidious MaR04.dillaresdAnaiconcentpier 1 des
redpgedREaSSirante MR L Guam fithe ARSiRd Mg, WRICh RS WaG  was

tak%@c%r@r\é\(lwg dtep ugflc Ip?rQSﬁure and the re Ulti %matenai was taken up in 1 N NaOH
g r| uor m t 0X enz ammo met

azabicy o3 heia’ﬁe b ek o Lo ? DU S Ao8 R39S0
NMEETEE r?)“%"f*f“%‘%? ugder F?%“i%% PSSy fo g 1€ By o 1hededred)aring. phich
25 (mW1SH)fa§es (LTRHYioBt (deprifieatigy 4 fiiS-Toigorpetmy;b3reyemne- Tete/-3-
HzaZ2ERy 0B, (dthekan® Bcktzgx@t: Fod 25rPily &ste( 3p@M)z1HBMMR @EIOL)8. 83017/
(Ms T VIS ( Wiz i), 38Y,. B2 WOHR 00611064 26) PETHSRO0H Q094 2o 23T he s
follgwving, e@mpoungs wereMagestsing the:precasiieedesclbas) in s m, 2H)

Prepasatiandy; fd (@xYifsogomethyl-benzviam
ino)-methvll-3-aza-bicvcto[3.1.0]hexane-3-carboxylic acid tent-butyl ester



400 MHz'H NMR (CDCI3) 3 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), 3.2 (m, 2H), 2.5 (dt, J = 17.0 Hz, 5.4 Hz,
\é!ii}?g. ,,,9H) 1.3-1.2 (m, 2H) 0.8-0.7 (m, 1 H); MS (Mslp R4 heRons47
é/h?oro benzylamino)-methvlls3-aza-bicvclo[3.1.0lhexane-3-carboxyli
c acid tert- butyl ester 400 MHz'H NMR (CDCI3) 3 7.3 (s, 1 H), 7.2-7.1 (m,
3H), 3.8 (s, 2H), 3.5 (dd, J = 37.3 10 Hz, 10.8 Hz, 2H), 3.3-3.3 (m, 2H),
2,6-2.5 (m, 21-1), 1.4 (m, 9H), 1.3 (m, 2H) 0.8-0.7 (m, IH); MS (M+1)
337.2. 6-[(4-Fluoro-3-trifluoromethvl-benzvlamino)-meth
VI1.3- azaﬂm@ﬁakh{@abrﬂihaﬁawer@n@@rm am@t@enﬂﬁapyb%tewwmn 3.
MHZ g A RuGedHB3) - be AzOmmbdtgeli eraeles
(s, 1H) 15 3.6-3.5 (m, 4H), 2. Saafﬁgémmgﬂlésleﬂ (s, 9H), 1. 3 1.2 (m 2H)

osr i e (S oo o
et dss @B@gé&% T %3% wz@ ’f%s“
3. 4°§ 8 Mi" 12“p|)M§(§“§

H- |m|dazole 4 carbonyl) (3 tnﬂuor@ﬂiﬁt&ﬁ&i&/ benzVI) amlnol methyl} -3-
aza-bicycioftOlhexrienBrgarbmiylie)aridreni=h oty 2ster 7M. astididg 37.3

10Solution of 6: K3y brifkemmetnoxykenzyiamingneashy-Grazg-deayciol3 H);

1.0memq sg7¢arboxylic acid tert-butyl ester prepared above (5.9 gm, 15.4
mmO')% Il 2 A0 {n#rumm'gléf%l}'eﬁ JORMLSMRSIAIYS URdar N2 was added
DIEA 1 c:the# IxH! rpldgzole -4-carbonyl chloride
HCL (5.6 gm, 30 7 mmol 7&[ e?“ilJf fiours, reacﬂ‘O'rT‘Was guenched with

1150, ot B RO G ) T AT ENEA Wil T 7

15cnma@ﬂrséwmaﬁzHmzwam%ﬂah%%uﬁ@ Zﬁh% fi:%mnté@ é@&:%t 389.3.

were dried OsAHB-Glihd ey inHe : .

reduced pressure. to yleldzﬁrﬁggmg@écﬁim -buty! ester

{la- Methxbﬂdzhm%mk%ﬁcgﬁsb@rwb;&swﬁﬁ flueremethaxy-benz AR (m,

mﬁ%ﬂ ARAGRISE CES &9.1%3@99 ?a @@q quem @ﬁ;d &%w | ester 400
PR

ERMR (e 6% _ (54 (s, 1
H)4847m1H)42(m1 A 3733H 343 (e
3H)6 { p. E'E’ . Olgyioe ;E -’ etri E’ uQrame -hepzyl)-an n .- i~3-.
compoundsw pzayisyrlofat Mhgxane Lcalioxylia acid dert-butviester o ion 4

WO 200672064 28 @ T/s82806/000943- Tzwwmtt%tmz \pjpg)-methyl-3-aza-

idazojesicattmel)-(Bnittosorethvishesion raampdcionve (i o®. 454-mmol) in

25 bicyglohs. bQihexaneodrcamaxyic: aciertn tvat tyl destorsA00. Wz H. NiviRI) and

30

(CRSGbh - T-Omfadz b S ot rdE et 8:6 Sr(rwo. Lrhodt 2eenzdnblys, Btion
(s, éﬂ%@éﬁ%&m%ﬂ&%é&m B0 Q:8 HRetEhyeCMSHM AU & 10%
6- @S?’r. nlor:henzyi):6-meiry: IH:imidazole:A-camany xaminqlsraiin e

anhydrous MgaSO,, fillered and concentrated under reduced pressure. o vield 6.7 gm of 6-
{I(1-Methyl-1H-imidazole-4-carbonyl)-(3-triflucremethoxy-benzyi)-amino]-methyl}-3-aza-
bicycio[3.1.0]hexane-3-carboxylic acid tert-butyl ester 400 MHz "M NMR (CDCl3) 6 7.8 (d, J =
1.2 Hz, 1H), 7.3-7.1 (m, §H), 5.4 (s, 1H), 4.8-4.7 (m, 1H), 4.2 {m, 1H), 3.7 (s, 1H), 3.7 (s, 3H),
3.4-3.2 (m, 3H), 14 (s, 9H), 1.3 (m, 2H}, 0.8 {m, 1H); MS {M+1) 495.3.

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



bicyclof3.l.0lhexane-3-carboxylic acid tert-butyl ester 400 MHz'H NMR
(CDCI3) 6 7.6 (s, 1H), 7.4 (s, IH), 7.2-7.1 (m, 4H), 5.4 (d, 1H), 4.8- 4.7 (m,
%Hz’o LkAadns1 H), 3.8 (s, 1 H), 3.7 (s, 3H), 3.5-3.4 (M, 2H), 3.3:3,8 (o47
2H), 14(s 9H), 1.4-1.3 (m, 2H), 38 (m, 1 H); MS (M+1) 445.3. 10

641(4-Fluoro-3-trifluoromethvl-benzvl)-(1-methyl-IH-imidazole-4-carbonyl)-
aminol- methyl}-3-aza-bicyclof3.1.olhexane-3-carboxylic acid tert-butyl
ester 400 MHz 'H NMR (CDCl,) 5 7.6 (s, 1H), 7.5 (m, 2H), 7.3 (m, 1H), 7.1
t,J= 95Hz 1H) 54(3 1H) 4847(m 1H) 42(m 1H) 3938(m

(m, IH) | MS (|\/|+|)31496[o& ’ﬂ.ahexane 3-carboxylic acid te-butvi ester
6-{1(3- Chl@écmézﬂH@maqéﬂévb)s(ism@twlsuﬁ -Bnidaze)erd-carhomy)anynak),
el sa'off@% Ol rtseag RIS Pt 40

7071 ’ _Fglr- , -1~ -, i -Jmig A}e :n 7;?% m, 1 .za-

1H); 3.7 (m, 3H);% 2.4 Dinexine--carhofYlic acid te :-_ 4 terlH) MS
(M+1) 4639 .Mtx Ekﬁ%(@%‘ﬂlﬁ/l%@ﬁ?l 11943' thi &a‘ﬁilé &Tchfr'ﬁo&'%é 4 gl 1H), 4.8-
(3-aZaibidiicl 630k, Oth &8 GyinedtiyB- 885, tiftddrometh®sr ki vhlandide oH).
Hydroehlonice)TosGr[ -y sthii-d:) 445.3.

1gH-imi @-ﬁaﬂr@@l’m tﬁ ﬂw‘@math@mbﬂnmk)amn%monm aminoj-

o gl0ed o f og

W 57 smﬁ%
O e e The el e e o+
pre%%tﬁ’fé‘iﬁ)ﬁélﬂnfi% @M%PELM@WW Wﬁﬁ‘é’ﬂdr@?&te‘carboxyhc aC|d
‘15(3 -aza- bicy® b ChionagiiBourae: Bt I
Hydrochlorineth¥herdek

%-mm

7.5-7.2 (modtbz &mmmscaﬂ)) 5303450@ 97(317 444:11) 23i)63147(mm2H~)},, 3.8 tm i,
3H) 168 dyrsiRHD s k.3 8(0gy L Bl MS (M+ 113053, 1fhesfplavang 32.3.5 (m,
corgllp)oq@d&vg.gr%magg ¥eing.the presedyrs described in example 1,

Example 2 1-Methyl-IH- |m|dazole--carbo yllc acid

7.6 (m, 4H) 5.0 (bré@%@%ﬁﬁ%w#WS 3.2(m, 3H),

1.8 (brs, ZM), 1,2 gHid; Nathy Ve edr rosdzs R CTifs 2uosivoedaryRgmind-

Exareipye-BataNettigiB i 19timidiaRoterboirbok it itk ster prepared above (7.74gm,
25 (3-azasbieye) 3. 240 ex-6-vf|saethyl) H{8H ehiora«c benzy amickeure. The reaction

Hydkesh aridard e itz MR D3RR (Bad HdnEsrltsd uhtd), reduced

7.354240, #H)ymd. BEs 25D, 8r4-13R ik Aliblic3- 98 4Bar B3 34, Bz

180{0%%%{? \'@]h%x%méthw()a- rif} o@ﬁ%%@%%iﬂzyi)—amide Hydrochloride.

400 MHz "H NMR (CD;0D) 8 9.0 (s, 1H), 8.2 (brs, 1H), 7.5-7.2 {m, 4H), 5.0, brs, 2H),
30 4.0-3.9 {m, 4H}, 3.6-3.4 (m, 2H), 3.3 (m, 3H), 1.8 (brs, 2H), 1.32 (brs, 1H); MS (M+1) 395.3.
The following compounds were made using the procedure described in example 1._

Example 2
1-Methyl-1H-imidazole-4-carboxylic acid {3-aza-bicyclo[3.1.0lhex-6-yimethyl)-(3-

trifiucromethyl-benzyl)-amide Hydrochloride
35 400 MHz 'H NMR ({CD;0D) § 8.0 (s, 1H), 8.2 (brs, 1H), 7.6 (m, 4H), 5.0 (brs, 2H),
4.0-3.9 (m, 4H), 3.6 {(m, 2H), 3.3-3.2(m, 3H), 1.8 {brs, 2H), 1.2 (brs, 1H).




Example 4 1-Methyl-IH-imidazole-4-carboxylic acid
(3-aza-bicyclof3.1.0lhex-6-ylmethyl)-(4-fluoro-
wildiliiarmethyl-benzvl)-amide Hydrochloride 400 MHz Li-Piigofeda230)
8 9.0 (s, 1H), 8.2 (brs, 1H), 7.6 (m22H), 7.4 (s, 1H), 4.9 10 (brs, 2H), 4.0
(m, 4H), 3.6-3.4 (m, 2H), 3.3 (s, 3H), 1.8 (brs, 2H), 1.4 (brs, | H). Example
5 1-Methyl-1 H-imidazole-4-carboxylic acid
(3-aza-bicyclof3.1.0Thex-6-vimethyfl-(3-chloro- 4-fluoro-benzvl)-amide
Hydrochloride 400 MHz | HNMR (CD30D) 8 9.1 (s, | H); 8.3 (brs, 1 H); 7.5
(m, 1H) 7274(m 2H) 1548%@&,9&4) 3941(m 3H) 3536(m

6 I- Methyl IH- |m|dzole Cm’mmﬂl_ﬁg_md/drochione
(3-aza-bigyglR3. 1B YOS Wk (A5l dergsS-180 R DoKY-heng ¥ samy),
gﬂoegg %%9 %@k‘é 3%, WMBAGDIGRER A4, 2138 18 (A219945P- 72,

116 33,120,59,124.55 126.54.137 %’%ﬁ%%s 151,91 154.35,158.89 171.7
et imigda 4-garhoxy jch {3-azg ¥ 3.1, 01hax-6 ~yimethyD-{4-tluoro-

(3 aza- blcyclofS 1 MQW’MMM

cyclopentio it Auonb-tsenan)samite 1126812 (vl HiD IBTIN IR, (GOS8 0) 49
1019 @R, 24).760 @3 418, BR5E33:85,86,80), 42. fids, 54)7774 66:361)79.18,

81.06, 112.50, 116.16, 118.73, 12@¢QmmplL4.59, 126.51, 132.29, 133.54,

1374 3pund HRidthidhodle ﬁcé%oly%ﬁ)ié-é&-l Loicllidid1 BRDRIG thy))-(3-chioro-

I-Methyl-1H-imidazole-47 %’f}r?o?é)! gv@%l%‘;de Hvdroahlonde

(3-aza- bIC clor3 1. Olhex b- .

dimethy - BIOPRHRSTO-RH 01, e 260NE T8Nl (COACBYE
151944 521(“74“”%53?934 87y 138.80.549.68)5327%3 18 83 11DRP V1 hEE: ”’)'

115185 1DReR0 124.53, 126.51, 137.21, 148.05, 152.20 (d, J=245),

158.85. WO 2006/106425 PCTIIB2Xa6/186947 26 Example 9

1- M@ﬂg{hﬂlHHm‘idﬁZﬂ@#Mﬂfﬁ)ﬂ%\dmﬂiﬁba-bEcvcioj'3.1.0lhex—ﬁjlmethvi}-m-ﬂuoro-

(3-aza-bicyclor3.1.01hex-6 Lgntuex Vloxy-4-fluoro-b e

o 2yl)-amige ‘M"LM@ ;{QQ@Q 91)2961914@ §§91343323130%5 49,27,

o2 gi‘*i%%ﬁ“@ 71%?301%%6 e (A et e

Example 10 1 Methyl 1 H imidazoe*&2 xylic aCId (3 aza blcyclof3 1

Olhex-Biesgatiy carbapodic acid (A-aza.oi yimeihy He
‘ cyclopentvioxv 4-fluoro- benzv!}-amrde
25 ST 100 MHz ™*C NMR {CD;0D) & 19.45, 21.75, 23.71, 32.55, 33.25, 35.80, 49.64, 51.77,

60.36, 79.18, 81.06, 112.50, 116,16, 118,73, 120.05, 124.59, 126.51, 132.29, 133.564, 137.25,
146.44, 152.76 (d, J=248), 158.77, 171.74.
Exampie 8
1-Methyl-1H-imidazole-4-carboxylic acid (3-aza-bicyclo[3.1.0lhex~-6-ylmethyl-I3-(2 2~
30 dimethyl-propexy)-4-flugro-benzylj-amide
' 100 MHz C NMR (CD,OD) § 18.41, 21.74, 25.73, 31.79, 35.80, 49.68, 51.74, 79.03,
112.49, 114.80, 115.85, 120.02, 124.53, 126.51, 137.21, 148.05, 182.20 (d, J=245), 158.85.




10 400 MHz 1HNMR (CDCI3) 8 7.5 (s, | H); 7.2-7.4 (m, 5H); 5.4 (brs, 1H);
4.8 (brs, 1 H); 3.9-4.1 (m, 2H); 3.6 is, 3H); 3.3 (m, 1H); 2.6-3.0 (m, 4H);
heZzdodime2H); 0.8-0.9 (m, 1H); 100 MHz 13C NMR (CREOR} Bkt
19.01, 21.63, 23.35, 28.55, 33.72247.53, 48.24, 49.23, 50.19, 51.74,
54.19 (h, J=29), 118.92, 121.71, 124.54, 126.54, 126.78, 127.34, 128.55,
129.40,136.85,138.26,139.96,164.28; MS (M+1) 461. 15 Example 11
1-Methyl-IH-imidazole-4-carboxylic acid
(3-aza-bicyclor3.1.0ihex-6-VImethvi)-f3-(2,2,2- trif lu oro-ethyl-benzy Ill-am
id e 400 MHz HNMR (CDCI3) 8 7§r€§-‘ﬂi—ﬁ) 7 1- 7 3 (m 6H) 5 4 (brs 1H),

21.2.2 (M, 1H): 14 (Meihiho@ai-0 fhetayand:
(C D30D) & ﬁrrl@"éﬁ@ré(drﬁcﬁ% 3213 &228337@ 402649}33%3% A7 434944&&9
5 5%35%2%% 53361 f2eh 8bo 524454 59 28443, 1128 423132819 (54120 f21 (d

130. ?’Qs? ,136.85,138.46,139.31,164.29; MS (M+1) 393.0. Example
12" e\.’hvr -imidazole-4- carbo%hc 3(:'12

(3- cyclopropylmethyl 3 aza blcycl ex- 25

6-yfriés 1rbim 2 agid (Iaza-bieyciel.1.0lbe

1-Methyl- 1H imidaZd#giracy e oAzl |

10 b|CYC|0[3@@hﬁirﬁéMRﬂeﬂ®}d))§(3&Kﬁﬂddho?rﬁeﬂfoﬁny-ﬁénﬁﬂﬂmnwe 4.8 (prs, 1H);
Hyslsochieridiepeenared: atiawe (9:8205,04S, arnolzind g5emi ©f-DOEatH);
roqm, IRMPLI AMFE YRS H dde o GydoronRaneearbakdehy e 40,6k md.24 fo .23,
ol aod NHR(OACS.0 8.4, 34 mmol) e AR seasiin $9r1ee fin.so
room tem eratur ggr 133§ tgw%% gw ﬁg ,ed by the addition of saturated
Naﬁ%ﬁs raCt wit The combined organic layers were

18 drred over anhydrous MgSO4 flmpm'r’d-concentrated under reduced

AL LT AR roduct containing
fractions se mdﬂlemd:an@ 60r5dent|=acte‘d1 mwdeldsrfb- Matfoys: | HHinfiddlzeld H)
354gGabamylis @Gitl sy 3.2-3.3 (m, 3H); 2.7-2.8 (m, 3H); 2.1-2.2 (m, 1H); 1.4 (m, 2H),
20 (3 ﬁW%p(FQpMW%@XM% aZapiRY 5&9 I3} Oex-bryimeligy)ot3, 3375, 40.26 (q,

sy oR e e n A g R Ee LR AME GOAU 8 15

H rs, rs,
oo @%3@% ey %mr%’ AR s 11, 4010

PCT/IB2006/000947 27 2H), 2 2 5 (brs 1H) 1.3 (m, 2H), 0.8

stirring sqlutian erfnitn@ eq:mwof@f compmundmﬁr&ammhc@rﬂm;/m 1425 (3-aza-
dickigeepthanedfiMhat soambianeperabsyamadded hecappioprigtelted
subshitestsa @ﬁhmﬁ Arketonageagentl e . 3 e keARESQEiuNEs added
t”aé:e OXrXba%E%Q c%{gws(c@ e; 'V%‘ THST GRCHQREpAYres é"’&ﬁessi”iﬁﬁ@r?t'rhe
room era ure Quyrs. The mlxture wereht en.gue QSQ‘SQ
30...,0 tr ed at [oo! er ture or 16 hours, was d. 1 it ted
by & 8'31 fHiehebFSaFAted Sodium bicarbonate solution and extracte
NaHCOs, and exiracted with CH,Cl,. The combined organic layers were dried over
anhydrous MgSOQ,, filtered and concentrated under reduced pressure to yield the cruds
material, which was purified via flash chromatography with 5-30% MeOH/CHCl,. The
product containing fractions were collected and concentrated to yield 1-Methyl-tH-imidazole-
35  4-carboxylic acid (3-cyclopropyimethyl-3-aza-bicyclo[3.1.0lhex-6-yimethyl)-(3-
triftuoromethoxy-benzyl)-amide 0.5 gm. 400 MHz 'H NMR (CDCly) & 7.5 (g, 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,



with methylene chloride. The combined organic layers were dried over
anhydrous MgSO4 10 and concentrated under reduced pressure. If
Rassdrdithesesulting crude material was purified by flashpcrasacosmssnses
chromatography with 4% MeOH/CR2CI2. The product containing fractions
were collected and concentrated to yield the desired tertiary amines in
70-95 % yield. The following compounds were made using the above
procedure of Example 12, starting with the appropriate starting amine of

Furts moré?"p e A e ol QR B B )

belo% n be prepared as foIIows To a stlrrlng solutlon of compounds of

Example 1’20 P@@qusylmwa sﬁltabl@erhtasmmpasldathfylﬁamel@t@fﬁ} in 1,2
dioxandodigting ethenmetimdnetieyipketore wvaze tugkenend Gippropriately  substituted
chloddeipaethaaehélekion methargli@, kM :aiearademparsitRINas equiv.).
addegdhe.aRRraRMAIEwaeIdirdldch A3RYEHRCRIONCGACIH +EBHGART, The mixtures

trlflu&@%@#%&ﬁ@e@ b"yolh{aeé‘e%ﬁédﬁ%'ﬂ gét%'tgd M&R@&%‘R@l& &(ﬁjﬁioﬁ) and extracted
benzeﬂe Qnic %(213& @Pm one glon he resy Itin a‘%nlx ure

nec ?I. ers wer dried ove rou MgS0O,
WaSSIrre troom emperature oru 0 ours, hen concen

P o 0EB LB RERE o S P A et wes
1- quﬁyﬁﬁ%%@goggp%%4&meowcwce The product containing fractions
(3'_Cy@@§glmhﬁ@1ﬁmeagae§|@y@@f@ﬂq@[f?@)@eﬂiaw amines in 70-95 % yield,

6-vimethvl| {8 trlfiviogomrethoxy-berzvadanitie tH4)BbhE piidedMRIERGHB) 12,
8 7.5tfrmghbi), FHeSphQpie S Avibes i daduiny snd i}, Bctoess Aikbhyde or
13.7 (Stddle)esdadt(brs, 1H), 2.9-2.8 (m, 2H), 2.19 (m, 4H), 1.8 (brs, 1H),

16-11 30;(:%!&#‘4) pM%gMﬁ&I@'?%c%ptg%@mheo%ﬂﬁe compolnds listed helow can
1-Mgthyl: é@%%a%ﬁ%% Eb&?%bc s%ﬁlﬁ'o.( riflyo ?thP%ﬁé ?gnef\{l)f %&% (1X)

trlflu romet oxy-benz a%os az xaf%/ %E Xt meth Laml b went
2 PR b & o | SR, %H)O e
(brs s&‘iﬂ) 2359y (BF§"Bf Hfoxerqs, dgtyiz ghera mf%)e‘% ffiong pjnethyiens
29 g-ohiersa/metizngl O:(hes nptEngl (s atroar TEMPRIRLT 2K, 3B - ggpropriate
569 &SI\ 086 YOe4281P @Y] BROO 60D 092 pr28ex anih | @-bBidnesulfonic acid,
Metimgitimheniiod e zolted beaady@eplioncicd (2-3 equiv) in one portion. The resulting mixture
(3-clereshenzvl)o-taraeclapsopyharethvib 3razau, | 16eyiCdbActatbi@il dhder reduced
eX:_%pAm&hy_QﬁamiQ@déQ@d\Aﬁ;_'H NMR (CDCI3)5 7.5 (m, I H), 7.3-7.2 (m,
,9H), 5.4 (brs, 1H) 4.8 (brs, 1 H), 5 4:0.(hss.441), 3.7 (s, 3H), 3.3 (brs, 1H),

3.0 (L?_I’ bt%l_’)'!l-?lr%lggr%leé"ﬁ c.)dré'ox‘ {l?:rge‘:g czi:v]éic

; EXa.
thvl 3-irif] uorometh -k | id
1H-imidazole-4- carbox%& acTd oxyhenzyl:amide

(3-chloro-B&h A7 (Q Waé%%ﬂ{yﬁﬁétﬁw HaF 7.0 (m, M), 5.5 (brs, 1H) 4.8 (brs, 1H),

4.0 (brs, 1H), 3.7 (s, 3H), 3.3 (brs, 1H), 2.8-2.8 (m, 2H), 2.19 {m, 4H), 1.8 (brs, 1H), 1.6-1.1
30 (m, 10H); MS (M+1) 477.3.

Example 14
1-Methyi-1H-imidazole-4-carboxylic acid (3-trifiluoromethoxy-benzvl}-13-(4-

triflueromethoxy-benzyl)-3-aza-bicysiol3.1.0lhex-6-yImethyil-amide
400 MHz 1HNMR {CDClz) &6 7.5 (s, 1H), 7.5-7.0 (m, 8H), 5.5 (brs, 1H) 4.8 (brs, 1H),
35 4.0 (brs, 1H), 3.7 {5, 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.




bicyclof3.1.0lhex-6-ylm ethyl)-am ide 10 400 MHz'H NMR (CDCI3) 8 7.6
(m, 1 H), 7.3-7.2 (m, 5H), 5.4 (brs, 1H) 4.8 (brs, 1 H), 3.9 (brs, IH), 3.7
SpaHbsA3 (M. 1H), 2.9 (m, 2H), 2.2 (M, 3H), 1.9-1.1 (e 3iioMiossr
M+1) 427.4. Example 17 1MethylaH-imidazole-4-carboxylic acid
(3-chloro-benzvl)-f3-(4-trifluoromethoxy 15
benzvl)-3-aza-bicyclor3.1.0lhex-6-ylmethVil-amide 400 MHz'H NMR
(CDCI3)8 7.6 (d, I H), 7.5-7.1 (m, 9H), 5.4 (brs, 1H), 4. 8 (brs, 1 H), 4.0
(brs, 1H), 3.7 (s, 3H), 3.5 (brs, 2H), 3.3 (d, 1H), 2.8 (m, 2H), 2.2 (m, 2H),
1.40 (brs, H), 1.2 (brs 2H) MS @3@5-1@ 4. Example 18 20 1 Methyl IH

6-y1 m ethyl)-(3-1 | U OrgEIyl psE\hemiteni20 MHz 'H NVIR
(CDCI3) %ZM LS fhre ) 4 5.5, ), 8.8 e St 39)

; (M, 2H), H ) %%@1%@2 sts(May2i Bl 4, Bhllers,
B8 Y PR DGR IT 15
O AL a»ggs oA R U

(3- ethyl3 azablcyclof31 OIhexI)(4 fI uo ro-3- trn‘llgoro! o

IH); 7.1 (t, 3= 9.3, 1H) golblis. ngrihy!) ppide O(brs IH), 3.7 (s,
103H), 3.3 otsukkt) AR EDON), 843‘5)011. fDHJ. 7:{m,2&hl)5k®05@>(ampl@ 20 (rs, 1H).
M‘%‘@%L‘Hﬂ}'@%?&% 4e0arOWYligHHCIEY (m, 2H), 2.2 (m, 3H), 1.9-1.1 (m, 13H); MS
%Cﬁ Q3" rlfluoromethvl benzvl)-(3-methyl-3- aza-b icyclof
ex-6-ylmethyf)-amid e 400 MHz | H
3H) 73(s LH:71(t =93 1HES
1H); Aoz OO - B .
151,2-1.4 (m, 3H). WS 2k 5e B 80694729 Exam le 21
1- Methyl4wm&tﬁré?4%@éﬁyﬁd<héiﬂ (eﬁchrdmﬁiéhiﬁlsb 3-Hihyh- %K%fzeﬂ H),
bicyolail3, 1:QIBexs6ayinmethivlaar)ids 4002 (VMR ODB1B)! 07{Bs( )
| H);o7pks, 213, 8,k s3gha(brs, | H); 4.8 (brs, 1 H); 5 4.0 (brs, IH); 3.7 (m,
3H); 3.3 (brs, IH); 3.0 (brs, 2H); 2.gzaubigng4H); 1.2-1.4 (m, 3H); 0.9- 1.0
20 (M: S EXARIS. 29 L MEIRY I E L iRidaz Rl A CAAKIE B8idicyciors.1.0thex-
(3-etnyl-5-aza- chyCI%T%I thﬁ)&qn}lhml% nﬂ%\‘l%enzvﬂ»amide

trifluoromethoxy-pen chloride
400 MHy P (CDCIS) s 7. %/ 74 (m, 6H), 5.4 (brs, 1H) 4.8 (brs, 1H), 3.9-3.7 (m,
5H), 3.0 (m, 2H), 2.9 (m, 2H), 2.4 (brs, 2H), 1.8 (m, 2H), 1.4 {m, 2H), 0.7 (m, 2H), 0.4-0.3 (m,
2H); MS (M+1) 433.3.

1-BMethyl-1H-imidazole-4-carboxylic acid {3-ethyl-3-aza-bicyclo]3.1.01hex-6-
ylmethyl}-{4-fluoro-3-triflucromethyl-benzyl}-amide
400 MHz 1HNMR (CDClg) § 7.5-7.6 (m, 3H), 7.3 (s, 1H); 7.1 (t, /= 9.3, 1H), 5.4 {ors,
1H), 4.8 (brs, 1H), 4.0 (brs, 1H), 3.7 (s, 3H), 3.3 (brs, tH), 2.2-3.0 (m, 4H), 1.0-1.7 {m, 8H),
30 Example 20
1-Methyl-1H-imidazole-4-carboxylic acid (4-fluoro-3-trifluosromethyl-benzyi-{3-methyi-3-

aza-bicyclo3.1.0lhex-6-yimethyl)-amide
400 MHz 1HNMR (CDGClz) 8 7.5-7.6 (m, 3H); 7.3 (s, 1 H); 7.1 {t, J = .3, 1H); 54 (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, 8H);
35 1.2-14(m, 3H).




10 400 MHz 1HNMR (CD30D) 8 7.6 (m, 2H); 7.1-7.4 (m, 4H); 5.3 (brs,
IH); 4.8 (brs, 1H); 3.8 (brs, 1H); 3.7 (brs, 3H); 3.3 (brs, IH); 2.8 (brs, 2H);
&R pgH); 1.3 (brs, 3H); 1.0 (m, 3H). Example 23 I-Metavshs/co0047
H-imidazole-4-carboxylic acid 29
(3-methyl-3-aza-bicyclof3.1.0lhex-6-ylmethyl)- 15
(3-trifluoromethoxv-benzyl)-amide 400 MHz IHNMR (CDCI3) 8 7.5 (m,
1H); 7.1-7.3 (m, 5 H); 5.5 (brs, 1H); 4.8 (brs, | H); 4.0 (brs, | H); 3.7 (brs,
3H); 3.3 (brs, IH); 2.9 (brs, 2H); 2.2 (brs, 5H) 1.3-1.4 (m, 3H). Example
24 1- Methyl IH |m|dazole 4- carbo

g D eI G (@ Vi-3-azg-

plof] _.-“-r-z , 1 H);

7.3-7.5 (Mypd rt'ﬂ-)z 5}—5«6@( ?GEMTL),S4’ B(mrmﬂﬂ) ﬂeQn(kHﬂ) Elzﬂ)b@ 6L, Zf(r(ﬁ;s 1H);
§H)4§ (%rﬁbﬁﬁ') IE1); g?’] Q,(0rss 25D 202 4ole Al Ao kD AR, 304 dOafBr8io-

le 25 25 I-Methyl-1 H-imidazole-4-carboxylic acid
(3 methy *aza-bicyclof3.1. Olhex-g-élmlethgl)
(3- tréfluoromethyl bf?zyl) -amide 4 _ NMR“(CDCI)57.3-7.
6H)5 S5 P OIS 3. 653,

[H); 3.0 (m, 2H)23u thexbpi
1d.-Methyl- |mamrdamwwaeb@wrteamzm 7.1-7.4 (m 4H) 53 {ors, 1H); 4.8 (brs,
(3,5rdichiopeshbanzyl)-(@smesh\d-8wmezarh e les, krillhex-6-yimnethyd-amide)
400,z HINMR (CDCI3) 8 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, 1), E&@Q@rs 3H); 3.3 (brs, I1H); 2.9 (brs,

gg')E@M?* B33l %y“ éolm??w% é_)n_?ear ’0319%‘(‘;& CIE {IB4096/0009
%%Mﬁ-ylmem I)-amide

”(3 5-dichloro- benzyl) (3-e
Hydrochlctf@dad M2 (GRFR (EB oY 010 & M- Bfs. %5(6%5 'y 4.8 (ors,
7 .3-THA 4(bBH) A B (brss 3P B B s OL) 2 iora ) 2B-8r6 fil); 5R4):43m-31
(m, 2H); 1.8 (m, 3H); 1,2-1.3 (M, 3E}akxample 28
I-Metmditb-imigazele:4-catagudiecatishethyl-3-aza-bicyciof3.1.0lhex-6-ylmethyl)(3-

o4 3-chloro-4-fluoro-benzvl)-(ungtbvbandsantyheygde0 f 3.1.01 h e x-6-yl m

e thyl)-apj %4%ME'&3H&'N§%§QPQIL§)?637? %n(sﬁ b5 28, Wy 28)ars, 11

TR, s e Bl

2H)! RAGTNV) 377.1. 100 MHz 13C-NMR (CDC)3, 6): 18.375, 19.616,
Example 25
25 1-Methyl-1H-imidazole-4-carboxylic acid (3-methvl-3-aza- bicyvelel3.1.0ihex-6-yImethyl-

3 tr;ﬂuoromethvi—benzv])-amlde

400 MHz 1HNMR (CDCl3) 8 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, BH); 1.3-1.7 {m, 3H).
Example 26
30 1-Methyi-1H-imidazole-4-carboxylic acid (3,5-dichloro-henzyl}-(3-methyl-3-aza-
bicyclo[3.1.0Thex-6-ylmethyl)-amide

400 MHz "HNMR (CDCl) & 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, H); 1.2-1.4
{m, 3H).




22.763, 33.791, 41.499, 47.025, 48.355, 49.522, 50.112, 57.1383,
116.5785 (d, J=21), 120.929, 126.724, 127.576, 129.789, 135.7, 136.742,
\ﬁ\% %% JRr7-325 (d, J=248),164.039. Example 2915  ,c.1ia006/000947
f 1H-imidazole-4-carboxylig acid
(3-chloro-4-fluoro-benzvl)-(3-ethyl-3-aza- bicvclof3.1.0lhex-6-vimethvp-am
id e 400 MHZz'HNMR (CD30D) 6 9.0 (s, 1H); 8.2-8.3 (m, 1H) 7.5 (s, 1H);
7.3 (m, 2H); 4.8 (brs, 2H); 3.8-4.0 (m, 4H); 3.4-3.6 (m, 4H); 3.1-3.3 (M,
2H); 1.6-1.8 (m, 3H); 1.3 (m, 3H). Example 30 20
- Methyl IH |m|dazole 4 carboxyllc %%Ioro benzvl) (3 methyl -3-aza-
19 dpae BaE 1G] B <.

1H): 7.2-7.3 (m, SHiickeH e y doBofiorscidl): 3.7 (5. "
3H); 3.3 (bis, W)Hﬂ%ﬁ?@f@s@jﬁ}i 92025213 (m% o), 11!-):31’% 54'@1 3!:1')) 4.8 (brs, 2H);

£xample 31 25, L-Methvl- 'f‘émbd@(?@'ﬁ# &@m%)ﬂlq 36G1d (i, 31,
(3-azetidin-3- yI -3-aza- bICVC 0f31Q e&(

: 100 MHz 13C.NVIR (CDCI3)

aracg -4 benzyl) thayldsazay

119.67, 120.23, 12189 rl SRR R 5tg)-a

141.29, 14906@4216’21!@8(@@3@)@%&@ 35) 7.28 (m, 2H} 741 (m, 1H), 7.00 (t, J=8, 1H),
10L- M Ay EHb- 3% drazad 2166 PRy e 4aiel3.925 (m, 2H), 2.86 (m, 2H), 2.19 (s, 5H), 1.36

(2, 4¢dichiprozbenzeNy( ety -Sraza-1boieyelof3-hvr (cpcy, 5): 18.375, 19.616,

Olhgxgvimeshvarasyde 408 MEzEINMBACRGI3) §771&(b1r1% shhs 7fd2 {0y,

3 H)ud. 9124%6175)’@7%%@?29175@’1&5% (Qé%%'ﬂsa‘hsjz 0%?39"&& J’-«écgﬁ/ﬁﬁﬂ)_&

3.3 (brs, IH); 2.9 (brs, 2H); 2.2 (brs,_.5 %14m

393.0. WO 2006/106425 PCT/IBZ 7 31 Example 33 1- Methyl -1
1 -|m| . hylzi ic_acid (3-chioro-d-fluorg-h sothyl-3-aza-
bicyclot3.l.0lhex- 6ylmet' ok iierdbvimathyinag 'BCDCI3)876(brs

1H); 7.2 - 7% Yz BIMYRACDED) EHP 6. 5+(bﬂs2~a531m4)f~=4785(brs;—io H) #h 26,8
1 Hitr3.8-3. 7.4 B )i+8; 3 488, (i, H)):2.9-33. 0r(Ims)2 H): 1B 4l B R 3 (n2 24,
2H); 1.3-1.4 (m, 3H); 0.9-1.0 (m, 3E)aivh Gy +1) 407.0. Example 34

20l- Methyl’tlﬁ"tﬂ@!m QL%ATQQIDA?XM ;@Q@d 3-chlore-benzyh-{3-methyl-3-aza-
(3,4-dichioro-benzyll-(3-mgthyl §13rﬁfi‘exl¥ ik eX-6-yimet y -amide

10400 M MR (C m:LH m, 3H); 7.1 (brs, IH);
5. (s, 1P (DGR e ) e AL 1 B
(bré (Qqqrf §7§3(r?f*)5l§r (53@ A hS(%brg.ﬁyl) 22 2.3 (m, 5E—i), 1.3-1.5 {m, 3H).
Example 31
25 1-Methvi-1H-imidazole-d-carboxylic acid (3-azetidin-3-yl-3-aza-bicvclol3.1.0lhex-6-

yimethyl)-(3-trifivoromethoxy-benzyl)-amide
100 MHz "“C-NMR (CDCls) & 15.45, 194, 21.79, 33.88, 42.10, 47.56, 50.31, 50.75,
§3.10, 119.33, 119.67, 120.23, 121.89, 126.22, 128.62, 129.09, 130.10, 137.13, 137.75,
141.29, 149.63, 164.38.
30 Exampie 32 _
1-Methyl-1H-imidazole-4-carboxylic acid (2.4-dichloro-benzy-{3-methyi-3-aza-
bicyclo[3.1.01hex-6-yimethyh-amide
400 MHz '"HNMR (CDCI3) § 7.6 {brs, 1H); 7.2 (m, 3 H); 7.1 (m, 1HY; 5.5 (brs, 1H); 4.8
(brs, 1H); 4.1 (brs, 1H); 3.7 (brs, 3H), 3.3 (brs, 1H); 2.8 (brs, 2H); 2.2 (brs, 5H); 1.3-1.4 (m,
35  3H) MS (M+1)393.0.




Example 35 1-Methyl-IH-imidazole-4-carboxylic acid (3,4-d Ichi
oro-benzyl)-(3-ethVI-3-aza- 15 bicvclof3.1.0lhex-6-VImethvD-amide 400
WE2dNMBs(CDC)3) S 7.6 (s, 1H); 7.3-7.4 (m, 3H); 7.1 (bpenbhicahddars,
1H); 4.7 (brs, 1 H); 4.0 (brs, 1 H); 3.7 (s, 3H); 3.3 (brs, | H); 3.0 (brs, 2H);
2.2-2.4 (m, 4H); 1.2-1.4 (m, 3H); 1.0 (brs, 3H). Example 36 20 1-Methyl-1
H-imidazole-4-carboxylic acid r3-(I-methanesulfonvl-azetidin-3-yD-3-aza-
bicyclot3 1 Olhex-6-vimethvll-(3-trifluoromethoxV-benzyl)-amide 100 MHz
13C-NMR (CDCI3) 8 18.42, 19.70 21 98, 33.84, 35.62, 47.70, 49.72,
50.69, 51. 21 54 75, 112 50 119 5, 12 , 125.98, 126.72, 129.95,

i ..'.."- ichiorg- benzv[) (3»ethvl 3-azd-

1-Methyl-IH- |m|dazole 42@19&@1@1&9’%-\!%&!1%) -amide
(3-azetidingd-yi-3-aramRicymiqf3. T.OthexHb); yienethydy(4-4f): 7.1 (m, 1H); 5.5 (brs,
orqes-iriflpromeinylshenay Beamige 400 531G NMRIAGDESBRE (m, 21);

18.30, 962, 22.02,:22,99033.¢ HiPRotfiigadhds, 5067 51.28,
51.57. 55:06, 53.45, 56,49, 57.66, 117.01 {d, J=21), 121.40, 124 11,

126.28, 30{126 .32,126. 74 13§ gx?':{.‘ﬁic SRS |'§ 0’]5‘:8 12 tﬁ (g'.—aza-
J=255), T2, EXArpIe -
H-imidazole-4- carboxyllcbé%#’él%@-%%]gﬁ%‘ syineihyll,

cyclof3.1.0lhex-6- V

10methvf-(3¢eh - 4NNR 605N E VD -Emits ADF MuBIBE-NIMR DT 88 1)
18.29, (3,56, 21985, 38)836 #7a/H)48 5249 6F- 60:312H33.50.58).5)292-1.4
51.5%3, £6.37, 116.59 (d, J=21),126.62, 127.44, 129.75, 135.85, 136.90,
138.08, 157.29 (d, J=245),164.10 =\ éM35) 418.2. WO 2006/106425
PCT/IB20QE1000947, 32, Exame ylic

acid (4-fluoro-3-tri uororq)e -
Y- 3-yl)-3-aza-bicygl 0i3

1
13C-NMR Eéﬁiﬁﬁz‘;"@“fé%‘%ié %%(322*9’57%%&“4%%5 4‘5"’%6*%\8 g, 1)
50. 7, 6r511824 81007 181 T5(1 38923 for. 1) #9688 2§74 83 49 1214
136(TRBM S EM=131166.2. Example 40 1-Methyl-1
H-imidazole-4-carboxylic acid (3-cl#mmaefidoro-benzvl)-f3-(1-methyl-
2azetithigehyir3atdrhisycta i hexs-G-yinmethyle auriide! L0 iNMHF 13 -aza-
C-NMR (CDCIR) ol $1bthesds Yibnetd, fim-dRirod ity didntinabiid, 51.84,
10 52.89, Q1 (0 -3, ql';%éq 5]138@5 ]1937‘362$%8 33%782 551294930 136:8%0 00,
M11) 2542, Exam 44% %40 1 gé_l %%2%‘3 C%@%’ﬁyl %@%d 149.61,

gang
e%ldln 33 yl- 1:'i’zaf’za bicy 7lor ex- 6-
1641
25 : : DR Exampie 37

1.Methyl-1H-imidazole-4-carboxvlic acid (3-azetidin-3-vi-3-aza-bicyclof3.1.0{hex-6-
yimethyl}-(4-fluoro-3-trifiucromethyi-benzyil-amide
160 MHz “C-NMR (CDCly) § 18.30, 19.62, 22.02, 22.09, 33.78, 47.55, 48.73, 49.93,
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-Methyl-1H-imidazole-4-carboxylic acid {3-azetidin-3-yl-3-aza-bicyclol3.1.0]hex-6-
yimethyl)-(3-chioro-4-fluoro-benzyl}-amide
100 MHz ®C-NMR (CDCL) 5 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. .




yimethyl)-(3,trifl uoromethvl-benzvl)-amide 100 MHz 13C-NMR (CDCI3)
521.84, 22.02, 25.90, 33.88, 47.17, 50.31, 50.79, 51.53, 15 52.50, 53.19,
57.37, 124.36, 126.69, 129.14, 131.04, 136.84, 161.09, 164.25; MS (M+1)
WEAPSELAMple 42 1-Methyl-1H- in;'hdazole-4-carboxylic abfgt/1B2006/604547
f3-(1-methyl-azetidin-3-vl)-3-aza-
bicyclof3.1.01hex-6-vimethvll-(3-trifluoromethyl-benzvl)-amide 20 100
MHz 73C-NMR (CDCI3) 618.41, 19.72, 22.14, 33.83, 45.86, 47.75, 49.23,
49.90, 51.33,51.79, 52.82, 60.96, 124.05, 124.40, 126.74, 129.07,
131.01, 136.82, 164.17; MS (M+1i44814 3&xample 43
I-MethybsbyiRidRzelestt-EERNie &ﬁlﬂfl fluoro- 3-tnf1uommethvlubenzvi) ES-{_
(3-chloro-benzyl: st Lameivi-a2elidityday b Fer-6-

Vs S dgf%%eé‘gé%%g o
561 6*6322%2873 ﬁ_‘z%f’ é?é 957 452125 %37 "iaz%osb"sf%d S/ E 81 %@6
164.08; |v|s_|v|s (M+1) 414.2. Ean

dl (3-chioro-4-fluoro-benzyvi)-

(3-methyl- 3 aza-fesuiios B B
ro-ethyl)- h@@mﬂiz-&mmm&@d\éljﬂwlw\/h% (CM@%@QE&(&%JHQ ﬂ ko638 mss,
109 k64 69168, D7 418 £BreidiAh; 1?6%2(%‘57 A8 (868K iSwrd2éin. 3H);

2.9 (brs, 2H); 2.2 (m, 5H); 1.4 (m, 14): 12-1.3 (m, 2H); 100 MHz
18.47, 19 74, 403

: : 3 '." 139 32 164 20 MS (M+1) 407.1.
WO 200629@6&@53%\@@?@@5#@0@9@? 332ERArABRE 4517, 50.31, 50.79, 51.53,

- 151-Metbty| SEHSIngR BTz ol 46CAPDORY ieSeieid 1(3-Pretiigis3- 4 BicyRies MS (M+1)
Olhexs@-ylmethyg- 13-(2,2,2-trifluoro-I -trifluorometh yl-ethyl)-benzyll-amide

400 MHz '"HNMR (CDCI3) 8 7.5 (sgkihpié 42 7.4 (m, 5H); 5.4 (brs, 1H); 4.8

(brs, 1H);y RS F4I~psr(ma%_g4 3 HHSRE R éngfrﬁet%ﬂ)azgiﬁl (. :él'i)a):%-z (m,
SH); 1.4 (m, TH) 1h3;l‘9vﬂ199h'\\/§ﬁ§-t7| SolIMR (R B84, 19.62,

,,22.76, 33, 72 4lvzg5 4709, 48.85, 495 7.09

20115 01, 1ID IS IS TA, 177 48, 5984550 06 0 155 B
13858 PIGYGAE MBI 17495 128 arttiil a3 d"- 156 2. iehit. s
1-Muttiyr4Bisimidazole-4-carboxylic acid
f3-(1-hydroxy-cvclohexvimethyl)-3faempke #/clo

3.14 mmgt@ﬂﬂmsﬁfw-ﬁ(&dﬂwﬂuﬂmmetmmdaenzmﬁgmﬂ@ethyl -azetidin-3-yi}-3-
2sMethylenecyclohexanexgppyide wasasdediia:adbanmikgound bottomed

flask Und@pg w2 cNmR (CDCL) & 18.43, 19.66, 22.12, 33.82, 46.02, 47.59, 48.97, 51.12,
51.82, 52.89, 61.06, 126.03, 126.67, 127.35, 127.67, 129.86, 134.50, 136.81, 138.55, 164.08;
MS MS (M+1) 414.2. ‘

Example 44
30 1-Methyl-1H-imidazole-4-carboxylic acid {3-methyl-3-aza-bleycio]3.1.01hex-6-yImethyl)-
[3-{2,2 2-frifluoro-ethyl}-benzyl]-amide
400 MHz "HNMR (CDCls) § 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 (CDCls) 8 18.47, 19.64, 22.73, 33.74, 40.31 (q, J=29), 41.50,
35 46.87, 48.76, 48.22, 50.87, 57.17, 121.87, 124.59, 126.38, 127.34, 128.96, 129.40, 130.45,
136.73, 138.80, 139.32, 164.20; MS (M+1} 407.1.




nitrogen, followed by ethanol (3.3 mL), triethylamine (0.097 mL, 0.696
mmol), and 1-Methyl- 1H-imidazole-4-carboxylic acid

@ aea-icyrslo[3.1.0lhex-6-ylmethyl)-(3-trifluoromethoxy- P8 beseydjsannite
hydrochloride (0.100 g, 0.232 mmd#P). The reaction warmed to 60 C, then
refluxed for 4.5 hours and then cooled to room temperature. The reaction
was then quenched with saturated sodium bicarbonate solution and
extracted twice with methylene chloride. The combined organic layers
were dried (MgSO4), filtered, and ncegtr%ted in vacuo to give 0.087 g
of 1- Methyl IH |m|dazole 4 carbox%?t‘a%roé'

cid (3-methyl-3-aza-bicvecio]3.1.0lhex-6-yvimethyl)-

bicyclo[3.1. O]hex Blafddiifonre Ll ele -aitiil¢e. 400 MHz
'H NMR (GB®18) BiNFiB ((@qzm 775(3{57131)(m2—5l~4)(rr55¢11bﬁsﬂ; (bH) 1 4)B4(BISIS, 1H);
s1H)3.4-Oo(brs2i)H 3.8(& {8y, 3 (B3 10rsz. sl )212: 923 (R H)a Zrd 1205 (B (m,
2H)a1: 3 dwiRElchdmd - & 60, 1318 iaMWeeM1965Q7 7% Qther ‘2?(@5“ BIES;, 49.50,
A P S v
PSR yJ ﬁlﬁ’ g&% %’Z\j §

1342- oro phen roxy-et aza—
blcyclor3 1. Olhex 6- yImethyI} (3 trﬁ%@?&#@thoxy benzvl) amlde 400 MHz
eln ipats ) S Bl -t Y, 0 thihr3-a7

4.8 (brs, 1H)b ABeflyd- (It <

2.8-3.2 (nMGEH)?ﬁQGiLG:*OE@@?é f(pnxrdé-waé_sﬁeﬂao&ém 1BHHL MW(M&&:)@%@ under
ExamglendBidvitesh wrl-htimislazgledrgadiexipiasid, 0.696 mmol), and 1-Methyl-
[3-(Mhydeaxy-Lysiapanrty Iaihy )a3:-223: o £Y SRd3ed MR- lbromethoxy-

Sethy%ﬁﬁlém%gr%m@% %QH@ )Mdrﬁm% 0 W_el%‘é_s!cw @agn?g?ﬁé?’ég&z %‘uan

(8d %ﬁx]éd%olﬁzs%l_%s an§ tg cooig tgrodml_%)dpeﬁt e, T%_[ ag‘tzcy-; (IgéSBt giched
(b wnt&ﬁﬁtu {6 (so lgﬁ?;car% ’tg juti ﬁricgd(ﬁa{lcgl\g‘ hfﬂ%rth_»{i%'ne( 1{6715 The
1.3 SRR EE) S Gt i@ﬂsﬂ@eﬁzsn%ﬂr%zooem@gwe
34 PieharatidnsiBehrmietelsiheaBotifl rsih MdiHusensioiedd meaiti)Blaze-
20 H-ibivigioi® lebtecasyostayin(ferdpmetiztybBeazatbartyc lafovbidHhexR iBzyps
a cetate 1H), @ StrENg, sEJUBANDRS, 1H), 4.8 (brs, 1H), 4.0 (brs, 1H), 3.7 (s, 3H), 3.3 (brs,
6-{bhMethyd-&l dinidazelesd-sarbonyh - tentrifluaromethoxyed 1M+1) 507.1

benzyl)- a@M@PLmH&%'}péﬁ?&r glﬁ)ﬂgﬂ[;st& %g&@&% ?(9@9%9{ i 3! %escmbed
terg@o%/m%gr prepared above (2.63 gm, 5.63 mmol) in 30 mL DMF was

added potassium carbonate (3.89 g(m 28.2 mmol), tetraethylammonium
chlorlde (150 m) foIIowed by_be oacetate (O. 88 mL 5 63

QUenchedw el sE-prlaahaiveictdiivaey
layers sefiriitéd ﬁm@ﬁﬁ(@@quém@.@ bayea: exlmtedﬁhrzeewtlaﬁﬁsaml(brs 1H),
ethyt asstets. Zheeombinedeeganic tayersnyeteadsiet ayes sahyaroys 2.1-
30 Sodig i siMfates-filkeredran@ve ancentigded to yield 2.8 gm of crude material.
The Example 48
1-Methyl-1H-imidazole-4-carboxylic acid [3-(1 “hydroxy-cyclopentyimethyl)-3-aza-
bicyclol3.1.0lhex-6-yvimethyll-{3-trifluoromethoxy-benzyil-amide
400 MHz 'H NMR (CDCls) 8 7.6 {d, J = 1.7 Hz, 1H), 7.3 {t, J = 7.9 Mz, 2H), 7.1-7.2
38 (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.




crude material was purified by flash chromatography to yield 2.7 gm of
benzyl 2-(6-((N-(3- (trifluoromethoxy)benzyl)-1 -methyl-1
VEB'EH‘E zole-4-carboxamido)methyl)-3-aza PCT/IB2006/000947
icyclo[3.1. O]hexan -3-yhacetate; MiS (M+1) 543.3, 15 Preparation 6
2-(6-((N-(3-(trifl uoromethoxylbenzyl)-l -methyl-I H-imidazole-4-ca
rboxamido)methyl)-3- aza-bicyclof3.1.01hexan-3-vDacetic acid To a par
bottle charged with benzyl 2-(6-((N-(3-(trifluoromethoxy)benzyl)-1-methyl-
IH-imidazole-4-carboxamido)methyl)-3-aza-bicyclo[3.1.0]hexan-3-yl)acetat
e (2.7 gm, 5.07 20 mmol) in 80 MeBElamS was added 300 mg palladium
hydrOXIde Bihoa e AT vonamathdx i anad 4 nEotied-40 pSl
H2 at room te%&fﬂé%h@%th&mWIQMnmﬂ[ﬁt er a celite,
the celitergad gevﬁsgg%%h&ﬁam GHARH Bndidhe cesting S QAR EShoxy-

CO GED ratelgolto gth |P32a§a 91'35‘10%{3 1.0 hexane—s carboxyhc acid tert-butyl ester prepared

(trl oromet ox e m,
4@5§ ?ﬁﬁ“ ath -§-azamb cloétés a% Qog%un]gaé%otlcta ?c_g 285
B e e S

31567 1B, ThRjearios s Jtied o mzmiﬁemyesaf&*wszozﬁyf54a§imhi it
3.96GbrsTHEH)XBIBSYEs, Balet)with sthysaceidie. 3rpgaisrs SepaRisd 1 3pe, a%mus

ua%_:

10 1. Téydbesydcd), tirGGiflossy B MBS Nb+ THha5anbirGe morak Pastedemredfisd over

Anigiedo0sIplings AisalUierRoOfind concentrated to yield 2.8 gm of crude material. The
2- (Gl NrAa(iflueromethexyibenryh = ldnetivh biinidozele-dend@ 2-(6-((N-(3-

o . ' d
e

uly.), in L2l
soFu%Yo‘nae\;\?agﬂedd} %B{Bc? %Fla e amineg, (91 9 eqy&v) followed by HBTU (2.1
equw) The reactlons stlrredat r _ ature overnlht qteljenched L

organic Iayers were digbisnglale ¥ ISI
were furtﬁeraplmfbedebyﬂﬁ'asﬁ “35 mm&@graﬁﬁyf%mm@wm&ﬂmw
amidesicatitdbepsepadelhiyy(ikzingiaqpaidlidhdiorady syatiesi®.7 gm, 5.07

20 Progesiiire asmlesashedveelaasd¥6d 20066426 RETAB2006/A00MY Bhe

TW%M@'%W%M&@E%&AW&@%V&!EH&?&‘ 1965 OrBdauna®|ends8 A Eaiure was
%’g eggeefgrf%g{rgr%@%{}@é&mw&%ﬂgﬁﬂﬁéh]@H and thcj hresuitsng:?)scﬂﬁ:mn \gas
accgncen r'.ia a‘flg ﬁ)&\/ﬁw i uorom (%I)(ox 9 %é% | I-M %%% I

was

CmmBybga@Bswas%y BERRRERIS 1N & ‘%f’“e‘*c asvé%} 865 980z

25 DCENNENENGR, 5 f”d%d“b@ﬁ‘f%&dﬁ ﬁ@ﬂﬁ (33(2 ‘ﬂa@ % {5825 Gl Dok

eqjbdiszoiveel! i@, 2 hth| STEINAF! HSﬁ@éSaﬁlrboﬁw‘iQéTn%)‘@rét%ﬁébmém@H? (rs,

Aligpipt saxpplasifordsQoid S-aretysis! A48811.5 ml I N NaOH and 2.5 ml
DCM. Vortex and remgyestheraigainie fayemanrd:laadnaato a SCX SPE

- (6ml, 1g4Siligyglg-brapd). Rengataxiastinpieinnes: Fte SeSheoth-

35

02 ”;1' o%%dggg m?m}' EM% méwﬁw ?&nsgegpusrstwgbg@rsam mtng\,)
sa[['( ‘f‘i‘gﬁ]ﬁf& 'ﬁ"m ov\;%[' Jﬁ]@gﬁéd::éos# t:orgxf_z) (;ﬁ!)% %"’f}ie ammes (1.9

equiv.}), fol]owed by HBT (2 1 equ1v) The reactions stirréd at roem temperature overnight,
quenched with 1N NaOH and exiracted with dichloromethane. The combined organic layers
were dried and concentrated to vield the crude amides that were further purified by flash
chromatography or HPLC.

Alternatively, amides could be prepared by utilizing a parallel library synthesis

procedure as described helow.



Other representative examples prepared according to the procedures and
examples described above include: Example MW Cale Mass Spec
WA Miame Data (M + 1) 1-Methyl-1 H-imidazole-4-carpexylisoagigho49
378.1 379.27 (3-aza-bicyclo[3.1.0)izex-6-ylmethyl)-(3,4-
dichloro-benzyl).amide 1-Methyl-1 H-imidazole-4-carboxylic acid 50
378.17 379.31 (3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(2- trifl uo
romethyl-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid 51
396.16 397.43 (3-aza-bicyclo[3. 1.0]hex-6-ylmethyl)-(3-

fluoro-5-tr ﬂaﬁ%m%@rﬁﬁlﬁ%ﬁﬁﬁbam'ﬂﬁét@?m W%zﬁ@@%hrﬁﬁ&ﬁdg’

triflbioyeumethylberceylpatrided bdvete-d m.mﬁm@d@b@wmm &8
378kiéd3t% 2B sZadhieyClob3. hbdhernw-6Mbnethyd)-(2r 0.614 mi DCETEADMF,

striflugramsiiyg-
37
dlc%ﬁ%

Toslaa s

2R ook er%E&aRJFé/&J&L hil q

gﬁ%gﬁ? il

I-benzybranyde s Methyldrinidazs edscaiidicPeaidhé.
%ﬁgt :?ar%(ugqayl_)c(%éana 3i5. Add 15m1iN

e

H |ﬁ?td3é?é$?ée AR i 5&?8%%‘@7‘@‘&53 HgICX 9P

82006/

e

er iPE (6mi,

, then 5 ml

+13 fi“ivla

with 5 mi DC

(3-HERthi Y EIB[ 2 F2TR RIS ERFIF Gule-WHChI TS AR AR 4rfiay. Dry down.

10 1-MethiyRd Prapaid A26 ke SHEsoNyiE @did B 301 BUBYBLRE by HPLC/MS.
(3-aza-bieystof@rdsOfhitre-aimeathyh)«(2d tiftudrg inmbthoxssbenzyl)-emides
1-Medbpled ddoimigiazale-4-carboxylic acid 57 396.16 397.37

3
or,
39

tl

Faza-picyctof3TI0jex-6-ytmethyhs{ 4, fugro=3-=triftu
omEXATRISenZy|)-difideiol - Metlﬁéltal{ihuqildazole-4-caFB’55‘<9INf‘ﬁeid 58
6.16 397 37.(3-aza- I’\J_D\LQNL: 1 n'lhov 6 \llvnathy!) (2
oro-5-trifluorgmethyl- benzyl)-amlde 1-Methyl-1H-imidazcle~4-carboxylic acid
49 378.1 379.27 (3-aza-bicyciof3. 1.0]hex-6-yimethyl)-(3,4-
dichioro-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
50 378.47 379.31 {3-aza-bicyclo]3.1.0thex-6-yimethy)-(2-
trifluoromethyl-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
51 3586.16 397.43 {3-aza-bicyclo[3.1.0thex-6-yimethyl)-(3-
flucro-5-triflucromethyl-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
52 37817 379.29 {3-aza-hicycio[3.1.0]hex-6-yimethyl)}-(3-
trifluoromethyl-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxyiic acid
53 378.17 379.29 {3-aza-bicycio[3.1.0lhex-6-ylimethyh)-(3-
_triﬂuoromethyl-benzyl)~amide
1-Methyl-1H-imidazole-4-carboxylic acid
54 378.1 .379.27 (3-aza-bicyslof3.1.0thex-6-yimethyl)-(2,3-
dichioro-benzyl)-amide




1-Methyl-1 H-imidazole-4-carboxylic acid 59 338.21 339.4
(3-aza-bicyclo[3. 1.0]hex-6-ylmethyl)-(3- ph enyl-propyl)-amide 1-Methyl-1

Hanidazgeles-4-carboxylic acid 60 402.21 403.4

PCT/IB2006/000947

(3-aza-bicyclo[3.1.0]hex-6-yImethyid}-(4- phenoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 61 386.21 387.45
(3-aza-bicyclo[3.1.0]hex-6-y)methyl)- biphenyl-4-ylmethyl-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 62 352.23 353.42
(3-aza-bicyclo[3.1.0jhex-6-ylmethyl)-(4- phenyl-butyl)-amide

bicyclo

Pyridine-2- arboxyl
F]"[%“f B]hex-6-y ‘f?ﬁgi’iyo (:

(3 aral¢d89kd 5
3- DeiEL(@i pOI)M

392.45
=thoxy benzyl)&amﬂ’e

1-™Methyl=IH-m

(3-aza-

65cyclo[
2006/106425 P
IUPAC Name Data (M + 1) Pyridine-2-carbpxylic acl§’ @

idazole-a-tarboxylicacid6
3.1.0]hex-6- yIm<=thng- bi%hen
cT/139006/00d947 37 Exam

ey

AL
HPC e e

2’6’5"@5% 15

394.37 bicyclo[

3.1.0]hex-6-yimethyl)-(4-fluo

|O- ‘SMeihyl 1H-imidazole-4-carboxylic acid

rfluoroggethy-benzyagide. Pyridipg:2-coroQle st R i e
394.39 bicyclo[B.1.0]hex-6-ylmethyl)-(5-fluo trfiuoromethoxy-benzyl)-amide
trifluoromethyl-penzyl)-amide [Thiazole-4-carboxylic acid (3-aza 67 381.11
381.67 bicyclo[3.1.0]hex-8-ylmethyl)-(3- trifluorasgthyi-henayl)mnige acd
Pyridine22-carboxylicacid (3-agza 68:393.15; 394 Adkbicyclol3.1.0fhex-6-yimethyl)-(4-
bicyclo[3.1.0]hex-6-ylmethyl)-(2-fluoro-5- trifluoncimethylharzyamidaide
Pyridine-2-carboxylic-acid-(3-aza-69 393.15.394.4
bicyclo[3.1.0]hex-6-ylmethyl)-(B-fluoro-5- trifludrdséthyictsarryfcerhidie acid
T1iazo|é34-carboxylié9§éﬁj (3_aza 397.37 (3-aza-bicyclo[3.1.0Jhex-6-yimethyl}-(2-
fluoro-S-trifiuoromethyl-benzyl)-amide
t-Methyl-1H-imidazole-4-carboxylic acid
59 338.21 3384 {8-aza-bicyclo[3.1.0lhex-6-yimethyl}-(3-
phenyi-propyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
60 402.21 403.4 (3-aza-bicyclo[3.1.0]hex-6-yimethyl}-{4-
phenoxy-benzyl}-amide
- 7 o 1-Methyl-1H-imidazole-4-carboxylic acid
61 386.21 387.45 {3-aza-bicyclo]3.1.0Jhex-8-yimethyl)}
biphenyf»zl-ytmethyl-amide
1—Me§hyi~1 H-imidazole-4-carboxylic acid
62 352.23 353.42 (3-aza-bicyclo[3.1.0lhex-6-yimethyl)-{4-
phenyi-butyl}-amide
Pyridine-2-carboxylic acid (3-aza-
63 391.15 392.45 bicycio[3.1.0]hex-6-yImethyi)-(3-
trifluoromethoxy-benzyi)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
&4 386.21 387.43 {3-aza-bicyclof3. 1.0lhex-6-yimethyl)-
biphenyl-3-yimethyvi-amide




70 397.11 398.37 bicyclo[3.1.0]hex-6-yImethyl)-(2-
trifluoromethoxy-benzyl)-amide Thiazole-4-carboxylic acid (3-aza 71

i

Tomds %g& 36 bicyclo[3.1.0]hex-6-ylmethyl)-(2-
Iuoromet yl-benzyl)-amide Thiazole-4-carboxylic acid (3-aza 72 397.11

PCTE/IB2006/606947

398,38 bicyclo[3.1.0]hex-6-ylmethyl)-(3- trifluo ro methoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid 73 358.16 359.41
(3-aza-bicyclo[3.1.0]hex-6-yImethyl)-[2-(4- chloro-phenyl)-ethyl]-amide

1-
3
ud
34
TH

bi

HA

1.

H-
45
H-ir
[3
ud
47

bi

1-

ethyl-l H-imidazole-4-carbq

Y\/|I(‘ acid-74

302.18 393.47

azashigyelol3

yromethyl-phe

3.1. Oﬂ,h,,@@,—a@,;ylme=thy?)s f F{f’:.p tt%
nyl)-ethyl]-amig

ifl IUPAC Name

eBAfM0G6/106425 PCT/IB2006/000947

} Example MW Cale Mass Spec IUPAC N
liazolgg4-caroxyligagcie (3-aza 75a49.11
cyclo[3.1.0]he

imidazole-4-¢

x-6-ylmethyl)-(2,4-difluoro- 4
arboxylic acid

nme piata-tMbrbodic acid (3-aza-

3568 4ds 1.0)hex-6-yimethyl)-{@-fluoro-3-

enzylramigenisddethynlde

76 358.16 359 4 (3-aza-hicyclo|3

D]hex-6-ylme

thyl)-[2-(3- chlof
imidazele-4-(
0.22 451.16

imidazole-4-¢

0-phenyl)-eth
3-istshasy|-3-
uoromethoxy

arboxyhgsacid
Imethyl)-(3-trifl

79 464 24 AGH

yl]-aPwiciee-2-chnetifiplabid (3-aza-
A Zerslokd§ ¢ 15§84 - Ol b)) 6 Agre-2-
'benzyfjuasmide!-terkieHmyde1

t(2,2-dimethy

8.22 479.23

rometHoxy-bg

arboxylic-acid
-propyl)-3-aza-
2nzyl)¥Eimide 1-
3-(tetrahydro-fy

OO . 2 U

bicyclo[3.1.0

ran-2-ylmeth

. LO

hex BRARTEEFRRZS THf 2=

Mettl-47 H-imidazBRAELTBEHEAMES 79

V1)-3-ggfyoromethyl-bénzyi)-amide

cyctof3:1:01h

Methyl-1 H-impidazole-4-carb
68 393.15

—trift oorome

)xyli%ggﬂd

x=-6=ytrmethyt}=(3

n O)%fr%ne %)éa)rboxy &Id {3-aza-

bicyclo]3.1.0lhex-8-yimethyl)-(2-fiucre-5-
rifluoromethyl-benzyl)-amide

69

383.15 304.4

Pyriding-2-carboxylc acid (3-aza-
bicycia{3.1.0lhex-8-yimethyi)-(3-luoro-5-
trifluoromethyl-benzyl}-amide

70

39711 368.37

Thiazole-4-carboxylic acid (3-aza-
bicyclof3.1.0hex-6-ylmethyi)-(2-
trifluoromethoxy-benzyl}-amide

71

381.11 382.36

Thiazole-4-carboxylic acid (3-aza-
bicycio[3.1 .Ofhex-G-yimethyl)-(2-
trifluoromethyl-benzyl)-amide

72

397.11% 398.38

Thiazole-4-carb6xy§ic acid (3-aza~
bicycio[3.1.0]hex-6-yImethyl)-{3-
trifluaromethoxy-benzyt)-amide

73

358.16 353.41

1-Methyl-1H-imidazole-4-carboxyiic acid
{3-aza-bicyclo]3.1.0Thex-6-yimethyl)-[2-(4-
chloro-phenyt)-ethyl}-amide

74

392.18 393.47

1-Methyl-1H-imidazole-4-carboxylic acid
{3-aza-bicycio{3.1.0lhex-6-yimethyl}-{2-(3-
trifivoromethyl-phenyi}-ethyll-amide




80 474.2 475.4 [3-(1 H-imidazol-2-ylmethyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3- t(fluoromethoxy-benzyl)-amide

1-Meth I 1 H-imidazole-4-carboxylic acid 81 464.24 465,
@W t yT butyl)-3-aza- bicyclo[341.0]hex-6-ylmethyl]-(

o

2006/000947
uorom

ethoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid 82 474.2
475.19 [3-(3H-imi d azol-4-ylmethvl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3- trifluoromethoxy-benzyl)-amide

1-Methyl-1 H-imidazole-4-carboxylic acid. 83 464.24 465.20
[31(3'%m%tbu‘w‘?m@@éar@iCyCIO[rg?f-sfﬁP@X-G-ylm ethyllUBac name
trifluoromethoxy-benzyl)-amide| Wa2@0671.06425 PCT/182006/000947
39 Example MW Calc Mass Spec WPAC Name -afa. (M )k -Methyls1
H-midazgle-4-carboxylig acid 84 48,26 479.¢8i13.1 onex-6-yimethyh)-(2.4-difuoro-
[3-4(2-ethyl-butyl)-3-aza-bicyclo[B.1.0]hex- benzyly-amide
6-ylmethyl]-(3-trifluoromethoxy-penzyl)- amide
1-Methyl-1H-imjdazole-4-carboxkylic acid 85 }47%54di8,¥kFondfdzole-4-carboxylic acid
(3{isoxazel-3-ylmethydsg-aza- bicyclagss 1.0]hep-RadmesBylpitdx-dnkhsoyl-f2-(3-
romethoxy-benzyl)-am ide 1-Methyl-1 H-imidazole-4neapexylignaciaid86
478.26 479 28 [3-(2-methyl-pentyl)-3-aza-
bigyclo[3.1.0]hex-6-ylmethyl]-(3- trifluorometho Me?% N2y 'damie(f carboxylic adid
1-Methyt4 H-im{dazoleseezarbokylicacid 87488571 leylots Shers-
[31(1-methyl-IH-pyrazol-4-ylmethyl-3-aza- bigy Iy'methy') (3-Afloromethoxy-benzyl)-
[3.1.0]hex-6-yimethyl[-(3- 'rrifllmmmpthnxy-hsnnﬂ/l\ _amide LRfSthyl-1 —
H-jmidazole-4-darboxylic acid $8 492.27 493. é&“é":y‘ ‘:d"::az"‘e"“ d‘;‘)fbs":’z"am'“'d
[34(2-ethyd-3-meathyl-bityd)-3-aza- biescie[3.1) O]heg%cyc%/[3 het! Pfgfl Kathyl] o
triflusromethoxy-benzyl)-amide -
1-Methyl-1H-imidazole-4-carboxylic acid
75 47892 479,95 [3-{-£§trahydro—furan«z—ylmethyl}-&aza-
bicyclo[3.1.Gihex-6-ylimethyl}-(3-
triflucromethoxy-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
' 13-(1H-imidazol-2-yimethyl)-3-aza-
80 474.2 4754 ,
bicycio[3.1.0lhex-B-ylmethyl]-(3-
trifluoromethoxy-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2-methyl-butyl}-3-aza-
8 464.24 465.20 bicyclof3.1.0thex-6-ylmethyl]-{3-
trifluioromethoxy-benzyh-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(3H-imidazol-4-yimeihyi}-3-aza-
82 474.2 475.19
bicyclo]3.1.0lhex-8-ylmethyl}-(3-
trifluoromethoxy-benzylt)}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
83 464.24 465.20 _ [3-(8-methyl-uty))-3-aze-
bicyclo[3.1.0hex-B-ylmethyl]-(3-
frifiuoromethoxy-benzyl}-amide




trifluo romethoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
89 490.26 491.28 (3-cyclohexylmethyl-3-aza-
RisYsieksiQlhex-6-yImethyl)-(3- trifluoromethoxy-benz)l)-geigg:nos 000947
1-Methyl-1 H-imidazole-4-carboxylie acid 90 487.22 488.25
[3-(1-methyl-IH-pyrrol-2-ylmethyl)-3-aza- bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoromethoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
91 478.26 479.27 [3-(3,3-dimethyl-butyl)-3-aza-

bicyeclo[3-1-0}hex-6-yhmethyl]-(3 *r'f's'sfnrome hexy-benzyh-aride
1-Metbgdnip!el imidazeteesearboxylic ac 92 498.22 4992 Name
[31(4-methyl-benzyl)-3-aza- bicy ¥ 313 % 6]Rex-6-yimethyl]-(3-
trifluoromethoxy-benzyl)-amide WO 2006/1(6424 P iEZE0BAT000% r 221
ExamplgMW Caic MaggesSpec [UPAf Name Brata vy derteipiypi 1 onex
Hiimidazole-4-qarboxylic acid 93 492.27 493.30methvll-@-tifluoromethoxy-benzyl)-
(3theptyl-3-azejbicyclo[3.1.0)héx-6- yimethyi)-(3-trifluoronftibxy-benzyl)-
aride 1-Methyl-1 H-imidazole-#-carboxylic acit“g%'488 i zg'8g-Frporylic acid
[3_(1_m%y|_ 1 H-imidﬁg%-Z-WmGth)ﬂT)g_%g {3-isoxazol-3-ylimethyl-3-aza-
aza-bicyclo[3.1,0]hex-6-ylmethyl]-(3 trifluoromethiRipitiehAy)-Emersy)-G-
1-Methyl-1 H-imidazole-4-carboxylic acid 9% 498 iPRuggtpgy-benzyl)-amide
[3t(2-methyl-benzyl)-3-aza bicyclo[3.1.0]h ex-6G-{/ktigthyififazole-4-carboxylic acid
trifluoromethoxy-benzyl)samide 1-Mgthyl-1 H-imidaz@tedréasrox§iieacid
96 500.24 501.26 (3-bicyclo[2.2.1]hept-5-en;2-ylrpiestn-Blnex-6-yimethyl-(3-
aza-bicyclo[3.1/0]hex-6-ylmethyl)-(3- trifluoro methiésejeberzyieamiteside
1-Methyl-1 H-imidazole-4-carboxylic acid 1-Methyl-1H-Imidazole-4-carhoxylic acid
13-{1-methyl-1H-pyrazol-4-ylmethyl}-3-aza-
87 488.21 489.24 )
bicycio[3.1.0lhex-6-yimethyl}-{3-
triflusrornethoxy-benzyl}-amide
t-Methyk-1H-imidazole-4-carboxylic acid
a8 40227 493.30 [3-(2-ethyl-3-methyl-butyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyl-{3~
triftuoromethoxy-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-cyciohexylmethyl-3~-aza-
89 490.26 49128 bicyclo]3.1.0]hex-6-yimethyl)-(3-
frifluoromethoxy-benzyll-amide
1-Methyl-1H-imidazole-4-carboxylic acid
% a87.20 16625 [3-{1-methyl-1H-pyrrol-2-yimsthyl)-3-aza-
bicyclo{3.1.0thex-6-yimethyl]-(3~
trifluoromethoxy-benzyl)-amide
f-Methyl-1H-imidazole-4-carboxylic acid
o1 47828 479,57 [3-(3,3-dimethyl-butyl}-3-aza-
bicyclo[3.1.0]hex-6-yImethyl-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-{(4-methyl-benzyl}-3-aza-
92 498.22 499.25

bicyclo[3.1.0ihex-G-yimethyl}-(3-
triflucromethoxy-benzyl}-amide




97 488.21 489.23 [3-(5-methyl-3H-imidazol-4-ylmethyl)-3-
aza-bicyclo[3.1.0]hex-6-yImethyl]-(3 trifluoromethoxy-benzyl)-amide
LMsihvlsdd-imidazole-4-carboxylic acid 98 512.24 513.24 1 1x2006/060947
(3-(2,4-dimethyl-benzyl)-3-aza bicy@lo[3.1.0]hex-6-ylmethyl]-(3-
trifluoromethoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
99 498.22 499.25 [3-(3-methyl-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3- trifluoromethoxy-benzyl)-amide

1- P/Infh\ll 1..H-imidazole-4 r\nrhnvulln acid ’I

050223 50325

[34(1, Mbﬁpﬁhyl
azp-bicyclo[3.1.

1H-pyraziel-4-y
b]hex 6-ylmeth

|metﬁ

%% ){\‘i

OO O UOTET

_ IUPAC Name
0 methoxy-benzyl)-amide

1-Methyl-1 H-im
[3-(4-cyapo-ben
trifluoromethoxy
Example MW C

idazole-4-carb¢

-benzyl)-amide
alc Mass Spec

zyl)-3gza bicy¢

xylic acid 10
l0[3 44:Qhex-
WO 2006/10
UPAC Nam

1 swgtfgl—gliﬂgq_zole-&carboxy!ig acid
5-yl rﬁ@m‘y‘-}i—e\g&biwc&o{&? Ohex-8-
b4 25 BEIABIOTERIDDSETAL
Data (M + 1)pmide

2-Methyl-3-(6-[
carbonyl);(3-trif|
amino]-methyl}-
1-Methyl-I H-im

uorometho)W-i
3-aza-bicyclo[3

dazole-4-carbokylic acid 10

enzyll o
1.0]hex-3 yl)-

1-methyl-1 H-imidazole-4- 102 58823 5pligde-4-carboxylic acid

f3-(1-methyi-1H-imidazol-2-yimethyl}-3-

profobiecialdd Grpiydspdyi-o-

3 498ipoRgeiipxy-benzy)-amide

(34phenethyl-3-
nzyl)- angide 1-
5083.25 [3-(2-eth
bigyclo[3.1.0]he

aza- bicyclo[3.1.

Methylz 1 H-imic
yl-3H-imidazol-

X-6-ylmethyl]-(3

D]hex-6 yime
az0 |g;4;carboxylic BoRIT04- 02 REeze-
4 - ylme"[hyl)-S aza-bicyclo]3.1.0)hex-6-yimethyl}-(3-

- trifl uoro methoxy«Besrrrmp)aricie))-amide

hy B0 et PoRy e

1-Methyl-1 H-in]

[34(4-eth é -benz
methyl]-(cy triflug

idazole-4-carbq

yl)-3- a J)Icyd
)romegtﬁ)oxy ber

zyl)-

xylic acid 905 HVRIRE BhBigle-4-carboxylic acid

p[3. jer]Qaex 6

-y[3-bicycio[2.2. 1ihept-5-en-2-yimethyi-3-
aza-bicycio[3.1.0lhex-B-yimethyl)-(3-
triffluoromethoxy-benzyl-amide

97

488.21

489.23

1-Methyi-1H-imidazole-4-carboxylic acid
[3-{5-methyl-3H-imidazol-4-yimethyl)-3-
aza-bicyclo[3.1.0]hex-6-yimethyl}-(3-
trifluoromeihoxy-benzyl}-amide

g8

512.24

513.24

1-Methyl-1H-imidazoie-4-carboxylic acid
[3-(2 4-dimethyl-benzyl)-3-aza-
bicyclo]3.1.0fhex-6-yimethyl}-{3-
trsﬂuommethoxy benzyh-amide

98

498.22

4889.25

1 Methyl 1H-imidazole-4-carboxylic acid
[3-(3-methwyl-benzyl}-3-aza-
bicyclo[3.1.0hex-6-yImethyl}-(3-
trifluoromethoxy-benzyi}-amide

160

502.23

503.25

1-Methyl-1H-imidazole-4-carboxylic acid
{3-(1,5-dimethyl-1H-pyrazol-4-yimethyl}-3-
aza-bicyclo[3.1.0lhex-6-yimethyl]-(3-
triftuoromethoxy-benzyl)-amide

161

500.2

510.21

1-Methyi-1H-imidazole-4-carboxylic acid
[3—(4-cyano«benz?l)-S-aza—
bicyclol3.1.Cihex-6-ylmethyl}-(3-
rifluoromethoxy-benzyi}-amide




amide 1-Methyl-1 H-imidazole-4-carboxylic acid 106 5012 502.21
[3-(6-0x0-1,6-dihydro-pyridin-2-ylmethyl)-3-
2EARIGHEIBL3- 1.0]hex-6-yImethyl]-(3 trifluorometh oxy-be pyhpassifiRes7
1-Methyl-1 H-imidazole-4-carboxylic acid 107 502.23 503.24
[3-(2,5-dimethyl-2H-pyrazol-3-ylmethyl)-3
aza-bicyclo[3.1.0]hex-6-ylmethyl]-(3- trif luoro methoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 108 512.24 513.25

[3-
6-yl
H-i

midazole-4-c

i

“hicveig

[2 1.0lhex

oy ot

metiath(@-trifluonamethoxy-|

arboxylic acid [

behr%?/ 2R Rhid

35 tyI-B-n

Le 1-Methyl{IPAC Name

nethyl-3H-imidazol-4 109

ol
uo
11
me

5.25 517.25 y
romethpxy-be
D 514.22 515

thyl]-(3- triflu

Imethyl)-3-aza-
nzyl )ssamide 1

22 [3-(4-metho

bromethoxy-be

picyclo[3.1.0]
“Metfykl H-
ky-benzyl)-3-
nzyl)-amide V

heRIB B TBv i imidazole-4-
MiGAPBTE: G- EBHTOTRRHRY R
\ANBIEREIGE3 O RIS 1 fihe-3-
VO 2008/ oesid ethyl ester

PQ

Data (M 1) 1-)

[3-

T/182006/00

2-ethyl-hexyl

D947 42 Exam
fethylL H-imid

ble MW Calc
azolqég.-zgarbo

-3-aza-bicyclo|3.1.0]hex-
6-ylmethyl]-(3trifluoromethoxy-henzyl)- amide 1-Methyl-1 amide

M BhHEt YRACHRhvrgic acid
Xylferererihy i3t 200628 5078
yimethy)-(3-triftucromethoxy-benzyl)-

H-
51
uo
11

midazole-4-c

arboxylic acid ||

6.25 517.25 yimethyl)-3-aza-

romethoxy-be
3518.21 519

nzyl)- amide 1
21 13-(5-metho

picygln[3.1.0]
Methyl-1 H-in

xymethyl-furaj

3-(1-ethyl-3-metkydil i yireraitédabdQlic acid

nek Bt inydpA@4trifiethyl)-3-aza-
nidazsiaiob-caisoiylicthdide-
N-2-yhifsathy$i@y-benzyl)-amide

az

h-bicyclo[3.1.

105

D]hex-6-yImethy

512.24

13-

513.25

1-Methyi-1H-imidazole-4-carboxylic acid

[3-{4-ethyl-benzyl}-3-aza-bicyclo[3.1.0lhex- |

G-yimethyil-(3-trifluoromethoxy-benzyl)-
amide

106

502.21

1-Methyl-1H-imidazole-4-carboxylic acid
[3-{8-ox0-1,8-dihydro-pyridin-2-yimethyi}-3-
aza-bicyclof3.1 .O]hex-ﬁ-yimethyl]-(s—
trifluoromethoxy-benzyl)-amide

107

502.23

503.24

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2,5-dimethy-2H-pyrazol-3-yimethyl)-3-
aza-bicyciof3.1.0lhex-6-yimethyll-{3-
triflucromethoxy-benzyl}-amide

108

512.24

513.25

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2-p-tolyl-ethyl)-3-aza-bicyclo[3.1.0thex-
B-yimethyll-(3-trifiuoromethoxy-benzyl}-
amide

108

516.25

517.25

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(2-ethyl-5-methyl-3H-imidazol-4-
vl methyl)-Swazanbiccho{S.1 Ofhex-8-
yimethyi}-{(3-trifluoromethoxy-benzyl)-
amide

110

514.22

515.22

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-methoxy-benzyl}-3-aza-
bicycio{3d.1.0lhex-6-yimethyl]-{3-
trifiuoromethoxy-benzyl}-amide




trifluoromethoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
114 512.24 513.24 [3-(3-phenyl-propyl)-3-aza- bicyclo [3.1.0]h
wx-fodieibyl]-(3- trifluoromethoxy-benzyl)-amide 1-Methyletas200s/000947
H-imidazole-4-carboxylic acid 115516.21 517.21
[3-(3-fluoro-4-methyl-benzyl)-3-aza- bicyclo [3.1.0]hex-6-ylmethyl]-(3-
trifluorometho)cy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
116 518.17 519.21 [3-(4-chloro-benzyl)-3-aza-

blC\lr\|Cr Nlhaoyv-6-vimathyvdl (2 frlﬂllr\rr\m O/ hon-l\ll\ omlr*lo

L\J .'l. UJ A4 yllll\.'l..l Iyl_l \ w‘é ]SJIIIULI U/\y MOT ll_y TCATTITONC
1-MetByhibpid- m[daz(ﬂlwﬂamrbc ic acid 34(1-ethyl-5-megdwyNdme

H-pyrazol-4- 117 516.25 517.26 yitiathyi)3-aza-bicyclo[3.1.0lhex-6

ylmethyl]-(3-trifljoromethoxy-be nzyI )- amide T-fEy{midazole-4-carboxylic acid
H-|midazele-4-chrboxylicacid 1118 520549 521 [F§-ethyl-hexyl)-3-aza-bicyclo[3.1.0lhex-
(31(2,5-difluoro-benzyl)-3-aza- hicyclo[3.1.0]heX-BRA PO PRS-
methoxy-benzyl)-amide 1-Methyl-1 H-imidazple-4-carboxyf&Egid

[34(4-chloro-I-methyl-1 H-pyrazol-3- 119 522 /18 KgtylyigH-imidazole-4-carboxylic acid
ylmethyl)-3-aza4bicyclo[3.1.0]hex-6 yl methyl]-(3-tiffcripdPrivthdg:t-tyreo4-
nzyl)- arhide WQ 20087486425 PCTIIB2006/0009a7PAS-E=RBitERE /ARex-6-
Calc Mass Sped IUPAC Name |[Data (M + 1)!1-M@egHyi-@-trifluoromethoxy-benzyl)-
H-Jmidazole-4-carboxylic acid [3-(2-chloro-pyridin-3-ylmeti##e3-aza- 120

519.16 520.17 hicyclo[3.1.0]hex-6-yImethyl]-(3 1-Methyl-1H-imidazole-4-carboxylic acid
triluoromethoxy-benzyl)-amide| 1-Mgihyl-1 H-ifhitiazblemetariyexyitreioin -
121 524.21 525|22 [3-(1 H-benzoimidazol-2-yimethkipias fihex-6-yimethyl-(3-
bid yclo[3.1.0]he (-6-ylmethyl]-(3 trifluoromethoxy-benzyl)-amide

1-Methyl-1H-imidazole-4-carboxyiic acid
{3-{3-phenyl-propyi}-3-aza-
bicyclo[3.1.0lhex-6-yimethyl]-(3-
triffuoromethoxy-benzyl}-amide

114 512.24 51324

1-Methyl-1H-imidazole-4-carboxylic acid
{3-(3-fluoro-4-methyl-benzyl)-3-aza-
bicycla[3.1.0lhex-8-yimethyl}-(3-
trifluoromethoxy-benzyl)-amide

115 516.21 517.21

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-chloro-benzyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyl}-(3-
trifiuoromethoxy-benzyll-amide

116 518.17 519.21

1-Methyl-1H-imidazele-4-carboxylic acid
[3-{1-ethyl-5-methyl-1H-pyrazol-4-
117 516.25 517.26 yimethyl)-3-aza-bicyclof3.1.0lhex-6-
yimethy{}-(3-trifiucromethoxy-benzyl)-
amide

1-Methyl-1H-imidazole-4-carboxylic acid
{3-(2,5-difluoro-benzyl)-3-aza-
bicyclof3.1.0]hex-6-yimethyl}-{3-
trifluoro meth.oxy-benzyl)-amide

118 520,19 521.18

1-Methyi-1H-imidazole-4-carboxylic acld
f3~(4~chioro~1-methyl-1H-pyrazol-3-
119 522.18 523.18 yimsthyi)-3-aza-bicyclo[3.1.0jhex-6-
ylimethyl}-(3-trifluoromethoxy-benzyl}-
amide




trifluoro methoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
122 520.19 521.19 [3-(3,5-difluoro-benzyl)-3-aza-

TR

,01hex-6-yimethyl]-(3- trifluoromethoxy-benzy!);amigSsqs/mo0947
-imidazole-4-carboxylig acid [3-(1H-indol-2-ylmethyl)-3-aza-

123 523,22 524.22 bicyclo[3.1.0lhex-6-ylmethyl]-(3 trifluoro
methoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid 124
525.12 526.13 [3-(2-chloro-thiazol-5-ylmethyl)-3-aza
bicyclo[3.1.0]hex-6-yimethyl]-(3- trifluoro methaxy-benzyl)-amide

1-IVIetE¥L-n’]mﬂ-im
[34(2,3-difluoro-L

dazglg-dsgarba
venzyl)-3-aza- L

xyMesa6#0P92% 520.19 520pk@ Name
iR 1 ] hex-6-ylmethyl]-(3- trifl uo

romethoxy-benz,
523.22 524.22 [}

H-imidazole-4-c

[3.1L.0]heX 6-yImethyl]:

y)-amide 1-Me
3-(1 I—|5 0l-5-y

f  trifl uo
arboxylic acid 1

thyl-1 H-imid

azofedyeHHoseriie-beitoyREod

met |%3-az - Eﬁ@%/mtgro-pyridin-a-yimethyl)-a-aza-

romethoxy-benzy|earriede Shdwetmptd -
127 520.3 521.30 tiflucromethoxy-benzyl)-amide

(3-trifltorometna
t(methyl-hexyl)-3
H-imidazble-4-c
[3-(2,4-difluore-L

Xy-benzyl)-[3-(]

B-aza-sch 1cIo[3.
arboxyﬁc‘ acid 1
yenzyl)-3-aza- b

28 5

,9,9

1-Methyl-1H-imidazole-4-carboxylic acid

1.0]hex-6- yimeathyH-gmithad=tcNethpjhyl-2-aze-
“19 52[1.20 bicycio[3.1.0lhex-6-yimethyll-(3-

icyclo[3.1.0]Hex-6-yhmnethytk{Bsetrfrrio

methoxy-benzyl
Example MW Cz
1-Methy®FH-imi
[3-(4-isopropyl-I

-amide WO 20

ale Mass Spec
Hazolé®4 arbo

enzyl)-3-aza- b

D6/106425 P
UPAC Name

C T80 6/000 44 4-datboxylic acid
Dataallds+diljora-benzyl)-3-aza-

ylicsﬁé'iﬁ 129 526126:02 1 Bex-6-yimethylj-{3-

icyclo[3.1.0]h

eXx-6 wHtmethyp@enzyl)-amide

triffuoromethioxy

123

Fbenzyt-amide

52322

I-Methyl-1T H

524.22

MRl e+nicadd oI 8 dcid
[3-(1H-indo)-2-yIimethyl}-3-aza-
bicyclo{3.1.0lhex-6-yimethyl]-(3-
triflucromethoxy-benzyl}-amide

124

52512

526.13

1-Methyl-1H-imidazole-4-carboxylic acid
[3~(2~chioro-thiazol-5-yimethyl}-3-aza-
bicyclo[3.1.0}hex-8-yimethyl]-{3-
trifluoromethoxy-benzyl}-amide

125

520.19

521.19

1-Methyi~iH-imidazole-4-carboxylic acid
[3-(2,3-difiuoro-benzyl}-3-aza-
bicyclof3.1.0thex-6-yimethyi]-(3-
trifleoromethoxy-benzyl}-amide

126

523.22

52422

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1H-indol-5-yImethyl}-3-aza-
bicyclo[3.1.0hex-B-yimethyli~3-
trifluoromethoxy-benzylj-amide

127

520.3

521.30

1-Methyl-1H-imidazole-4-carboxylic acid
{3-trifluoromethioxy-behzyl){3-(3,5,5-
trimethyl-hexyl)-3-aza-bicyclo[3.1.0]hex-6-

yimethyl]-amide '

128

520.19

521.20

1-Methyl-1H-imidazole-4-carboxylic acid
[3-{2 4-diflucro-benzyl}-3-aza-
bicyclo[3.1.0lhex-6-yImethyil-(3-
trifluoromethoxy-benzyl}-amide




130 5282 529.20 (3-benzo[1,3]dloxol-5-ylmethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-(3- trifluoromethoxy-benzyl)-amide

V%d\g&}g} A §-| -imidazole-4-carboxylic acid 131 550.23 55;&4}[320061090947

1-pyridin-2-y1.1 H-pyrrol-2-ylmgthyl)-3-

aza-bicyclo[3.1.0]hex-6-yImethyl]-(3 trifluoromethoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 132 534.22 535.23
(3-naphthalen-2-ylmethyl-3-aza bi cyclo[3.1.0]hex-6-yImethyl)-(3-

trlflllnmmprhnyv hpn7\/l\ amide_1-Methvl-1 H-imidazole-4- r‘nrhm(\/lm aci

133 H8wp29.
ex-6-ylmethyl)-

20 (arheoll, 3]

dloxof-i-yfme
3- trifluorometioReHERS V-

thyl-3- azaﬂbmmb@{;@el 0]h
amide 1-Methyl-1

[3-(1- p;g%mdlnJ
34aza-bicyclo[3.

Htimidazole-4-¢carboxylic acid
2-yl- 15 pyrrot-2-yimethyl)-

1.0]hex-6-yImethyl]-(3 triflug
1{Methyl-1 H-imidazole-4-carb

134 551.23 1

bxylic acid 1

52-ethyl-1H-imidazole-4-carboxylic acld
[3-{4-isopropyl-benzyl}-3-aza-

romeikrgirip-baexpybastidies-

B5 534igpomghpgdenzyl-amide

t

=

(3-naphthalen-{L-ylmethyl-3-az
fluoromethoxy-benzy])
186 530.25 531.26 {3-[3-(5-me
b cyclo[3.1.0]hlex-6-ylmethyl} -(

)z-amide

2 bicyclo[3.1.
> 1-Methyl-1
thyl-furan-2-
3- trifluo romg

D] heévetBiythirathagdle-(Ssarboxylic acid
H-ithiderp0l8iibcardoxiplic-aid
yI)-buttigh@3a Z8bex-6-yimethyl)-(3-
sthoxyritvermyl)oarhida!)-amide

D

[3-(6,6- methy

amide WO 200

ylmethyl)-3-aza-bicyc

1iMethyl-1 H-imidazole-4-carbi

I-bicy, (9% 1.1]h
0[3.1.0]h
6/106425 PCT/

ept-2:en-2-

oxylic acid

ex-6 ylmethy
B2006/0009+

1-Methyl-1H-imidazole-4-carboxylic acid
| 3B-8 28R D2BHRGrol-2-yImethyl)-3-
I]-(3utrifluckmetisejoy-berizg)-
17 AFfoxamiednaGaigde

ass Spec U

AC Name Dat

H-imida}ggle-4-carb0%<3yllc acid

4.22

A (M +1) 1-
(3-b5e3rg§g)thia

ethybthy-7H-midazoie-4-carboxylic acid

70l-2 ¢tmethyda2-amenyl-3-aza-
bicyclo]3.1.0Thex-G-yimethyl}-(3-
trifluoromethoxy-benzyl}-amide

133

528.2

528.20

1-Methyl-1H-imidazole-4-carboxylic acid
{3-benzol1,3idioxoi-4-yImethyl-3-aza-
bicyclof3.1.0]hex-6-ylmethyl)-(3-
triflucromethoxy-benzyl}-amide

134

551.23

552.24

1-Methyl-1H-imidazole-4-carboxylic acid
[3-{1-pyrimidin-2-yl-1H-pyrrot-2-yimethyl)-
3-aza-bicyclo[3.1.0lhex-6-vimsthyl}-(3-
triffuoromethoxy-benzyl}-amide

135

534.22

535.23

1-Methyi-1H-imidazole-4-carboxylic acid
{3-naphthalen-1-yimethyl-3-aza-
bicyclo[3.1.0}hex-6-ylmethyl)-{3-
trifluoromethoxy-benzyl)-amide

136

£30.25

531.26

1-Methyi-1H-imidazole-4-carboxylc acid

{3-[3-{5-methyl-furan-2-yl}-butyl]-3-aza-
bicyclof3.1.0thex-6-yimethyl}-(3-
trifiucromethoxy-benzyl)-amide

137

528.27

529.28

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(6,6-dimethyl-bicyclo[3.1.1fhept-2-en-2-
yimethyl)-3-aza-bicycloi3.1.0]hex-6-
yimethyl}-(3-friflucromethoxy-benzyf)-
amide




138 541.18 542.19 bicyclo[3.1.0]hex-6-ylmethyl)-(3 trifluorometh
oxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid 139 550.2

wobre g4 -difluoromethoxy-benzyl)-3-aza bicyclo

PCT/AB2006/000947

[3.1.0]hex-6-ylmethyl]-(3- trifluorom&thoxy-benzyl)-amide 1-Methyl-1

H-imidazole-4-carboxylic acid 140 552.2 553.22
(3-trifluoromethoxy-benzyl)-[3-(4- trifluoromethyl-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-amide 1-Methyl-1 H-imidazole-4-carboxylic

acid—141560.2

- = SRS A A iy =

ycladddbiddheX-6-yimethaid)- (31

flethyl-1 H-imidazole-4-carbo

bic
1-N

¥ass Spec
tritl uoro m ¢

>(\}?I%“’a(<9’fdh 114

EAa1. 26 (2 -hinhanv-4-vimathvl.2.a74
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thoxy-benznybeamicie:

? 568.19 569.22

(3-trifluoromethgxy-benzyl)-[3-(3

bicyclo[3,3s 0]hex-6-yImegthyl]-amide sl-Methy

d 143 526.26 527.26 [3-(3-p
L.0lhex-6-yImethyl]-(3- trifluot

aci
[3.

- t(fl uoromet

henyl-butyl)-3
omethoxy-b€

hd%%ﬂ%%dg&%{gﬁcarboxyﬁc acid
-1 HéRsaaere-avEenbiksArc
-azabi5 ekiA{bihex-6-yimethy-(3-
nzy|) “lsre@eteyeatyl-qmide

H-i
[3-
trif
14

midazole-4-carboxylic acid 14
6-phggpxy-pyridin-gzylmethy
uoromethoxytbenzyl)-amide
b 576.23 577,23 [3-(4-pheno

14 577.23 57

1-Methyl-1 H
y-benzyl)-3-

.

g

3 Jdlethyl-1H-imidazole-4-carboxylic agid

1)-3-aZas bicyclo[34- Orensptmenmpf-¢32-

imidailelad-shebbyyHedd

nza- triflucromethoxy-benzyl)-amide

bic
1-N
(3-
big

yclo[3.1.0]hex-6-ylmethyl]-(31
lethyl- L H-imjdazolg:4scarbo
trifluoromethgxy-benzyl)-[3-(2
yclo[3.1.0]hex-6-ylmethyl]-an

trifl uoro met

xylicsgﬁqgg 14
?- trifluo rom ¢
nide WO 200¢

hé»{ethd mZy)dsaviciecarboxylic acid

6 568 1Yu889eRpxy-benzyl)-13-(4-
pthoxyHBererialuBbenzs)-3-aza-

5/1 084 0E3.1.0lhex-6-yimethyll-amide

PC
D4

T/IB2006/000947 46 Exampg

ta (M4,1) 560.24

le MW Cale |

561.26

VidsgeBpec-IiRAE Mamelic acid

{3-biphenyl-d-yimethy|-3-ara-
bicyciof3.1.0lhex-B-yimethyl}-(3-
trifiucromethioxy-benzyl}-amide

142 588.1¢

569.22

1-Methyl-1H-imidazole-4-carboxylic acid
(3-trifluoromethoxy-benzyf}-[3-(3-
friflusromethoxy-henzyl)-3-aza-
bicyclof3.1.0thex-6-yImethyl]-amide

143 526.26

527.26

1-Methy-1H-imidazole-4-carboxylic acid
[3-(3-phenyl-butyl)-3-aza-
bicyclof3.1.0}hex-6-yimethyl}-(3~
trifhuoromethoxy-benzyl-amide

144 577.23

578.22

1-Methyi-1H-imidazole-4-carboxylic acid

[3-(6-phenoxy-pyridin-3-yimethyi}-3-aza-
bicyclo3.1.0]hex-6-yImethy{}-(3-
trifluoromethoxy-benzyl}-amide

145 576.23

577.23

1-Methyl-1H-imidazole-4-carboxylic acid
[3-(4-phenoxy-benzyl)-3-aza-
bicyclo[3.1.0fhex-6-vimethyl}-(3-
trifluoromethoxy-benzyl}-amide

146 588.19

5698.21

1-Methyl-1H-imidazole-4-carboxyiic acid
{3-triflucromethoxy-benzyl}-[3-{2-
trifiuoromethoxy-benzyi}-3-aza-
ticyclofd . 1.0jhex-6-yimethyll-amide




1-Methyl-1 H-imidazole-4-carboxylic acid [3-(4-fluoro-benzyl)-3-aza- 147
502.2 503.24 bicyclo[3.1.0]hex-6-ylmethyl]-(3 trifluo
@g Q&Mzbenzyl) -amide ‘1-Methyl-1 H-imidazole-4-carbgxylig.aidosos7
cyc opropylmethyl -3-aza 148 450.2 451.2
bicyclo[3.1.0]hex-6-ylmethyl)-(4-fluoro-3- trifl uoromethyl-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid (3-cyclopentylmethyl-3-aza- .
149 478.24 479.2 bicyclo[3.1.0]hex-6-ylmethyl)-(4-fluoro-3-
trifluoromethyl benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid——
flugrg- -g'lfluorormg\}l@éllgaenzylﬂﬂf:?‘-“‘(ﬁ@ef% 570.19 574@ac Name
Iuoromethoxy benzyl)-3-azal bdeifdM T3)1.0]hex-6-ylmethyl]-amide
|V|etny| “T H-imidazole-4-carbpxylic acid (4-fl1-Methyl-1H-imidazole-4-carboxylic acid
uoro-3-trifluoromethyl- benzyl) 3- (1-0%% 508.25 508-@-fluoro-benzyl)-3-aza-
hy droxﬂfgyciomxylmse%yl) 3-aga- blcyclo[3 1.0] heise®i§ b ehptyasiide-
1-Methyl-1 H-imidazole-4-carbbxylic acid 152 57 8iRBr&7ehdky-benzyl}-amide
(4rftuoro=3-triftuoroniethyl-benzyT)-[3-(4- 1-Methyl-1 H-imidazole-4-carboxylic acid
phenoxy-benzyl)-3-aza-bicyclof3.1.0]hex- 6-ylmethgi}yeirnidemethy!-3-aza-
Thiazoldt-carboxylic3edd (3-phenethyi-3- 1531608 7BO Smethyi)-@-fuoro-3-
aza-bicyclo[3.1]0]hex-6-yImethyl)-(3- trifluorg methoxydoethzyigrafinadéae
Thtazote=4=carjoxytic acid (3 tyciopropymefhyi@azabroyeiti 3 hiBlyecid
134 451.15 452.3 6-ylmethyl)-(3-trifluoromethoxy-henzybengimethg-3-aza- .
Thiazolé*-carhoxyli¢d&H (3- ¢yclopertyimethydydepzanbicysiosdyl-Oliver-3-
185 479.19 480.3 6-ylmethyl)-(B-trifluoromethoxy-beazyhprarmiceW/de
2006/166425-PCTHB2006/000947 47 T-Methyi-1 H-imidazole-4-carboxylic acid
{4-fluoro-3-triflucromethyt-benzyl-{3-(4-
trifluoromethoxy-benzyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyl]-amide
1-Methyi-1 H-imidazole-4-carboxylic acid
{4-fiuoro-3-riflucromethyt-benzyl)-[3-(1-
hydroxy-cyclohexyimethyl)-3-aza-
bicyclo[3.1.0hex-6-yimethyl}-amide
1-Methyl-1B-imidazole-4-carboxylic acid
{4-fuoro-3-trifluoromethyl-benzyl)-[3-(4-
phanoxy-benzyl)-3-aza-bicyclof3.1.0lhex-

150 570,19 571.2

151 508.25 509.2

152 578.23 579.2

8-yimethyl}-amide

Thiazole-4-carboxylic acid {3-phenethyi-3-
153 501.17 502.3 aza-bicyclo]3.1.0]hex-6-yimethyl)-(3-
trifluaromethoxy-benzyl)-amide

Thiazole-4-carboxylic acid {3~
cyclopropylimethyl-3-aza-bicyclo[3.1.0Thex-

154 451.15 4523 g-yimethyl)-(3-trifiucromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acld (3-
cyclopentylmethyl-3-aza-bicyclof3.1.0ihex-
155 479.19 480.3

6-yimethyl)-{3-trifluoromethoxy-benzyl)-
amide




Example MW Calc Mass Spec IUPAC Name Data (M + 1)
Thiazole-4-carboxylic acid [3-(4-chloro- 156 521.12 521.89
wene)r@-aza-bicyclo[3.1.01hex-6- ylm ethyl]-(3-trifluoronpetirmeogsbenmyt)-
amide Thiazole-4-carboxylic acid [B-(4-fluoro-
benzyl)-3-aza-bicyclo[3.1.0]hex-6- 157 505.14 506.3
ylmethyl]-(3-trifluoromethoxy-benzyl)- amide
1-Methyl-IH-imidazole-4-carboxylic acid (3-{[ethyl-(2-hyd

roxy-= -carhamoyl]~-158 52324 524-4
methyhadnaga-hicyclofBciiOlhex- ime [)-(3-trifluoroneoRyrzenzyl)-
amide _1-Methyl-I H-imidazole44-2 t?&)ﬁx@ﬁ}: acid 159 521.26 522 4
{3-[(sec-buty|-rr ethyl-carb amoy I)-methyl]- Thiazoleuti-carbox?/hc acld [3-(4-chloro-
3-pza-bigyclo[3 1.0]hggg;@-ylmethyl}5§$_8§riflu0rorri§fﬁ X '-Efétf‘fiﬁﬂ@é‘r?ﬂ&é'a'
1-Methyl-I H-imjdazole-4-carbdxylic acid {3{[(1YRitff-frifluoromethoxy-benzyl)-
Hipyrazol-3-ylcarbamoyl)- 160!531.22 531.8 methyl]-3-az&®#yclo]3.
1.0]hex-6 yImethyI}-(S-trifIuorornethoxy-benzyI)T'&%ﬁiﬁi)é‘c?ﬂ?\?lf;@'fh?‘[;‘2[?;‘](:4”;’“"
H-imidagzgle-4-qarboxylic,acid 161 1 492.4 benzyl)-3-aza-bicyclo[3.1.0Jhex-8-
(3-cycliﬁ%opylcarbar)r%%}(l;ﬁnethy -S-ﬁ'ﬁicyg o[ 3T B LIPSt e 3
trifluoromethoxy-benzyl)-amidd 1H-Imidazole-4-carboxyli¢Efd (3 162
434.19 435.1 cyclop ro pylmethyl-3-aza-bicycldfietjHexRidazole-4-carboxylic acid
6-ylmethyl)-(3-tfifluoromethoxytbenzyl)- amide fiidaberevetdrranvT
adid (3-#6%- 163 3805252381.1 bicycidf3.1.0]hex-Bejiiétghiqeos. 1.0hex-5-
trifluoromethoxy-benzyl)-amide 1-Methyl-1 H-inHesP8is-aEamssooneeasd-
164 505.23 506.41 {3-[(cycloprppylmethyl-cdrbamoyl)-methiije
3-pza-bicyclo[3]1.0]hex-6-yImethyl}-(3 1-Methyl-tH-imidazole-4-carboxylic acid
{3-[{sec-butyl-methyl-carbamoyl)-methyl}-
159 52126 5224 3-aza-hicyclof3.t.0lhex-6-ylmethyl}-(3-
trifilucromethoxy-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[{1-methyl-1H-pyrazol-3-ylcarbamayl)-
160 531.22 531.8 methyl]-3-aza-bicycle[3.1.0lhex-6-
yimethyl}-(3-trifluoromethoxy-benzyl}
amide
1-Methyl-1H-Imidazole-4-carboxylic acid
{3-cyclopropylcarbamoylmethyk-3-aza-
161 491.21 4024 bicyclo[3.1.0]hex-6-yimethyi)-(3-
trifiucromethoxy-benzyt)-amide
1H-Imidazole-4-carboxylic acid {3-
cyclopropylmethyi-3-aza-bicyclo{3.1.0}hex-
162 43419 4334 B-yimethyl)-(3-triflucromethoxy-benzyl)-
amide
1H-tmidazote-4-carboxylic acid (3-aza-
163 380.15 381.1 bicyclo[3.1.0Jhex-B-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-{{cyclopropyimethyl-carbameyl)-methyl}-
164 505.23 506.41

3-aza-bicyciof3.1.0lhex-6-ylmethyi}-(3-
trifluoromethaxy-benzyl}-amide




trifluo romethoxy-benzyl)-amide WO 2006/106425 PCT/1IS2006/000947
48 Example MW Calc Mass Spec IUPAC Name Data (M + 1)
woMteihybdddsimidazole-4-carboxylic acid 165 507.25 508.421/182006/000947
[3-(tert-butylcarbamoyl-methyl)-3-d#a- bicyclo[3.1.0]hex-6-yImethyl]-(3-
trifluoro methoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
166 505.23 506.41 (3-cyclobutylcarbamoylmethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-(3- trifluoromethoxy-benzyl)-amide

1-
3

=

idazalo_4

carba

Al

Z LCNAO 292 C10..4

Aathy]-1
LAA "] |]| = =

aza-bicyclo[3.1.

1-
{3

[(2 Exmtiptexy-4

D]hex-6-,ylmet

TOUAZOTC ™ CUI U\

pthy liggfisamoy |
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vrIBa(tf rlfru%r'c

33N dio-a 1(“
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IUPAC Name
methoxv-benzyl)-amide

methyl]-3-aza-b

an

3

trif

Methyl-1 H-im
[(2-mgghoxy-]

nide 1-Methyl

idazole-4-carbc
L-metkyd-gthylcarbassayd) 16
cyclo[3.1.0]hex
1 H-imidazole-

xylic acid

-6- ylmethyl}

1-Methyl-1 H-imidaZole-4-carboxylic acid

3 5@éi_eéfzp%&{Woyi»methyi)-&az&
(3-triffGE St Ry BEN -
1-carboxylic acid TEY°BTERoR IG5

luoro pethox

170 509.22 510

3.

H-

(3;

ro

51

az

cyclopentylca

1.0]hex-6-yIm

irbamoylmethyl
y-benzydlamide
4 {3-[(2-hydrox
ethyl)-(3 trifluot

1-Mgih-1 H
y-propylcarba
0 methoxy-bg

3-aza- bicyclo[3 eI RERBRA R pRYAE 20k
-imigree R R Y R

lmoyf)“-’?"ﬁié{ﬁwwbg‘?ﬁgﬁ'g%ﬁylb§~0|o
pnzy| A RIS PP RET AT Ce

midazole-4-c

methoxy-ben
7.2 518.38 {3

phenylcarbar]

arboxylic acid

noylmgithyl-3-az
zyl)-amide 1-M
H (1 H-imidazol-

171 527.21 5]

a bigyglp[3.1
ethyl-1 H-imig
2-yicarbamoy

D g 1d¢gethyl-1 H-imidazole-4-carboxyiic acid

OBy EHY >

laz e e IRAE Jerimire-

1)-metifyijergethoxy-benzyi)-amide

a-bicyclo[3.1.

168

523.24

D]hex-6-ylmethy

[}-(3- trifl uor

524.42

X R e e e T

{3-[(2-methoxy-1-methyl-ethylcarbamoyl)-
methyl]-3-aza-bicyclo]3.1.0ihex-6-
yimethyi}-(3-triflucromethoxy-benzyl)-
amide

169

518.25

520.42

1-Methyl-1H-imidazole-4-carboxylic acid
{3-cyciopentylcarbamoylmethyl-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-propyicarbamoyl)-methyi}-3~
aza-bicyclo[3.1.0hex-8-yimethyl}-(3-
trifluoromethoxy-benzyh)-amide

171

627.21

528.38

1-Methyl-1H-imidazole-4-carboxylic acid
{3-phenylcarbamoyimethyl-3-aza-
bicyclo[3.1.0Thex-6-yimethyl)-(3-
triflucromethoxy-benzyl}-amide

172

517.2

518.38

1-Methyi-1H-imidazole-4-carboxylic acki
{3-[{1H-imidazol-2-yicarbamoyl)-methyl]-3-
aza-bicyclof3.1.0hex-6-yimethyl}-{3-
trifluoromethoxy-benzyl}-amide

173

453.23 -

494.41

1-Methyl-1H-imidazole-4-carboxylic acid

.. [3-(isopropylcarbamoyl-methyl}-3-aza-
bicycio[3.1.0lhex-6-yimethyl}-(3-
trifluoromethoxy-benzyi)-amide




1-Methyl-1 H-imidazole-4-carboxylic acid 173 493.23 494.41
[3-(isopropylcarbamoyl-methyl)-3-aza- bicyclo[3.1.0]hex-6-yImethyl]-(3-
&gl&lﬁgﬂm@{poxy-benzyl)-amide WO 2006/106425 PCT/182Q06/0009¢/ -
49 Example MW Calc Mass Spec 4JPAC Name Data (M + 1)
1-Methyl-1H-imidazole-4-carboxylic acid {3-[(2,2-di
methyl-propylcarbamoyl)- 174 521.26 522.44
methyl]-3-aza-bicyclo[3.1.0]hex-6 ylmethyl}-(3-trifluoromethoxy-benzyl)-
amide__1-Methyl-1H-imidazole-4-carboxylic acid 175 528 21.529.38

[3-
trif

pyHdigidayIcarbam@ydaethyl
uoromethoxytbenzyl)-amide

31355585y d10[3. 1.0l hawstuyliaaiby - (3-
1 5@ 1) Hlimidazole-4-carboxylic acid

(3[methyl-(3-m
carbamoyl]-methyl}-3-aza bicyc
uoronidthoxytbenzsd)-<gmide
1-dimethyl- 17]

trif

{34 (2-hydroxy-1

ethyl-pyridin-2-

0[3.1.0]hex-6
1-MeegHyl-1 H
[ 523.24 524.

yImethyl)- 176 57¢96 Biimidepole-4-carboxylic acid

-y InffeitB{inigihyl-propylearbamoyl}- -
-imitietirsié-agacipeiRyifthercid

42 yimethyl}-(3-trifluoromethexy-benzyl)-

ethylcarbamoyl)tmethyl]-3-aza-|bicyclo [3.1.0]hex-6-ylmeths/ce3-
triffioromethoxytbenzyl)-amide |1-Methyl-1 Htintidetindlieldriczriraisdieratided
178 528.;1 529,38 [3%(213%%idin-2-ylc%r£§gmyl MdsHyilid@-aresrbamoyimethyl)-3-aza-
bicyclo[é.f.O]he -6-ylmethyl]-(3} trifluoro methoxyHvessA)c@emieimethyli-(3-
1-Methyl-1 H-imjdazole-4-carbgxylic acid trifluoromethoxy-benzyl)-amide
{34[(2-methyl-ZH-pyrazol-3-ylcafbamoyp- 179 56efia- B3hidGole-4-carboxylic acid
methyl]-3-aza-bicyclo[3.1.0]hex{6 yimethyl}-(B-tsifluargmethioikyrsirrzyhstay)-
amide h#slethyl-1 H-ismiglazoler4-carbaxylic acid 188r538y19834B6e-
{34[(2,2,2-trifluono-ethylcarbamayl)-methyl]- bieyclo[3.1.0Jhex-6-ylmethyl}-(3-
triflucromethoxy-benzyl}-amide
1-Methyil-1H-imidazole-4-carboxylic acid
{3-{(2-hydroxy-1,1-dimethy}-

177 523.24 52442 ethylcarbamoyl}-methyl}-3-aza-
bicyclo[3.1.0lhex-8-yimethyi}-(3-
trifluoromethoxy-benzyl}-amide

1-Methyl-1H-Imidazole-4-carboxylic acid

173 528.24 596 38 {3~(p¥ridin-2-y]ca:bamoylmethyi)—S—aza—
bicyclof3.1.0thex-6-yimethyl}-(3-
{rifluoromethoxy-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-
yimethyl}-{3-triffucromethoxy-benzyl}-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
180 533.19 534.36 {3—{(2,2,2-‘tnﬂuof0~ethyicarbamoyi)—methy!]-
3-aza-bicyclo[3.1.0]hex-6-yimethyl}-{3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid

481 531.21 53248 (3-{[(furan-2-ylmethyl}-carbamoyi}-methyl}-

3-aza-bicyclo[3.1.0Jhex-8-yimethyl)-(3-
triflucromethoxy-benzyl)-amide




3-aza-bicyclo[3.1. O]hex-6-ylmethyl}-(3- trifluoromethoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 181 531.21 532.38

W WfaRe4 yimethyl)-carbamoyl}-methyl}- PCT/IB2006/000947
3-aza-bicyclo[3.1.0]hex-6-yImethyke(3 trifluoromethoxy-benzyl)-amide WO
2006/106425 PCTIIB2006/000947 50 Mass Spec Example MW Calc Data
(M + 1) IUFRC Name 1-Methyl-1 H-imidazole-4-carboxylic acid Fl 479.21
480.4 (3-dimethylcarbamoylmethyl-3-aza-

b|Qy-d-O-[31—l-ro}h€y -B- \Ilmnfh\l|\ (’2 frlflllnrnma bnvu hon-)ul\gmmlo

1-M@l;a;{;lnﬂié-l-lrn|dalmﬂ)eeémcarbox[}/fJ %p (3-[(2- methwumﬂcd‘:-[ia?gd,]triazol-s-
183 532.22 5338.39 ylcarbamaoyl) fﬁ\/l A'5-aza

bicyclo[3.1.0]hex-6-yImethyl)-(3- trifluoromethdMptEHEGHgAfdgarboxyiic add
1{Methyjs1 H-imid azgder4-carboxylig acid 1,94 B3 BEAMpymetin-3-aza-
(3-cyclohexylcarbamoylmethyl}3-aza- bicyclo[3. 1701 REX-BegF Fristrg-(s-
trifluo rometh oxy-benzyl)-amide 1-Methyl-1] H-imf#szenshpaepyienk'acid .

185 505.23 506.41 {3-(2-ox0-2-pyrrolidin-1 Jyl ety Baxsedsdyrerppgiic acc
tQ]hex-6-yImethyl]-(3- trifluoromethoxy-benzyl)-ar@ilensthyi-1#-i1,2 Altriazol-3-
1{Methy#3H-im{dazof2tarboxylictdeld 186 519.2552nspnethyl]-3-aza-
{3-[2-(2-methyltpyrrolidin-1-yl)-2-oxo- ethyl]{3-az&selflghex-8-yimethyl-(@-
3{1.0]hex-6-yImethyl) (3-trifluofomethoxy-benzyl)dsieastrpesizyj-gmide

Htimidazole-4-¢arboxylic acid {187 519.25 52048431 (Pirsago2-piperiinatd
-yl-ethy));3-azal bicyclo[3.1. O]htE‘X-G%mgthy|]-(33"Hﬁiﬂ°heXY'Carbamoylmethyl-awazw
uoromethoxy benzyl)-amide 1-Methyl-1 H-imidagiete-Bd-celrbokymetadit-
{3-[(cyclopropy|methyl-methyl-carbamoyl) 188 5197g8cH0e4sbenzyl)-amide

methyl]-3-aza- tPicyclofB .1.0]hex-6- 1-Methyl-1H-imidazole-4-carboxylic acid

{3-(2-ox0-2-pyrrclidin-{-ylethyl}-3-aza-
bicyclo[3.1.0ihex-6-yimethyl]-{3-
trifftuoromethoxy-benzyl}-amide

185 505.23 506,41

1-Methyl-1H-imidazole-4-carboxylic acid
{3-{2-(2-methyi-pyrrofidin-1-yi)-2-oxo-
ethyl}-3-aza-bicyclof3.1.0thex-8-yirmethyl}-
(3-trifluoromethoxy-benzyl)-amide

188 518.25 520,42

1-Methyl-1TH-imidazole-4-carboxylic acid
[3-{2-0x0-2-piperidin-1-yl-gthyl}-3-aza-
hicyclof3.1.0lhex-6-vimethyl]-(3-
trifluoromethoxy-benzyl}-amide

187 518.25 520.43

1-Methyl-1H-imidazole-4-carboxylic acid
{34{{cyclopropylmethyl-methyl-carbamoyl}-
488 519.25 520.42 methyll-3-aza-bicyclo{3.1.0thex-6-
yimethyl}-(3-triflucromethoxy-benzyl)-
.. amide

1-Methyl-1H-imidazole-4-carboxylic acid
[3~{Z-morphofin-4-yi-2-oxo-ethyl}-3-aza-

521.22 522.4
189 bicyclo]3.1.0fhex-G-yimethyll-(3-
trifluoromethoxy-benzyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
3-[2-(3-hydroxy-pyrrolidin-1-yi}-2-oxo-
190 521.22 522.4 {3-{2-(3-hydroxy-py &

athyl}-3-aza-bicyclo]3.1.0lhex-6-yimethyl}-
{3-triflupromethoxy-benzyl}-amide




ylmethyl}-(3-trifluoromethoxy-benzyl )- amide 1-Methyl-1
H-imidazole-4-carboxylic acid 189 521.22 522.4
Wa-taseneephaolin-4-yl-2-oxo-ethyl)-3-aza- bicyclo[3.1.0]hexe61yimethyihda-
trifluo romethoxy-benzyl)-amide 18ethyl-IH-imidazole-4-carboxylic add
190 521.22 522.4 {3-[2-(3-hydroxy-pyrrolidin-I-yl)-2-oxo-
ethyl]-3-aza-bicyclo[3.1.0]hex-6-ylmethyl} (3-trifluoro
methoxy-benzyl)-amide WO 2006/106425 PCT/1B2006/000947 51 Mass

Spe@ Evamnln ML CaleNDAata
\ulllr.’l\l vivv AT DT
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larmae 1. MNMathyv g
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H:imigazaie-4-carbewylitziacid 191 5 1 522.4 JUPAC Name
{3:[2-(3-hydroxy-pyrrolidin-1-yl i)ox et vl]-3-aza-bicyclo[3.1.0]hex-6-yl
methyl} (3-triflubro methoxy-benzyl)-amide [L-RAEHRY§-midéizole-4-Carboxylic Zold
Hiimidaggle-4-¢arboxylis,acid 1192 5l 22 522 Fri2-(S-hydroxy-pyrmolidinn-1-yl)-2-0x0-
{3'[2'(3'hydrOX /'pyrrO"din-l-yl] -2-0X0 ethyl}-3-aza-bicyclo[3.1.0]hex-8-yimethyl}-
ethyl]-3-aza-bidyclo[3.1.0]hex-6-yimethyl}- (3-triflucromethoxy-benzyl)-amide
(3ttrifluoromethoxy-benzyl)-amide 1-Methyl}1 HY itk iz - ArHE%y it
adid 193,521.26 522 44 £3-[(ethyl-isgpropyl-carBaopyshetypis vi-2oxo-
aza-bicyclo[3.1{0]hex-6-ylmethyl}-(3- trifluorprihtzsrBeliefy-aifide et
1-Methyl-1 H-imidazole-4carboxylic acid (3-trifiuoromethoxy-benzyl)-amide
{3-[(carbamoylmethyl-methyl-carbamoyl)- 194 5¥ghpa tipgigrole-4-carboxyiic acid
megthyl]-3;aza-Bicyclof3.J,0lhex-6 yimethyl}-(3&riftdrenierersrpetRay-
amide 1-Methyl-1 H-imidazoler4-carboxylic faci@?195/ 833! 2638z aghy -
{3-[2-(3-methylipipeddin-1-yl)-2-oxo-ethyll- trifluoromethoxy-benzyl)-amide
34aza-bicyclo[3.1.0]hex-6-yImethyl}-(3- trifluprd -Hréttdstyriserrieyl)apaide acid
1{Methyl-1 H-imidazole-4-carboxylic acid 196(5831ze§Buaumethyl-carbamoyt)-
{3-[2-(41etethylipiperfdiizd -yi)-2-oxoSetyl]- methyl]-3-aza-bicyclo[3.1.0Thex-6-
3-aza-bicyclo[31.0]hex-6-ylmethyl}-(3 ylmethyl}-{3-rifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
195 £33.26 554,44 {3-[2—(3-m.ethyl—plpendm-‘! ~yh-2-oxc-ethyil-
3-aza-bicyclo[3.1.0lhex-6-yimethyi}+(3«
trifluoromethoxy-benzyi}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
{3-[2-{4-methyl-piperidin-1-yi}-2-oxo-sthyl}-
196 593.20 53444 3-aza-bicycio[3.1.0]hex-6-yimethyi}-(3-
trifluoromethoxy-benzyl)-amide
1-Mathyl-1H-imidazole-4-carboxylic acid
£3-(2-ox0-2-thiazolidin-3-yl-ethyl})-3-aza-
197 52319 524.36 bicyclo[3.1.0Thex-8-yimethyl}-{3-
triﬂuoromethoxyubénzyl)-amide
1-Mathyl-1M-imidazole-4-carboxylic acid
{3-[2-(3-hydroxymethyl-pyrrolidin-1-yl}-2-
198 535.24 536,41 oxo-ethyi-3-aza-bicycio[3.1.0}hex-6-
yimethyl}-{3-trifiucromethoxy-benzyl)-
amide
j-Methyl-1H-imidazole-4-carboxylic acid
{3-[2-{2-hydroxymethyl-pyrrolidin-1-yl}-2-
199 535.24 536.42 oxo-ethyl}-3-aza-bicyclo{3.1.0Jhex-6-

yimethyl}-(3-riflucromethoxy-benzyl})-
amide




trifluoro methoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
523.19 524.36 [3-(2-0x0-2-thiazolidin-3-yl-ethyl)-3-aza 197
WisYeiedsk0]hex-6-ylmethyl]-(3- trifluo ro methoxy-be nzybe-aakide 00947
1-Methyl-1 H-imidazole-4-carboxyke acid {3-[2-(3-hydroxymethyl-pyrrolidi
n-1-yl)-2 198 535.24 536.41 oxo-ethyl]-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl}-(3-trifluorometho)(y-benzyl)- amide 1-Methyl-1
H-imidazole-4-carboxylic acid {3-[2-(2-hydroxymethyl-pyrrolidin-1-yl)-2-

535.24.536-42-0X%0 nfh\/l'l 3

279 hlr\\lr\lnf"

198

OO OO U

yImetmﬂ}rﬁ&érlﬂuorommbmy benz
PCT/IB2006/000947 52 Mass $

)

1.0lhex-6

pig‘i‘f a |de WO 2006/ 10642 Kame

MW Calc IUPAC Name

Data (M + 1) 1-N

{34[2-(3-byydroxyt

ethyl]-3-aza-bicy

fethyl-1 H-imidg

piperiginz1-y1)
clo[3.1.0]hex-6
(34trifluoromethaxy-benzyl)-ami

2-0%95.41
rylmethyl)

hzole-4- carbox AiKe{uid " IUtrB s 236 2

{3-[2-(3-hydroxy-piperidin-1-yi}-2-0xo-
ethyl]-3-aza-bicyclo[3.1.0hex-6-vimethyl}-

de 1-Methyl-[L H-infitfazenstredepniyliee

acid 201 537.2
aza-bicyg)p[3.1.
1-Methyl-1 H-im
{34[2-(2,6-dimet

537.91 [3-(2-0x
D]hex-geyjmethy
idazole-4-carba
yl-morpholin-4

0-2-thiomorph

xylic acid 202
yl)-2-0xo-

thMﬁﬁlgHiéﬁﬁn%zge—zl-carboxyiic acid

I]-(3Lrifluo romBtirexyseirmyPrainmaistov)-3-

548920055113, OBhex-8-yimethyl]-(3-

trifluoromethoxy-benzyt}-amide

ethyl]-3-aza-bicyclo[3.1.0]hex-6
Xy-benzyl)-ami
-th io phen-2-yl
nyl]-3-aza b icyq

(31trifluoggmeth
acad {3-[(methy

caybamoyl)-met

-yimethyi}-

tlo[3.1.0]hex-

1-Methyl-1H-imidazole-4-carboxylic acid

de i-Methyl-1|H3 R azolehg-varhoiho-2-oxo-
methyl- 203 56&21864aBicyclof3.1.0Jhex-6-yimethyi}-
6-yIrfietfydloBtherifbenzyl)-amide

uaromethoxy-be

203

nzyl)-amide 1-

561.2

Methyl-1 H-im

561.9

idaizohe-1 daideoiertcaacidic acid
{3-[(methyl-thiophen-2-yimethy!-
carbamoyl}-methyl}-3-aza-
bicyclo]3.1.Clhex-6~yimethyl}-{3-
trifluoromethoxy-benzyl}-amide

204

545.22

545.94

1-Methyl-1H-imidazole-4-carboxylic acid
{3-{(furan-2-yImethyl-methyl-carbamoyi}-
methyl}-3-aza-bicyclof3.1.0lhex-6-
Vimethyl}-(3-triflucromethoxy-benzyl)-
amide

205

555.25

555.98

1-Mathyl-1H-imidazole-4-carboxylic acid
{3-[{benzyl-methyl-carbamovi}-methyl]-3-
aza-bicyclo[3.1,0lhex-6-vimethyl}-{3-
trifiuoromethoxy-benzyll-amide

206

563.23

5563.83

1-Methyi-1H-imidazole-4-carboxylic acid
{3-{2-(1,3-dihydro-isoindol-2-yt)-2-oxo-
ethyl]-3-aza-bicyclof3.1.0}hex-8-ylmethyi}-
(3-trifluoromethoxy-benzyl)-amide

207

541.21

541.91

1-Methyi-1H-imidazole-4-carboxylic acid
{3-[2-(3 4-difluoro-pyrrolidin-t-yl}-2-oxo-
ethyl]-3-aza-bicyclo[3.1.0lhex-8-yimethyl}-
{3-triflucromethoxy-benzyl}-amide

208

547.2

547.89

A-Methyl-tH-imidazole-4-carboxylic acid
{3-{[methyl-(2,2 2-trifluoro-ethyl)-
carbamoyi]-methyl}-3-azz-
bicyclof3.1.Clhex-8-yimethyl)-{3-
trifluoromethoxy-benzyl)-amide




{3-[(furan-2-yImethyl-methyl-ca rbamoyl) 204 545.22 545.94

methyl] -3-aza-bicyclo[3. 1.0lhex-6- ylmethyl}-(3-trifluo romethoxy-benzyl)-
 LsMathyl-1 H-imidazole-4-carboxylic acid 205 555528 858980947

{3-[(benzyl-methyl-carbamoyl)-methyl]-3-

aza-bicyclo[3.1.0]hex-6-ylmethyl}-(3 trifluo romethoxy-benzyl)-amide

1-Methyl-1 H-imidazole-4-carboxylic acid 206 553.23 553.93

{3-[2-(1,3-dihydro-isoindol-2-yl)-2-oxo ethyl]-3-aza-bicyclo[3.1.0]hex-6-yl

'\mmm‘hm(\/ bhenzvD)-amide 1- I\/Ip'rh\/l 1 H-im

m 'rhyl}- (Q-friflll
iddzolexdngasboxylic maida07 541 0T 5301 [3-[2-(3,4-0ifbAC Name
uofo-pyrrolidin-1-yl)-2-oxo- ethyl]-32%A¥-5iBydio[3.1.0]hex-6-yimethyl}-
(34trifluoromethaxy-benzyl)-amige 1-Methyl-1 H-ifeidaizoleiddzgeaftsaswytitc acid
acid (3-{[methyl-(2,2,2-trifluoro4ethyl)- 208 547.2 547G -thiophen-3-yimethyl-
carbamdyf-methyl}-3-&2& bicyclo[3.180} hex-6-ylmetagha@h-methyl}-3-aza-
trifluoromethoxyrbenzyl)-amide WO 2006/106425HRERIEBEROG/0GHSEE-
53|Example MW Calc Mass Spec IUPAC Name Déitarivtthodjbiaiviedigh 1
H-midazole-4-carboxylic acid {3-[(methyl-thiopHéathdyhmgthyb-2260 5G4 22id
56:1.91 catbamayl)-m %l] -3-aza bigys Ag [3.1. Giext-G-pHienetiiydda{@noyi)-methyll-
tri%oromethoxy-benzy -amide;| 1- Methyl 1 H-irdidazote-i-tahbokyheaoid-
210 569.26 569|99 {3-[(methyl-phenethyl-cafbamayermetihgl-benzyi)-amide
3-aza-bicyclo[3.[L.0]hex-6-yImethyl}-(3- trifluoromethoxy-beaoyy-eabigc acid
1-Methyl-1 H-imidazole-4-carbgxylic acid (3-{{[methiypkéby-(1-pyridin-4-yl-sthyl)-
-pyridin-zyl-ethyl)- 2310570.26 570.9%5.@arbamoyl]-methy}3aza-bieyclo
[3:1.0] hex-6-ylmethyl)-(3- bicyciof3.1.0]hex-B-yimethyl)-(3-
trifluoromethaxy-benzyl}-amide
f-Methyl-1H-imidazole-4-carboxylic acid
242 581.96 562.01 {3-[2-ox0-2-{3-phenyl-pyrrolidin-1-yi}-
ethyi]-3-aza-bicyclo{3.1.0fhex-6-yimethyi)-
(3-trifluoromethoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid
(3-{[{2-methanesulfonyl-ethyl}-methyl-
213 571.21 571.92 carbamoyl]-methyl}-3-aza-
bicyclof3.1.0thex-6-yimethyl)-(3-
trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
014 582.26 58290 © {3-[2-ox0-2-{2-pyridin-4-yl-pyrrolidin-1-yl)-
ethyll-3-aza-bicyclo[3.1.0thex-6-yvimethyl}-
{3-trifluoromethoxy-benzyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
245 542,23 543.0 {(4-fluoro-3-trifluoromethyl-benzyl}-[3-(2-
hydroxy-indan-2-yimethyl)-3-aza-
hicyclo[3.1.Cthex-G-yimethyli-amide
f-Methyi-1 H-im%dazole-4-carboxylic acid
218 576,93 550.0 {(d-fluoro-3-triflucromethyl-benzyl)-{3-(6-
phenaxy-pyridin-3-ylmethyi}-3-aza-
bicyclo[3.1.0thex-6-yimethyll-amide
Thiazole-4-carboxylic acid [3-{3-methyl-
917 50117 502,12 benzyl}-3-aza-bicyclo[3.1.0lhex-6-
yimethyl[-(3-triflucromethoxy-benzyl)-
amide




trifl uoro methoxy-benzyl)-amide 1-Methyl-1 H-imidazole-4-carboxylic acid
212 581.26 582.01 {3-[2-0x0-2-(3-phenyl-pyrrolidin-1-yl)-

withyll3vaga-bicycto[3.1.0]hex-6-ylmethyl} (3-trifluo

PCT/IB2066/000947

romethoxy-benzyl)-amide 1-Methyk1 H-imidazole-4-carboxylic acid
(3-{[(2-methanesulfonyl-ethyl)-methyl- 213 571.21 571.92
carbamoyl]-methyl}-3-aza bicyclo[3.1.0]hex-6-ylmethyl)-(3- trifl
uoromethoxy-benzyl)-amide 1- Methyl -1 H- imidazole-4-carboxy|ic acid

[—x s -SaS s asy

e yI}sQaawblc
rodmethoxy-ben

T~

ycIo[@MC@]hex 6
zyl)-amide 1-M

2Ryt 'S’;!;é o5

D %me&ﬂ'xq |

=thv

Fpyrroticin=1=yt)=
(8-trifluo IWPAC Name
azole-4-carboxvlic_acid.. 21

542.23 543.2 (4
ndan-2-ylmethy

Hiimidazole-4-¢
(4

I-fluoro-3-trifluo

1)-3-azga-bicycl
arboxylic acid

fluoro-3-tdfluoromethyl-benz

[3.1:8]bex-6

yD)-[3-(6- ph

{0 methyl -ber

216 579.23 580

15
-carbgx Isc acxd {3-(2-Mlioro-
lzyjj §2 Ch B0
-aza-hicyctol! x6-
ylmg amla g M b%zy%
2NoXy-pyridi

amide

n-{3-ylmethyl)-3:

aza b icyclo[3.1

.0]hex-6-yIm

%’nethy -(3-trifluoromethoxy-
etﬁm}oﬁﬁh d é)oxyflc acid [3-(4-methoxy-

Thiazolg:4-cartoxyligacigl [3-(3-meghyls 217 50 12T PBEF=FDIvclo. 1 Ojpexs-
benzyl)-3-aza-Hicyclo[3.1.0}hex-6 yimethyl]-(3-tARHB FESHTLRBRSBERETHY
amide WO 2006/106425 PCT/IB2006/000947 54 Examplé”i\ﬂ?/v‘ Calc
MBss Spec IUPAC Name Datd (M + 1) Thidzole-4Xeapl5spmogiqg &
[3H(2-flugyp- benzyl)-3aza-bicyElo[3d, Alhexi62 2T BOB &g/l 1 ohex |
ylmethyif-(3-trifluoromethoxy-bgnzyl)- amide] TR A LGRS % R
[3+(4-methoxy- penzyl)-3-aza-bicyclo[3.1.0]nex-6- 219 517°T8%18.16
ylinethyl]-(34riflloromethoxy-benzyl)- amide Thizzole-4-carboxylic acid [3-(3-fivoro-
: benzy-3-aza-bicyciof3.1.0hex-6-
221 505.14 S08.05 yimethyi]-(3-trifluoromethoxy-benzyl)-
arnide
Thiazole-4-carboxylic acid [3-{2-methyl-
benzyl)-3-aza-bicyclofd, 1.0thex-6-
222 S01.47 502.07 yimethyl}-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-d-carboxylic acid [3-(4-phenoxy-
benzyl)-3-aza-bicyclo]3,1.0thex-6-
223 579.18 580.07 yimethyl}-(3-riflioromethoxy-benzyi)-
amide
““Thiazole-4-carboxylic acid [3-{2-phenyl-
propyi)-3-aza-bicyclo[3.1.0lhex-6-
224 51519 515.97 yimethyl}-(3-trifiuoromethoxy-benzyl)-
amide .
Thiazoie-4-carboxylic acid [3-(4-cyano-
berizyl)-3-zza-bicyciof3. 1.0Jhex-6-
225 512,15 512.93 yimethylj-(3-trifiucromathoxy-benzyl)-
amide
Thiazole-4-carboxylic acid {3-biphenyl-4-
ylmethyl-3-aza-bicyclo[3.1.0lhex-6-
6 °83.19 56399 yimethyl)-(3-trifluoromethoxy-benzyl)-
amide




Thiazole-4-carboxylic acid (3- cyclohexylmethyl-3-aza-bicyclo[3.1.0]hex-
220 493.2 494.10 6-ylmethyl)-(3-trifluoromethoxy-benzyl) amide
%@?@%@Bﬁigarboxylic acid [3-(3-fluoro- benzyl)-3-aza-bicyglo[31.Qlhex:6
.14 '506.05 ylmethyl]-(3-trilsioromethoxy-benzyl)- amide
Thiazole-4-carboxylic acid [3-(2-methyl benzyl)-3-aza-bicyclo[3.1.0]hex-6-
222 501.17 502.07 ylmethyl]-(3-trifluoromethoxy-benzyl)- amide
Thiazole-4-carboxylic acid (3-(4-phenoxy- benzyl)-3-aza-bicyclo[3.

1.0]hex-6- 223 579.18 580.07

Imethyl]-(3-tr

ifluoromethoxy-benzyi)- amide

ThiaZ%le-4-gar oxyljg,peid, 13-(2-Men§ree24 515.19 51592 Name
ylmet ﬁf:‘{)é-trlfl oromethoxy-berizath {Mmitle| Thiazole-4-carboxylic acid
[3F(A-cyanu=benzyt)-3-aza-bicyclo[3. 1.0[heX-6rridZEe 81z 1blyilb 2Rd 93 (3-cyanc-
yimethyl]-(3-trifluoromethoxy-benzyl)- amide; Thiazele-Zscasbeidiconeies-
(3-biphéhll-4- 226 56319 563,99 yitkethyl)-{3-trifletaprretivostiensyiyi-
arhide WO 2006/106425 PCT/IB2006/000947 55 Mass Spe® Example
MW-Cate Data M1y TOPAC ame ThiaZoje-4-ConbinéAic-acigic acid (3-
[3:(3-cyano- ZZE 512.15 512.84 benzglg-s-aza-bicy@lﬁb%aanﬁihe@ﬁz@){an@-
ylimethy# 4 3-trifluorom@tfbxy-benzyf&tnide| Thiazmler-entbexyic-aaid
(3 trifluoromethoxy-benzyl)-[3-(4- 228 555.1i4 5%6Gy0&3.1.0jhex-6-yimethyl}-amide
triffreremethyt-benzyt)-38-aza= Thiceole-4-carborylic acid [5-(3,5-
dimethyl-benzyl)-3-aza-bicyclo[3.1.0lhex-
220 516.19 516.08 8-yimethyl-{3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid [3-(3-chloro-
benzy[)—ls-aza—bicyclo[?,.1 Othex-6-
230 52112 b21.91 yimethyl}-(3-trifuoromethoxy-benzyly-
amide
Thiazole-4-carboxytic acid [3-(2,4-
dimethyi-benzyl)-3~aza-bicyciof3.1.0thex-
291 815.19 516.10 6-yimethyl]-(3-trifluoromethoxy-benzyl}-
amide
Thiazole-4-carboxylic acid (3-
triffluoromethoxy-benzyl}-[3-(3-
232 57144 57200 triflucromethoxy-benzyl)-3-aza-
bicyclo{3.1.0hex-6-yimethyl}-amide
Thiazole-4-carboxylic acid [3-(4-ethyl-
' benzyl)-3-aza-bicyclo[3.1.0lhex-6-
233 81519 >16.08 yimethyl]-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid {3-
trifluoromethoxy-benzy)-[3-(4-
234 571.14 572.04 triflucromethoxy-benzyl)-3-aza-
bicyclo[3.1.0jhex-8-yimethyl]-amide
Thiazole-4-carboxylic acid {3-(1-methyi-
1H-imidazol-2-yimethyl}-3-aza-
233 49118 491.99 bicyclo[3.1.0)hex-6-yimethyl]-(3-
triflucromethoxy-benzyl)-amide




bicyclo[3.1.0]hex-6-yImethyl]-amide Thiazole-4-carboxylic acid [3-(3,5
dimethyl-benzyl)-3-aza-bicyclo[3.1.0]hex- 229 515.19 516.08
wsvinethyllz(3-trifluoromethoxy-benzyl)- amide Thiazole-4-eaihaxylicasid
[3-(3-chloro- be nzyl)-3-aza-bi cydde[3.1.0]hex-6- 230 521.12 521.91 [meth
3- trifluorometho benz 1 Y Y ]-( xY- Y )- amide Thiazole-4-carboxylic acid
(3-(2,4 231 515.19 516.10 dimethyl-benzyl)-3-aza-bicyclo[3.1.0]hex-
6-ylmethyl]-(3-trifluoromethoxy-benzyl)- amide Thiazole-4-carboxylic acid
(3-_trifluoromethoxy-benzyl)-[3-(3- 232 571

4572 00

triflugromgthoxy-bepaydsi-azg bt QJhex-6-yImeiiwt] ramide
Thiazole-4-carboxylic acid [3-(4-BH#RAMBehzyl)-3-aza-bicyclo[3.1.0]hex-6-
283515.19 516.08 yimethyl]-(B-trifluoromethoxy-erasfsagdieacid B-(-

. A d . N o Crn
T_1|azoI2(te3 -4-carboxyll QQEJI (3- Irifl ygrqeth axyﬁﬁgxnﬁzﬁjﬂ’)’l{@ﬁm P e
572.04 rlfluorOJmethoxy- enzyl)-3-aza- - bicyciof3.1.0Jhex-6-yimethyl]-(3-
bicyclo[3.1.0]hex-6-ylmethyl]-amide Thiazo|e-4-cahsoxyieadryzy)-amide
[3(T=-methyl TH-imidazol-2-yImethyl)-3-aza-| 2354914 t61491c 9 {3-(8-0x0-1.6-
blcyclo%?%?l.O]hex-6-yé@§%hyl]-( - trltajogg{omethox%b@ﬁy'ﬁ)ﬂémwwﬁ—a-
2006/106425 PCT/1 6/000947 Example WMWwoBaRMass Spieé-
IUPAC Name Data (M + 1) Thiazole-4-carbpxyligréigidnfigufBy-benzyl)-amide
methoxymethyiFfu ran-2-yimethyl)-3-aza- Thiazole-A-carboxylic acid [3-{1-ethyl-3-

methyt-1H-pyrazol-4-yimethyl}3-aza-
238 519.19 51999 bicyciof3..0lhex-6-yimethyl-(3-
trifluoromathoxy-benzyl}-amide
Thiazole-4-carboxylic acid [3-(1-methyl-
1H-pyrrol-2-yimethyl}-3-aza-
29 490.17 490497 bicyclo[3.1.0fhex-6-yimethyl[-{(3-
trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-
y 571 76 trifluoromethoxy-benzyl)-[3-(2-
240 s71.14 ’ trifluoromethoxy-benzyl)-3-aza-
bigyclo[3.1.0]hex-6-yimethylj-amide
Thiazole-4-carboxylic acid (3-furan-3-
yimethyi-3-aza-bicyclo[3.1.0]hex-6-
2 477.13 47798 yimethyl)-(3-triflucromethoxy-berzyl)-
amide
‘Thiazole-4-carboxylic acid {3-(1,5-
dimeathyl-1H-pyrazol-4-yimethyl)-3-aza-
242 50518 906.08 bicycio[3.1.0hex-6-ylmethyi}-{3-
trifuoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(1H-imidazol-
4-yimethyl)-3-aza-bicyclo[3.1.0ihex-6-
243 4rrad 47765 yimethyli-(3-trifluoromethoxy-benzyl}-
amide
Thiazole-4-carboxylic acid [3-(1H-pyrrok-2-
yimethyl}-3-aza-bicycio[3.1.0lhex-6-
244 476.15 476,95 yimethyl}-{3-trifluoromethoxy-benzyl)-
amide




236 521.16 522.18 bicyclo[3.1.0lhex-6-ylmethyl]-(3 trifluo
romethoxy-benzyl)-amide Thiazole-4-carboxylic acid [3-(6-0x0-1,6-

gggﬁgygdin-2-y|methyl)-3-aza 237 504.14 504.91

PCT/IB2006/000947

lo[3.1.0]hex-6-ylmethyl]-(3- t&fl uo ro methoxy-benzyl)-amide

Thiazole-4-carboxylic acid [3-(1-ethyl-3- methyl-I
H-pyrazol-4-ylmethyl)-3-aza 238 519.19 519.99
bicyclo[3.1.0]hex-6-ylmethyl]-(3- trifl uoromethoxy-benzyl)-amide

Th
49
ua
ua
ug
Th
24
Th
24
m
47

ylmetnyl]-(3-trifl

[3

ylmethyl]-(3-trifl

P(

iazole-4-carb

oxylic acid [3-(1

-methvl.1.H-pv

rrol-2-vimethv)-3-aza-239 .
rrol-Z-ylmetny)-o

0.1749997 |

romethoxy-bé

vicyalalddidlhe

2nzyl)-amide T

AT RRAS -
wehivd e

P4

(3- trifl JUPAC Name
poxylic acid (3- trifl

romethoxy-bé
romeEngy-be
iazole-4-carb
1477.13 477

2nzyl)-[3-(2- 24(
2nzyl)z3-aza- b
oxylic acid (3-fy
.98 ylmethyl)-(3

) 571.14 571.
cycloil3. 1,01he
ran-3- ylmeth
-t(fluorometh

7 6" fgfjole-4-carboxyiic acid [3-(3-phenyl-

x-G-AthyIHFAga- 1 Ohexe:
yl- 3ty rotact ot

pxy-benzyl)- affitke

1azole-4-carb
2 505,18 506
thoxy-benzy
7.14 477.85 4

oxylic acid [3-(2

.06 bicyclo[3.1.
)-amiggg' hiazo

1-yImethyl)-3-az

,5 dimethyl-1
D]he&gg-xlma
e-4-carboxyli
a-bicyclo[3.1

Hipyaraz bratosprirets B3 reesl
hyl]-(3=iftedroyimethyi)-3-aza-

C acid@i(tHomidalroini4s
O]hexiBw0ro methoxy-benzyl}-amide

(1 H-pyrrol-2

CT/1112006/00

: yIme5tp ﬁlg-S-az

poromethoxy-beg

uoromethoxy-be
D947 57 Examy

2nzyl)- amide

a-bi gl%[B.l.

2nzyl)- amide

)le MW Calc |

Thiazede-debartosod i8-adigro-2-
D jneiixd G483 4760161 7. 6098x-6-
W On2B9B/EH0BYR6thoxy-benzyl)-
viass Spec IUBPAE€ Name

248

481,16

491.84

Thiazole-4-carboxylic acid {3-(5-methyi-
3H-imidazo§-4~ylme'thyl}-3—aza—
bicycio[3.1.0]hex-6-yimethyi]-{3-
trifluoromethoxy-benzyt}-amide

249

477.13

477.80

Thiazole-4-carboxylic acid (3-furan-2-
yimethyl-3-aza-bicyclo[3.1.0lhex-6-
yimethyl)-{3-triflicoromethoxy-benzyl)-
amide

250

511.18

512.14

{6-{[{Thiazole-4-carbonyl)-(3-
trifluoromethoxy-benzyi)-amino}-methyi}-3-
aza-bicyclo[3.1.0Jhex-3-yl}-acetic acid
butyl ester

251

519.16

520.08

" Thiazole-4-carboxyiic acid [3-(3-fluoro-4-
methyl-benzyl)-3-aza-bicyclof3.1.0]hex-6-
yimethyl]~{3-trifflucromethoxy-benzyl)-
amide

252

505.18

505.96

Thiazole-4-carboxylic acid [3-(2-ethyl-3H-
imidazol-4-yimethyl)-3-aza-
bicycloi3.1.0lhex-6-yhnethyl]-{3-
trifluoromethoxy-benzyl}-amide

253

- 519.19

520.03

Thiazole-4-carbaxylic acid {3-{2-ethyl-5-
methyi-3H-imidazol-4-yimethyl)-3-aza-
bicyclof3.1.Clhex-6-yimethyl]-(3-
triffuoromethoxy-benzyl)-amide




Data (M + 1) Thiazole-4-carboxylic acid [3-(3-phenyl- 245 515.19 516.10
propyl)-3-aza-bicyclo[3. 1.0]hex-6- ylmethyl]-(3-trifluoromethoxy-benzyl)-

Vﬁgﬂjg},%’,il":,lagfgoIe-4-carboxyIic acid [3-(I-methyl |
-pyrazol-4-yimethyl)-3-aza- 246 491.16 492.00

PCT/IB2006/000547

bicyclo[3.1.0]hex-6-yImethyl]-(3- trifluoro methoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(4-fluoro-3 247 519.16 520.18
methyl-benzyl)-3-aza-bicyclo[3.1.0]hex-6- yl methyl]-(3-trifluo
romethoxy-benzyl)- amide Thiazole-4-carboxylic acid [3-(5-methyl-

3H-imidazol-4-yimethyl)-3-aza} 24848ded 6491.84 bicyeig3,].Olhex-6-yl
meth§iFTE Srifl uo rometioxy-benayljsamidd Thiazole-gl?&’carboxy ic acid
(3-furan=2-249477-13-477-90 ymethy-3-aza=hicylul St QiRexds frahydro-
y|methyl)-(3-trifluoro metho)y-benzyl )- amidex(GniHuazPs-cze-bicydols.1.olnex
lg-4-cafBbnyl)-(3 250%15.18 ;12-1“@2"2 §-yimethyl]-(3-trifluoromethoxy-benzyl}-
trifluoromethoxy-benzyl)-aming]-methyl)-3- amide
apa~-bteyetof3-1-0thex=3=yh=acetic-acid butyd-ester*hianﬁe#carboxgﬁc—“
arid [3-(3-fluorp-4- 251 519.16 520.08 Thiazole-4-carboxylic acid [3-(2-F-tolyk
nethyl _:asgn zyl)+3-az gj B‘ﬂ;?ycl o[3.1. OTH%S)?- 6- ethyl)-S—.aza-bmyclo{a.‘l .ﬂ]hex-&ylrffethyi]-
ylmethyl]-(3-trifluoromethoxy-bienzyl)- amide ThigZEATeaREX) 2Lk
[3-(2-&tnyl-3H-|i m idazol-4-yImethyl)-3-aza [25@i50k-48:505ioe d [3-(1-ethyl-5-
bicyclo[3.1.0jhex-6-ylmethyl]-(3- trifluoro methexysbenzybkamidethy)-3-aza-
Thiazol&%4-carboxylie 46id f3-(R-ethy-b E253 518id8c520163-6-yimethyil-(3-
rr\ethyl-3H-imiq azol-4-ylmethyf)-3-aza- trifluoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(2-chioro-
pyridin-3-yimethy!}-3-aza-
27 52211 K bicyclo[3.1.0jhex-6-yimethyl-{3-
rifiucromethoxy-benzyl}-amide
Thiazole-d-carboxylic acid (3-isoxazol-3-
yimethy!-3-aza-bicyclo{3.1.0Jhex-6-
288 478.13 479.04 ylmethyt)-(3-trifluoromethoxy-benzyl)-
arnide
Thiazole-4-carboxylic acid 13-(1H-indol-3-
yimethyl)-3-aza-bicyclo[3.1.0]hex-6-
289 52047 521.01 yimethyl]-(3-trifluoromethoxy-benzyl)-
amide
2-Methyh-3-(6-{[{thiazole-4~-carbonyl)-{3-
triflucromethoxy-benzyl)-aminol-methyl}-3-
260 51118 511.80 aza-bicyclo[3.1.0lhex-3-yi}-propionic acid
athyl ester
Thiazole-4-carboxylic acid [3-(5-methyl-
2H-pyrazolk-3-yimethyl)-3-aza-
261 49116 492.00 bicyclol3.1.01hex-6-yimethyl]-(3-
trifluoromethoxy-benzylj-amide
Thiazole-4-carhoxylic acid [3-{d-butoxy-
- 559,21 560.00 benzyi)-3-aza-bicyclol3.1.0jhex-6-
yimethyl]-{3-trifluoromethoxy-benzyl}-
amide




bicyclo[3.1.0]hex-6-yImethyl}(3- trifluoromethoxy-benzyl)-amide WO
2006/106425 PCT/IB2006/000947 58 Mass Spec Example MW Calc
g, M, 4,1 IUPAC Name Thiazole-4-carboxylic acid [3pit@fighaysigeesp4
481.16 482.02 furan-2-ylmethyl)-3s@za-bicyclo[3.1.0]hex 6-yi
methylj-(3-trifluoromethoxy-benzyl)- amide Thiazole-4-carboxylic acid
(3-(2-p-tolyl 255 515.19 516.08 ethyl)-3-aza-bicyclo[3.1.0]hex-6-yImethyi]-
(3-trifluoromethoxy-benzyl)-amide Thiazole-4-carboxylic acid [3-(1-ethyl-5
256 519.19 520.08 methyl-1 H-pyrazol-4-yImethyl)-3-aza- bicyclo[3.1.0]
hex-6:-yimethyl]-(3- trifl uoro methésey-Eraszyl)-amide Tr@?\ -4-carboxylic
agid %@ﬁ%loro- AN §20:870pyrid | n-3-yl methy )(;?’Js??g?é’-
bicycio[3 T 0]nex-6-yimethyl]-(8- trifttoromeNoXy-Heaay i bes acid (3-
Thiazole-4-carboxylic acid (3-isoxazol-3- 258 4%3nd}1416R:0%-yimethy-3-aza-
ylmethyP3-azalbicycdid{d*1.0]hex-623Afethy))- (3-trillapromethgmehenzy!)-
amide Thiazole-4-carboxylic atid [3-(1 H-in¢lol-3-1288:0ekbad/fBhide
ylmethyt)-3=aza-bicyctof3 1 Ojftex-6-yimethyt {30 Toxyic acid [3-(a-eihoxy-
romethoxy-benzyl)- amide 2-Methyl-3-(6-{[(thiazQlgy-£athanyb)s(Bohex-6-
trifluordethoxy-beriz§iiaming]-mé&thyt)-3- 260, 54ilyd.8-BlubSbtnoxy-benzyl-
aga-bicycio[3.1.0jhex-3-yi)-propionic acid ethyl ester  mide
Thiazote=4-car JUXY“L acich [3-( -mett |y=- 26% 4§M4$§gﬂgﬁc%djwwwwy]_
I-B-ylmethyl)-3-aza- bicyclo[3. [L.0]hex-6-ylmethyll:(3t6ifl .. vicyctors.1.0hex-6-
ubroméffioxy-henzylfZride ThiazZBRe4-catboyylic, acis[BedroMiNsnzyi)-

amide

Thiazole-4-carboxylic acid [3-(4-methyl-
benzyl)-3-aza-bicyclo[3.1.0lhex-6-
266 50117 581.91 )

yimethyl]-(3-trifluoromethexy-benzyl)-
amide
Thiazole-4-carboxylic acid (3-naphthalen- |

2-vimethyl-3-aza-bicyclo{3.1.Glhex-6-

267 537.17 538.11 .
ylmethyl)-(3-trifiuoromethoxy-benzyl)-

amide

Thiazole-4-carboxylic acid (3-
benzof1,3]ldioxol-d-yimethyl-3-aza-
bicyclo[3.1.0Thex-6-yimethyl)-(3-
trifluoromethoxy-benzyi}-amide
Thiazole-A-carboxylic acid 13-(2,3-Glloro-
banzyl)-3-aza-bicyclo[3.1.0thex-6-

268 631.14 531.92

269 523.14 524.15 ) .
yimiethyll-(3-trifluoromethoxy-benzyl)-

amide

Thiazole-4-carboxylic acid [3-(2,5-difluoro-
benzyl)-3-aza-bicyclo[3.1.0thex-6-
yimethyll-(3-triflugromethoxy-benzyl)-
amide

270 523.14 523.80

Thiazole-4-carboxylic acid {3-quinolin-7-
yimethyl-3-aza-bicyclo[3.1.0jhex-6-
271 53817 539.06
ylmethyi)-{3-trifflucromethoxy-benzyl)-

amide




262 559.21 560.09 benzyl)-3-aza-bicyclo[3.1.0]hex-6 ylmethyl]-(3-trifiuo
romethoxy-benzyl)- amide WO 2006/106425 PCT/1132006/000947 59
53MPIe MW Calc Mass Spec IUPAC Name Data (M + Lerg2006/000947
Thiazole-4-carboxylic acid (3- 263$&31.14 532.01
benzo[1,3]dioxol-5-yImethyl-3-aza- bicyclo[3.1.0]hex-6-ylmethyl)-(3-
trifluoromethoxy-benzy9-am ide Thiazole-4-carboxylic acid [3-(4-ethoxy-
264 531.18 531.93 benzyl)-3-aza-bicyclo[3.1.0]hex-6- vyl
methyl]-(3-trifluoromethoxy-benzyl)- amide Thiazole-4-carboxylic acid

[3r(4-isQpr; Qy_l- 265,&@%%0530.11”Béﬁ§9FF3-azq-bicycl%@,ﬂc%grgé-& _
ylmethyl]-(3-trifluoromethoxy-berzsi8{fmidle Thiazole-4-carboxylic acid
[3F(@-rhethyl-bé fizyl)-3-aza-b [cyclo[3.1.0] NeRmbeRba Rk ABIE BEloxy-
mbthyl]- 3-triflu Jromethxy-be nzyI)-3?n2ide Thiazgle-4-grrboxdiciacidinex-
(3-naphtfialen 267 537'1% 53811 2Xifethyl-3sazadipyeioldcQibedzy)-
ylmethyl)-(3-triffuo romethoxy-Benzyl )- amide Thiazole-4-gawoxylic acid
(3F268531 14 31.92 benzoff,Bjdioxo-4-yimeatiyhsiaddo e ¥ol3-(2.4-diuoro-
[3.1.0]hex-6-y|methy2§3- triflugromethoxy-benzynamides-sicyclof3.1.0jhex-6-
Thiazolé’3-carhoxyli¢Aditl [3-(2,3-dMlro- 269 GRAkABRckImethoxy-benzyl)-
benzyl)-3-aza-hicyclo[3.1.0]hex-6- ylmethyl]}(3-trifl uoromethaxy-benzyl)-
amide Thiazoferd-tarboxytic agid {3=(2; 5-iffierz o ic sy idea 388 mety- |
benzyl)-3-aza-hicyclo[3.1.0]hex-6- - 2yT)-butyl-3-aza-bi .
y )2? ” y 5[ oy ] 53206 furan-2-yl)-butyl}-3-aza-bicyclaf3.1.0fhex
8-yimethyi}-(3-iriflucromethoxy-benzyl}-
amide
Thiazole-4-carboxylic acid [3-(1-pyrimidin-
075 55447 554.90 2-yl1H-pyrrol-2-yimethyl)-3-aza-
hicyclof3.1.0lhex-B-yimethyi]-(3-
trifluorormethoxy-benzyl}-amide
Thiazole-4-carboxyiic acid [3-(3,5-difiucro-
benzyl)-3-aza-bicyclof3.1.0thex-6-
276 523.14 524,00
yimethyl]-(3-trifluoromethoxy-benzyl)-
amide
Thiazole-4-carboxylic acid (3-(4-
diflucromethoxy-benzyl)-3-aza-
277 553.15 554.09 .
hicyclof3.1.0lhex-6-yimethyl]-{3-
triffuoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid (3-quinolin-8-
yimethyl-3-aza-bicyclo]3.1.0thex-6-
278 538.17 539.05 ]
- yimethyl)-(3-trifluoromethoxy-henzyl)-
arnide
Thiazole-4-carhoxylic acid [3-(2-butyl-1H-
imidazol-4-yimethyl)-3-aza-
279 533.21 534.02 .
bicyclo[3.1.0lhex-6-yimethyl]-(3-
trifliuoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(1H-indol-2-
280 52647 526.93 vl methyl)-B-a.za-bicyclOES.1 Olhex-6-
yimethyl]-(3-trifluoromsthoxy-benzyi)-
' amide




ylmethyl]-(3-trifluoromethoxy-benzyl)- amide Thiazole-4-carboxylic acid
(3-quinolin-7- 271 538.17 539.06 ylmethyl-3-aza-bicyclo[3.1.0]hex-6-

Y Yhz(3strifluo romethoxy-benzyl)- amide WO 2006/196428,406/000947
PCT/1B2006/000447 60 ExamplesMW Caic Mass Spec IUPAC Name
Data (M + 1) Thiazole-4-carboxylic acid [3-(4-methoxy- 272 531.18 531.94
3-methyl-benzyl)-3-aza-bicyclo[3.1.0]hex- 6-ylmethyi]-(3-trifl uo
romethoxy-benzyl)- amide Thiazole-4-carboxylic acid (3-(2,4-difluoro- 273
523.14 524.02 benzyl)-3-aza-bicycio[3.1.0]hex-6- y[methyl]-(3-trifl

hidzsteSgecarpoxylic aciqJ ik methyl-

uoromethoxy-b nzyrpv-v ide T}
214 %@F&p’a‘%age 6-yInE§:glf1yi}- 3pefieremethoxy-benzyl} amide
Thh 4= xyticactd {3=(Fpyrmidin- 275 %a#id-I-ohaxE0 adyB-le-cyanc-4-
Hipyrrol-2-ylmethyi)-3-aza- bicycio[3.1.0]hex-Guytmetayipe3a-bicyclof3.1.0fhex-6-
trifluorotfiethoxy-benHAamide ThiadZo1e-4-darbavedia-aciehfa-taiBclifkisto-
276 523.14 524.09 benzyl)-3-aza-bicyclo[3.1.0]hex-6- yimgtkugl]-(3-trifl uo
ramethoxy-bengyt—amide Thigzote-4-carboRyifeaRd-{aotiiedd paaidnaols-
554.09 d ifluorgmethoxy-benzyl)-3-aza- bicylclo[Fmklnex-toylorpihyilta
trifluo réPRethoxy-bertZ§Y-amide Thid28le-4-carhoxlic@eiddSrambaobime-
278 538.17 539.05 ylmethyi-3-aza-bicyclo[3]|1.0]hex-6- ylmgihy!)-(3-trifluo
 romethoxy-benpyl—amide-Thiazote-4-carbo yiigansid 3 sty o4
methoxy-benzyl)-3-aza-bicyclo[3.1.0lhex-
283 635.16 536.09 Swyimethyi-(3-triflucromethoxy-benzy!)-
amide
Thiazole-4-carboxylic acid [3-(1H-
benzoimidazol-2-yimethyl)-3-aza-
284 521.16 521.99 bloyclo[3.1.0]hex-8-yimethyl]3-
trifiuoromethoxy-benzyl)-amide
Thiazole-4-carboxylic acid [3-(2-chloro-
thiazoi-5-yimethyl)-3-aza-
285 528.07 528.79 bicyciof3.1.0Thex-6-vimethyi]-{3-
triffuoromethoxy-benzyl}-amide
Thiazoie-4-carboxylic acid [3~(4-chloro-1-
miethyl-1H-pyrazok-3-yimethyl)-3-aza-
286 525.12 526.02 bicyclof3.1.0Thex-8-yimethyl]-{3-
triffuoromethoxy-benzyl}-amide
1-Methyl-1 H-imidazole-4-carboxylic acid
[3-{2-hydroxy-indan-2-yimethyl}-3-aza-
287 540.23 o412 bicyclo]3.1.0]hex-6-yimethyl-(3-
trifiuoromethoxy-benzyl}-amide
4-Methyi-1H-imidazole-4-carboxylic acid
{3-chloro-benzyt)-[3-(1-hydroxy-
288 456.23 457.21459.2 cyclohexylmethyl}-3-aza-bicysio[3.1.0Thex
6-ylmethyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
) (3-chloro-benzyl)-{3-(2-hydroxy-indan-2-
269 49021 491.3/493.3 yimetiyi}-3-aza-bicyclo[3.1.0]hex-6-
yimethyll-amide




279 533.21 534.02 imidazol-4-ylmethyl)-3-aza-
bicycio[3 1.0]hex-6-ylmethyi]-(3- trifluoromethoxy-benzyl)-a mide

g}laz

Carboxyllc acid [3-(IH-indol-2- 280 526.17 526
"3 aza- bicyclo[3.1.0]hex-6; yImethyl]-(3-trifl uoromethoxy-benzyl)-

/IB2006/000947

amlde WO 2006/106425 PCT/IB2006/000947 61 Example MW Calc
Mass Spec IUPAC Name Data (M + 1) Thiazole-4-carboxylic acid
[3-(3-cyano-4- fluoro-benzyl)-3-aza-bicyclo[3.1.0]hex-6- 281 530.14

530.96 ylmethyl]-(3-trifluoromethoxy-benzyl)-

amide Thiazole-4-carboxylic

aqid %1H indgl-5- 526.17 SRas98pec IUPAC Name
ylmet 5"5 -azarbicyclo 9. O]hexegs ylmethyl]-(3-trifluoromethoxy-benzyl)-
armide-Thiazofer4-carboxytic agid [3-(2-fUoT§- 4= 2t3- 03 5iH M3kl Sbiiic add
ethoxy-benzyl)-3-aza-bicyclo[3{1.0]hex- [3-{1-hydroxy-cyclohexylmethyl)-3-aza-
6-yImetfA]-(3-trifluor6iigthoxytben9h)! amide Thiazeledearbmatigacid
[31(1 H- 284 52}7.16 527.99 benhzoimidazol-2-yImethiyhodrtsaseigysitie
[3rE-Othex=6=ymethylj=(3=triftugronTethoxy-beT LR iR dazcie-2-carboxylic acd
Thiazole-4-carloxylic acid [3-(2-chloro- thiaéroIgﬁ(’yﬂpg,@my\}}g@@@am@aﬁg_aza-
528.07 &28.79 bicycit{82t.0]hex-6-ytRdthyl]4(3- thifliRs.1.0ex-6-yimethyll-(3-
romethoxy-benzyl)-amide Thigzole-4-carboxylic agids[3nténehdesd-dm86
525:12-526:62-methyl-1-H-pyrazot=-3-yimethy=Srazatrysted -0 acd
ex-6-ylmethyl]-(3- trifluoromethoxy-benzyl)-gmide l:Mathsdnethyl-a-aza-
Hiimida&#8le-4-¢ arbowadd 287 8%5'23 541.2 hicyclo[3.1.0jhex-6-yimethy)-(3-
[3’(2'hyd roxy'ir dan-2-ylmethyl -3-aza- frifluoromethyl-benzyll-amide
1-Methyl-1H-Imidazole-4-carboxylic acid
3293 370.27 a7tz cyclohexylmethyl-(3-cyclopropylmethyl-3-
aza-bicyclo]3.1.0hex-B-yimethyl)-amide
1-Methyl-1H-imidazole-4-carboxyiic acid
{3-(2-hydroxy-2-methyl-propyl)-3-aza-
294 49622 467.0 bicyciof3.1.0]hex-6-yimethyli-(3-
triflucromethoxy-benzyl}-amide
1-Mathyl-1H-imidazole-4-carboxylic acid
295 480,18 491.0 - {3-trificoromethoxy-benzyl}-[3-(3,3,3-
trifluoro-propyh)-3-aza-bicyclo[3.1.0hex-6-
yimethyil-amide
1-Methyl-1H-imidazole-4-carboxylic acid
208 462,22 4631 (3-cyciopentyi-3-aza-bicyclo[3.1 .O]hgxmﬁ—
yimethyD-(3-rifluoromethoxy-benzyl)-
amide
. 1-Methyl-1H-imidazole-4-carboxylic acid
057 448.24 449.0 {3-cyciobuty§~3-aza—bicyclo{3.1 LOhex-6-
yimethyl)-(3-trifluoromethoxy-benzyl)-
amide
1-Methyl-1H-imidazole-4-carboxylic acid
[3-{4-chloro-benzyl)-3-aza-
298 446.23 4421

bicyclo[3.1.0thex-6-yimethyl}-
cyclohexylmethyl-amide




bicyclo[3.1.0]hex-6-ylmethyl]-(3- trifluoromethoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 288 456.23 457.2/459.2

- &HSherashenzyl)-[3-(1-hydroxy- cyclohexylmethyl)-3-aza-hiqysigls dobex
6-ylmethyl]-amide 1-Methyl-1 H-inasdazole-4-carboxylic acid 289 490.21
491.3/4933 (3-chloro-benz)l)-[3-(2-hydroxy-indan-2
ylmethyi)-3-aza-bicyclo[3.1.0]hex-6- ylmethyl]-amide WO 2006/106425
PCT/IB2006/000947 62 Example MW Calc Mass Spec IUPAC Name
Data (M + 1) 1-Methyl-1 H-imidazole-4-carboxylic acid 290 490.26 491.1

[3

(1-Byglrgiy-cyclohgpdmethy

trﬂluoromethyl benzyl)-am ide

)-3laresisicy ¢lo[3.1.0]heyby inethy!-(3-
1-Dkser -4 1H-

midazole-4-carboxylic acid

291476.24 47
icyclo[3.1.0]hex
H-
(3t
tri
3
az
H-

93 370.27 37
a—bic%‘fo[&l
imidazole-4-d

imidazole-4- carboxch acid
cyclopentylmethyl-3-aza- bigyclo[3.1.0]he
(taoromethyt=H

2 [3-(1- hydroxy -cyclopentylmetiwihd+azaidBole-4-carboxylic acid

-6- yImeth%/I] (3-

trifluorometh

092 460724 4

y|-bepzyhyamide dpdviatyh-l
51.1 bicyclof3.1.0Jhex-6-yimethyl]-(3-

X-6-Ymetiyr3y-benzyl)-amide

enzyt-amide 1
1.2 cyclohexym
OJhex= EE §/1meth
arboxylic acid 2

Methyl-TH-=i

nethyl-(3-cycl
yl)- -afiidd 1-N
294 466.22 44

daz0RndnearORRHE Eedfboxylic
DR YRS Bhicycir3.1.0hex-6-
et l}Metilay[}—(s-triﬂuo romethoxy-benzyi)-
7.0

amide

[3F(2=hydroxy=-2F

trlfluoromgthox
295 49018 491,
trifluoro-propyl):

Fmethyt=propyt)-
-benz I) amlde
0 (3- rfiliorom
3-aza-bicyclo[3.

'3-aza=biTyq
1-M4%£h -1 H
ethoxy-bénzy
1.0lhex-6-y

IOJfUﬂEXb

thy-isoxazol C!;’cl:]a?blc[:%féé id {3
-mch “XC > acid”

) «f % blcycio[3 1.07hex 6—ylmethyl)
iioromethaxy-benzyi)-amide
met yi]‘ MRigaey-benzvt

1-Methyl-1H-imj

302

idazole-4-carbo

453.06

xylic acid

493.89

4 5-Dichioro-isothiazole-3-carboxylic acid
{3-ethyi-3-aza-bicyclo[3.1.0hex-6-
yimethyl)-(3-trHfluorormethoxy-benzyl}-
amide

303

451.21

452.07

5-Propyl-isoxazole-3-carboxylic acid (3-
ethyl-3-aza-bicyciol3.1.0lhex-8-yimethyl)-
(3-triflucromethoxy-benzyl}-amide

304

389.16

390

Thiazole-4-carboxylic acid {3-aza-
bicyclo[3.1.0]hex-8-ylmethyl)-(4-fluoro-3-
isopropoxy-benzyi}-amide

305

415.47

416.0

.Tﬁiézofe-@carboxyiic acid {3-aza-~
bicysio]3.1.0lhex-8-yimethyi)-{3~
cyclopentyloxy-4-fluoro-benzyl)-amide

06

417.49

418.0

Thiazole-4-carboxylic acid (3-gza-
bicyclo]3.1.0lhex-G-yimethyi)-[3-(2,2-
dimethyi-propoxy}-4-fivoro-benzyl]-amide

307

429.19

430.0

Thiazole-4-carboxylic acid (3-aza-
bicycto]3.1.0Jhex-B-yImethyl}-(3-
eyclohexyioxy-4-fluoro-benzyl}-amide

308

37841

378

© 1-Methy-1H-imidazole-4-carboxylic acid
{3-aza-bicycio[3.1.0lhex-6-yimethyl}-(3,5-
dichloro-benzyl)-amide




296 462.22 463.1 (3-cyciopentyl-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl)-(3-trif | uoromethoxy-benzyl)- amide 1-Methyl-1

W%h@%@ig—#carboxylic acid 297 448.21 449.0

PCT/IB2006/060947

(3-cyclobutyl-3-aza-bicyclo[3.1.0]hex-6- yimethyl)-(3-trifluoro
methoxy-benzyl)- amide 1-Methyl-1 H-imidazole-4-carboxylic acid 298
440.23 442.1 [3-(4-chloro-benzyl)-3-aza- bicyclo[3.1.0]hex-6-ylmethyl]
cyclohexylmethyl-amide WO 2006/106425 PCTHS2006/000947 63
Example MW.Calc Mass Spec IIUPAC Name_Data (M + 1) 1-Methyl-1

H-|midazalg4-c

[34(2-hydroxy-cyclopentyl)-3-az

arboxylicacid 2

ol ISR 47
a-H5ieyi a8, 1

9.0 IUPAC Name
0]hex-6-ylmethyl]-(3-

trif
300 436,24 437
ylmethyl)-(3-trifl
5-Methyl-isoxaz

uoromethoxy

-benzyl)-amide
08 agjg, ¢3-ethy|
lo romethoxy-b
ple-3-carboxylig

enzyl)- amidg

1,5-Dimethyl
-3-aza-bicyc

acid (3- 301

Fgprdroleiadatibokyiit acd

+1
iLo [33350}iaesk3G:za-bicyclo[3. 1.0jhex-6-

yimethyf)-(3-trifiucromethoxy-benzyl}-
423.18 424.08mide

ethyl-3-aza-bicy,
(3trifluoggmethg
acjd 302 493.0¢
yimethyl)-(3-trifl

clo[3.1.0]hex-6-
Xy-begpgyl)-ami

uoromethoxy-b

ylmethyl)-

Quinoline-2-carboxylic acld (3-ethyl-3-aza-

de 4,5-Richloro-isgthiazoleri;carhoxylie.
b 493.89 (3-ethyl-3-aza-bicyq hisgolsrieahoe

enzyl)- amidg

o3, ]trﬁl]m%égaxy-benzyl)namide

5-Propyl-isoxaz
ethyl-3-aza-bicy
(34trifluoromethe

ple-3-carboxylig
clo[3.41D]khex-6;
OXxy-benzyl)-am

de Thiazole-

acid (3- 303
yimethyh)-

A4 B}ridde 422 Hlic acid (3-ethyl-3-aza-

bicyclo[3.1.0hex-6-yimethyl)-(3-

A-carbiooyliceacig-azamz0 4

389-16-390-biey
propoxy-benzyl
416.0 bit¥clo[3.

elof3-1-0lhex-6
-amide .Thiazq
1.0]hé%i88yImet

vimethv.(A4
yhmethyh-(4
le-4-carbo4id

hyl){8-2>

luere-3-iso
aBMeteHr R BE5-IRYIE acid (6-
ethyt-3-aza-bicyclo]3.1.0lhex-6-yimethyl)-
(3-triflucromethoxy-benzyl)-amide

313

437.18

438.20

5-Ethyl-isoxazole-3-carboxylic acid (3-
ethyl-3-aza-bicyciof3.1.0lhex-6-yimethyl)-
{3-trifluoromethoxy-benzyt)-amide

314

4869.2

470.23

Quinoline-4-carboxylic acid (3-gthyl-3-aza-
bicyclof3.1.0Thex-6-ylmethyi}-(3-
trifiuoromethoxy-benzyl}-amide

3185

448.21

449,21

5-Cyclopropyl-2H-pyrazole-3-carboxylic
acid {3-ethyl-3-aza-bicyclo[3.1.0lhex-6-
yimethyl)-(3-trifluoromethoxy-benzyl)-
amide

316

436.21

437.26

1,5-Dimethyl-1H-pyrazole-3-carboxylic

acid (3-ethyl-3-aza-bicyclo[3.1.0}hex-6-

vimethyl)-(3-tifluoromethoxy-berzyl)-
amide

317

450,22

451.26

2-Ethyl-5-methyl-ZH-pyrazole-3-carboxylic
acid (3-ethyl-3-aza-bicyclof3.1.0lhex-6-
yimethyl)-(3-trifluoromethoxy-benzyl)-
amide

318

422.19

423.21

4-Methyl-1H-imidazole-2-carboxyiic acid
(3-ethyl-3-aza-bicyclo[3.1.0fhex-6-
yimethyl}-(3-trifluoromethoxy-benzyl)-
arnide




cyclopentyloxy-4-fluoro-benzyl)-amide Thiazole-4-carboxylic acid (3-aza
306 417.19 418.0 bicyclo[3.1.0]hex-6-yImethyl -[3-(2,2 d

g

l-propoxy)-4-fluoro-benzyl]-amide Thiazole-4-carbgxlig.efddoosar
307 429.19 430.0 bicyclo(81.0]hex-6-ylmethyl)-(3

cyclohexyloxy-4-fluo ro-benzyl)-amide 1-Methyl-1
H-imidazole-4-carboxylic acid 308 378.1 379
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3,5 d ichloro-benzyl)-amide WO

2006/106425.PCT/IB2006/000
IUPAG.Mape Data (i taly 1-M et]HyT 1§-|m|dazole-4-caubmmy!lim&cid 309
43p.21 437.1 (3tisopropyl-3-aza-BeFB[3L.0lhex-6- yimethyl)-(3-tdfluo
romethoxy-benzyl )- amide Quitioline-2-carboxyliG.agieh{3-aAn8oafdacdld
46D.2 4 642 bicyclo[344Qlhex-6ryImesind)-(3- ethyl-3-aza-bicyciol3.1.0lhex-B-yimethyl)-
triffuoromethoxy-benzyl)-amide Pyridine-2-carboxyligacid(3-gHlyd-Add-
311 419.18 420i24 bicyclo[3.1.0]hex-6-yImethyl)-(3- trifl
uotomethoxy-bénzyl)-amide 5-Methyl-isoxaz DF’eiﬁp&ngMr%Z%% ief a0 59
42B.18 424.25 athyl-3sza-bicy¢lo[3d1@hex-6-yIHEHH %@“ﬁ’iﬂﬂa fthext-
methoxy-benzyl)-amide 5-Ethyltisoxazole-3- (arﬁgﬁﬁyﬁg e ‘i@m?i%yf@“fyf
43B.20 ethyl-3-aza-bicyclo[3.1.0]hex-6-yImethyl)-
(34trifluoromethoxy-benzyl)-amigde Quinoline-4+eaxtoxyiigackeh-carboxylic acid (3-
(3-ethyl-84aza- 314 46%29470.23 bieycin[3.1 0 rex-G=yinagibiyh)-o(@:xwrifimedy)-
ro methoxy-bengyl)-amide 5-Cyclopropyl-2H{pyrazeote«a:carbexytii3hbe
44B.21 449-2]: acid (3 ethy! 3-aza ‘b!C‘,’C!O{Q 9.1@? 1\(zf:methy -ZH-pyrazole-3-carboxylic
ylmethyl)-(3-trifluoromethoxy-benzyl)- amide |1 tgne%yl Y| a;a bioyclol3.1 OJhex-6-
H- oyrazaie-B-ca rboxylf@.22 o1.24 yimethyl) (3-triffuoromethoxy-benzyl)-
amide
2-|sopropyl-thiazole-4-carboxylic acid (3-
323 467,19 468.21 ethyl-3-aza-bicycio[3.1.0]hex-6-ylmethyl)-
(3-trifluoromethoxy-benzyi}-amide
1-Methyl-1H-imidazole~-4-carboxylic acid
(3-ethyl-3-aza-bicyclo[3.1.0thex-6-
324 42219 423.24 )
yimethyl)-(3-triflucromethoxy-benzyt)-
amide
Thiazole-4-carboxylic acid (3-ethyl-3-aza-
325 425.14 426,18 bicyciof3.1.0hex-8-yimethyl}-(3-
trifluoromethoxy-benzyl-amide
5-Chloro-pyridine-2-carboxylic acid (3-
326 453,14 454.16 ethyi-3-aza-bicyclo[3.1.0Thex-6-yimethyl}-
{3-triflucromethoxy-benzyi}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
327 386.23 386.81 pentyl-[3-(3,3,3-trifiuoro-propyl)-3-aza-
bicyclof3.1.0]hex-6-yimethyl]-amide
1-Methyl-1H-imidazole-4-carboxylic acid
328 386,23 386,84 {2-methyl-butyl}-{3-(3,3,3-Irifluoro-propyi}-
3-aza-bicyclofd.1.0jhex-8-ylmethyli-amide




316 436.21 437.26 acid (3-ethyl-3-aza-bicyclo[3. 1.0]hex-6-
ylmethyl)-(3-trifluo romethoxy-benzyl)- amide

e

Rt

-methyl-2H-pyrazole-3-carboxylic 317 450.22 454,268 a¢id .04
3 aza- bicyclo[3.1.0]hex-65¢Imethyl)-(3-trifluo romethoxy-benzyl )-

amide 4-Methyl-1 H-imidazole-2-carboxylic acid 318 422.19 423.21
(3-ethyl-3-aza-bicyclo[3.1.0]hex-6- ylmethyl)-(3-trifluo romethoxy-benzyl )-
amide WO 2006/106425 PCT/1B2006/000947 65 Example MW Calc

M

ss Spec LUIPAC Name Data

(M+1)5:-Pr

pyl-isoxazaole-3-carhoxylic

ac
(34

d (gxg,a@e%J 21 452c2 ethyl-335 2%y dio[3. 1.0]hews Byl mstbyl)-

trifluo romethioxy-benzyl)-am

idBa (¥optbp

yl-2H-pyrazole-3-carboxylic

ac
ylr
H-
et

nethybs§3-t(flu
pyrazole-3-cg

d 320 450.22 451.24 (3-ethy
10 romgthoxy-b

rboxylic acid (3}
nvl-3-aza-bicyiclo[3.1.0]hex-6-

[-3-aza-bicyd

321 422.19
vimethyl)-

IO{?Mg-thgﬂ-h%@ézole-tkcarboxylic' acld

enzyb)zamide - Metwhds- (3.3 3-tifluoro-propyl-3-

422333%3::3{(:!0[3.1 .Glhex-6-ylmethyi]-amide

(3;
H-

pyrazgde-3-carboxykm 322 4°

t(fluoromethaxy-benzyi)-amic

le 5-Ethyl-2-1
50.22374%4.24

o QWTEQ'T H-imidazole-4-carboxylic acid
aci ayclopropyimethyi—[S-{3,3.&triﬁuoro-

(3tethyl-3-aza-hicyclo[3.1.0]hex-6- yimethyI){(3-trfEtOTEt R EISR S h-
amide 2-Isopropyl-thiazole-4-carboxylic acid|(3- 323 46794681
ethyl-3-aza-bicyiclo[3.1.0]hex-64ylmethyl)- (3itriflmenyi-1+-imidazole-4-carboxylic acid
romethagy-benzyl)-amides 1-Metthyl-41d-tmidazolerd-ear Bexylic-asigy 224 a-
422.19 423.21 (3-ethyl-3-aza-bjcyclo[3.1.0]hpX-Gicyciof3.1.0Jrex-6-yimethyB-amide
yimethyh-3-trifluoromethoxy-bénzyl)- amidei Thiazgle-4-carboxylic-acid—-
(3tethyl-3-aza- B25 425.14 42618 bicyclo[3.]L. 06 Hinirstakiy={8ooxylic acid
332 372.21 373.22 butyi-[3-(3,3, 3-trifluoro-propyl)-3-aza-
bicyclof3.1.0fhex-6-vimethyll-amide
1-Methyi-1H-imidazole-4-carboxylic acid
333 412.24 413.22 oyclohexyimethyi-[3-(3,3,3-trifluoro-propyi)-
3-aza-bicyclof[3.1.0}hex-6-yimethyl-amide
1-Methyl-1H-imidazole-4-carboxylic acid
: 3u{d-chloro-benzyl)-3-aza-
334 414,22 415.20 . f3-{é-cnloro-benzyl)-3-aza
bicyelo]3.1.0lhex-6-vimethyl]-(2-methyl-
butyl)-amide
1-Methyl-1H-imidazole-4-carboxylic acid
: 3-cycl tyl- 1)-[3- Byt -
335 428.26 427.21 3-cyclapantyl-propyl)13-(3,3,3-tifluoro
propyl)-3-aza-bicyclo[3.1.0lhex-6-
vimethyil-amide
1-Methyl-1H-Imidazole-4-carboxylic acid
338 414.22 416,19 [3~(4-chioro-benzyl)-3-aza-
bicyclo]3. 1.0lhex-6-yimethyil-pentyl-amide
1-tethyl-1H-imidazole-4-carboxylic acid
337 400.2 401,24 butyl-[3-(4-chloro-benzyl)-3-aza-
bicyclo[3.1.0]hex-6-yImethyil-amide
1-Methyi-1H-imidazole-4-carboxylic acid
[3-{4-chioro-benzyl)-3-aza-
338 358.19 380.14

bicyclo[3.1.0}hex-6-yimethyl]-

cyclopropylmethyl-amide




trifluoromethoxy-benzyl)-amide 5-Chloro-pyridine-2-carboxylic acid (3- 326
453.14 454.16 ethyl-3-aza-bicyclo[3.1.0]hex-6-ylmethyl)- (3-t(fluo
ramsihexyskenzyl)-amide 1-Methyl-1 H-imidazole-4-carb@xyigaasislocdsh
386.23 386.81 pentyl-[3-(3,3,3-triflsoro-propyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-amid e 1-Methyl-1 H-imidazole-4-carboxylic
acid 328 386.23 386.94 (2-methyl-butyl)-[3-(3,3,3-trifluoro-propyl)-
3-aza-bicyclo [3.1.0] hex-6-yImethyl]-amid e WO 2006/106425

PCT/1B2006/000947 66 Example MW _Calc

Mass Spec [UPAC Name

Data

&3 1-Methylr & ki-imic
(2-eth%blﬁgll)-[&(sl?gf%-trgﬂuoro-@ﬁib%%ﬁ

aZteAResrb

bxylic acid n328:4he4 401.20

aza-bicyclo[3.1

OJhex-6-ylmeth

ylmethyl}-amide 1-Methyl-1 H-i

]-amide 1-N
H{imidazole-4-¢ arbox%/éi%acid 30 %ng‘?g 371

cycloprc?%%/lmehyl-(Sf ,3-t(fluoro- propyl)-

idazole-4-c

letHyAty:-1 H-imidazole-4-carboxylic acid
.13 [3-{4-chloro-benzyl)-3-aza-

3- aiercioleyEle8sy OpHkdRY-
arboxylic acikdy331d414.26

41529 heptyl-[8-(3,3,3-trifluoro
cyclo[3,1.0]hex-6-yl ylj-a
4 5

bi

adid 33

bi

72.21 373.
cyclo[3.1.0]hex-6-ylmethyl]-a

utyl-

-propyl)-3-az
mide J-Methy
3-(3,3,3-triflu
mide 1-Methy

B 1_pethyl-1H-imidazole-4-carboxylic acid
- Hidmidazoledacarhrico-
p rQaPJ-Qi&)éQ{% 3 Ez-6-yimethyl-amide

adid 333 412.24 413.22 cycloh
3-pza-bigy
H-imidazole-4-garboxylic acid 3
[31(4-chloro-benzyl)-3-aza- bicy

clo[3

1.0jhgy-5-ylme

exylmethyl-[3
thyl}-agide 1-N

-1 H-imidazole-4-carboxylic
xylic acid

-3 OB

) ;lﬂ_enzyl)-[?,-(tetrahydm-pyran@-

34 414.22 415. 2@3-aza~bicyclo[3. 1.0jhex-6-ylmethyl}-

clo[3.1.0]hex

6-yImethy!]-(Z*i&thyl-

butyl)-amide 1-Methyl-1 H-imid

(3tcyclo, dsntyl-p ropyl)gl3:43,3.3
ylmethyl]-amidg

azole-4-carbdxyiteaudr-3asaog- 7899 oY
trifluggo; propyl) STz aHiEREIE™ BReREs-

(3,3, 3-trifluoro-propyi}-3-aza-
bicyclo[3.1.0lhex-6-yimethyll-amide

343

508.23

500.2

1-Methy!-1H-imidazole-4-carboxyiic acid’
[3-(4-hydroxy-tetrahydro-pyran-4-
yimethyl)-3-aza-bicycio[3.1.0jhex-6-
yimethyi-(3-trifluoromethoxy-benzyl)-
amide

344

458.21

459.2

1-Methyl-1H-imidazole-4-carboxylic acid
{3-chloro-benzyl)-[3-(4-hydroxy-tetrahydro-
pyran-4-ylmethyl)-3-aza-bicyclo]3.1.0lhex-
6-yimethylj-amide

345

478.22

479.2

1-Methyl-1H-imidazole-4-carboxyiic acid
[3-{tetrahydro-pyran-4-yl)-3-aza-
bicyclo[3.1.0]hex-6-yimethy(}-(3~
trifluoromethoxy-benzyl}-amide

348

480.21

481.2

1-Methyl-1H-imidazole-4-carboxylic acid
{4-fluoro-3-tiflucromethyb-benzyl}-[3-
{tetrahydro-pyran-4-yh-3-aza-
bicysiol3.1.0Thex-6-yimethyi}-amide

347

330.24

331.2

1-Methyl-1H-imidazole-4-carboxylic acid
cyclohaxyimethyl-(3-methyl-3-aza-
bicyclo[3.1.0hex-6-yimethyl}-amide




1-Methyl-1 H-imidazole-4-carboxylic acid 336 414.22 415.19
[3-(4-chloro-benzyl)-3-aza- bicyclo[3.1.0]hex-6-yImethylj-pentyl-amide
waMgihylel.b-imidazole-4-carboxylic acid 337 400.2 401.21/1m2006/000947

butyl-[3-(4-chloro-benzyl)-3-aza- bégyclo[3.1.0]hex-6-ylmethylj-amide

1-Methyl-1 H-imidazole-4-carboxylic acid 338 398.19 399.14
[3-(4-chloro-benzyl)-3-aza- b icyclo [3.1.0]hex-6-ylmethyl]- cyclo pro pyl
methyl-amide WO 2006/106425 PCT/1B2006/000947 67 Example MW
Calc Mass Spec FUPAC Name Data (M + 1) 1-Methyl-1

4

H

Him

292'48j %lcycloig 1. 0%1

4-carb

gg(:ld

ex-6-ylm

[3VerTPRSFo-
bty (B-ethy

benzyl)-3-aga

AS e 0-23

butyl)-amide 1-Methyl-1

3

H
41 428.2 429

3
1

1;:Methyl-I H-imiidazole-4-carboxylic acid [3-{4sytwdeytitetrstsychrelpijrantn-d-
343 508,23 509.2 yimethyl)-3-aza-higyclo[3{1.0] Hraseagyic acid (»methyk-3-aze-
yImethyﬁ-(S-triﬁIuorome’thoxy benzy?) amide 1-Meatiwesli.0rex-6-yimethyl)-(3-
H-imidazole-4-carboxylic acid |(3-chlo ro- benzyl)i[UthrhWM%WéIde
rg- 344 458.21;459.2 pyran-4- /Imethyl)-3-a::a—blcygjgigr;rgm‘gg(ﬂ_s_aza_
6rylmethyll-amjde 4, 5 373.2 bicyciof3.1.0]hex-6-yimethyl)-N-(1-methyl-
1H-imidazel-4-yimethyl)-benzamide
1-Propyi-1H-imidazole-4-carboxylic acid
352 488,19 489.28 (3-chloro-benzyl}-[3-(3,3,3-trifluoro-propyl)-
3-aza-bicyclo{3.1.0lhex-6-yimethyl]-amide
1~(4-Trifiuoromethoxy-phenyl}-1H-
imidazole-4-carboxylic acid (3-chloro-
353 586.16 587.21 .
benzyt}-[3~3,3,3-triflucro-propyi)-3-aza-
bicycio]3.1.0lhex-6-yimethyll-amide
1-lsopropyl-1H-imidazole-4-carboxylic acid
354 488,19 469.27 {3-chloro-henzyl }-{3-(3,3,3-triflucro-propyl}-
3-aza-bicyclof3.1.0]hex-G-yimethylj-amide
1+[2-{4-Trifluoromethoxy-phenyl)-ethyt}-1H-
355 560.22 £51.35 imidazole-4-carboxylic acid (3-chloro-
| ' benzyl)-{3-propy-3-aza-bicycko]3.1.0lhex-
6-yimethyl}-amide
1-Propyl-1H-imidazole-4-carboxylic acld
356 414.22 418.3 (3-chloro-benzyl)-(3-propyi-3-aza-
bicyclo[3.1.0lhex-G-yvimethyl)-amide
1-(4-Trifluoromethyi-phenyl}-1H-imidazole-
4-garboxylic acid (3-chloro-benzyl)-{3-‘
357 516.1% 517.31

(d

-imidazole-4-
-chloro-benz

~imidazole-4-

raza-bicyclo[3.

carboxylic acid

y)-[3 3-trifl
1. O]hggx§

carboxylic acid

g -ylmethyl]- amlde

340240.16
Joro-p%qopyl)

(3-chloro-bert

411’ 'ia[ethyi 1H-imidazole-4-carboxylic acid

cyclohgxylmethyl-(3-ethyl-3-aza-
1-Methyl-

1.0} ~yimethyl}- am:de

zyl T ?{etra?]exéro -pyran-4

IMethylL H-

1 yl)-3-aza-bicy
Hnidazggg_ﬁ-carb
rq-3-trifluoromethyl-benzyl)-[3

(3,3,3-trifluoro-propyi)-3-aza- k

clo[3.1. O]hex
oxylig,acid (4
342 492.18 4
icyclo[3.1.0]F

“6-yInFethig-Nelprig®y-3-aze-

|-figyeol3.1.0lhex-8-ylmethyl)-N-(1 -meathyl-
03 Hpimidazol-4-ylmethyl}-3-trifluoromethyl-

ex-6-ylmethid]zamiee

propyl-3-aza-bicyclof3.1.0thex-6-ylmethyi)-
amide




1-Methyl-1 H-imidazole-4-carboxylic acid [3-(tetrahyd
ro-pyran-4-yl)-3-aza- 345 478.22 479.2 bicyclo[3.1.0]hex-6-ylmethyl]-(3

\I{H

Wﬁg@ethoxy benzyl)-amide 1-Methyl-1H-imidazoley-gasbR¥pligoacid
uo ro-3-trifl uoromethyl-benzylys[3 346 480.21 481.2

(tetrahydro-pyran-4-yl)-3-aza- bicyclo[3.1.0]hex-6-ylmethyl]-amide
1-Methyl-1 H-imidazole-4-carboxylic acid 347 330.24 331.2
cyclohexylmethyl-(3-methyl-3-aza- bicyclo[3.1.0]hex-6-yImethyl)-amide
WO 2006/106425 PCT/1R2006/000947 68 Mass Spec Example MW Calc

IJPAC Name Datakgvl\\{l + 1) 1-Métays-3reRimidazole-4- -GaERepVigeacid 348
344 % 3 C/clohexylmethy -(@aettyk-Iaza- bi

cyctof3 1 0thexré-ytmethyt)-amide 2-Chloro{N 1(B§Jtﬂqprf1hr¥dgogz&al%zg%lcamd @
426.14 45%7.1 bicyclo O]hex-6 y[l%e:}pyl) IN-(1- oro)éenzylﬂa Mhpyt-3-aza-
idazol-l?-ylmethyl) 3- trlﬁuoromethyl enzarmjide bloyclo(3.1 Qlhex.6-yimethyl)-aride
6,7-Dihydro-5HFpyrrolo[1,2-a]imidazole-2- 350 434.19 435.1 carboxylic
ac¢id (3-methyl-8-aza- bicyclo[3.1.0]hex-6-ylmethiff-{@flucromethoxy-benzyl)-1H-
trifluorogpethoxy-benzyl)samide 3-Ghlogo-N-(3-ettrpdazab a8 SR pifor-
373.2 blcyclo[3 1.0]hex- 6 yimethyl)-N-(1-meithiyhzgi-(3-propyl-3-aza-bicyclo[3. 1.0lhex-
HFimidazol-4-ylmethyl)-benzamide 1-Propylq1 H-imidag#leshtarisoxylic
ac¢id 352 468.19 469.28 (3-chloro-benzyl)-[3-(3,3:3-Hflworocpropybyi-1H-
3{aza-bjcyclo[3}1.0]hgx-6-yl methyll-amide | imidazole-d-casboxylic acid (&-chloro-

. 14(4- Trl?ﬁuorom<=thoxy-p'henyl)- §5 586,165 ¥R (ropyl-3-aza-bicyclo3.1.0Jhex-
infidazole-4-carpoxylic acid (3-ch|oro benzyl)-[3-(3, &-yimeihyl)-amide '
3,3-{(fltuoro-pro )yl)_-S-aza blcyclo[B.l.Q]he?(-E -;4;@3&5@9{1]@{%%,@ 4-carboxylic acid
15 'SOWQW -1 H"m'd%{?ﬁ -4-c3 I’bO)gM%%@CId (3-chloro-benzyl)-{3-propyl-3-zza-

bicycle{3.1.0lhex-6-yimethyl}-amide
1-Butyl-1H-imidazole-4-carboxylic acid (3~
362 41422 415.33 chloro-benzyl)-(3-ethyl-3-aza-
bicycio{3.1.0Thex-6-yimethyl)-amide
1-(3-Chloro-phenyl)-1H-imidazole-4-
363 468.15 469.27 carboxylic acid (3-chloro-benzyh-(3-ethyl
3-aza-bicyclof3.1.0lhex-G-yimethyl}-amide
1-Propyl-1H-imidazole-4-carboxylic acid
64 400.2 401.31 {(3-chloro-benzyl)-{3-ethyt-3-aza-
bicycio[3.1.0Jhex-B-yimethyl)-amide
1-§sopropyi-1H-imidazole-4-carboxylic acid
365 400.2 401.31 {3-chloro-benzyl)-(3-ethyl-3-aza-
bicyclo[3.1.0lhex-6-yimethyi}-amide
{-{4-Trifiucromethoxy-phenyl)-1H-
imidazole-4-carboxylic acid {3-chloro-
366 >18.17 519.29 benzylk-(3-ethyl-3-aza-bicyclo[s.1.0lhex-6-
vimethyl}-amide
1-Methyl-1H-imidazole-4-carboxylic acid
' {3-pyrazin-2-yi-3-aza-bicyelo[3. 1.0Thex-6-
367 47218 4734 ylmethyl)-(3-riflucromethoxy-benzyl)-
amide




10

354 468.19 469.27 (3-chloro-benzyl)-[3-(3,3,3-trifluoro-propyl)
3-aza-bicyclo[3.1.0]hex-6-yImethyl]-amide
wolgsas T ifluoromethoxy-phenyl)-ethyl]-1 H- 355 560,22 36483 006/000947

Imidazole-4-ca

rboxylic acid (3-chlego

benzyl)-(3-propyl-3-aza-bicyclo[3.1.0]hex- 6-ylmethyl)-amide 1-Propyl-1
H-imidazole-4-carboxylic acid 356 414.22 415.3
(3-chloro-benzyl)-(3-propyl-3-aza- bicyclo[3.1.0]hex-6-yImethyl)-amide
1-(4-Trifluo ro methyl-phenyl)-1 H-im idazole 357 516.19 517.31

4l-carboxylic ad
rop?ﬁﬁ'—ygllzea-b

id (3- 0-benziysEssrec
cycﬁ(‘)ﬂ%?%%]he -Gytathyl)-

IUFPAC Name

amide WO 2006/106425

f'\-l'll
ata(M+1)1
29.35%hloro-
cyclo[3.1.0]hg

LD.O-AALIAE

P
D
4
1

p0947 69 EXamiple MW Cale
(Butyl-1 H-imidazole-4-carbo
Bq?é-prop?/l-?a-ﬂ&?

benzyl)-
bXx-6-ylmethyl)-amide 1-(4-T
rchioro 359 54

Masshb peorHaieikEGodiarais acid

XyliciagighEBz086824128,p8aze-

bicyclo]3.1.0thex-6-yimethyl}-(3-
ifluoremethestyelienzyiyaidt-

ietazote=4=ca
enzyl)-(3-prog
F(4-TrifiBiorom
60 532.19 53

415.33 (3-chlo
cyclof8?1.0]he

Cid (3 362 414

10l L T
Himethyh-amide—1=tsopropy

boxylc-acid <3
D[3.1.01hex-

yl-3-aza-bicycl
ethoxd®enyl -1H- iffftfazold
propyl-3-aza

8.34 benzyl)-(3-
=tH=imidazot

1dreBy 8 3midazole-4-carboxylic acid

b-yImethybraraietain-a-yl)-3-aza-

-4-cashonyliopeid-{Breiipro-
bicyclal3rdroagxoenzyl-amide

0-benzyl)-(3-pr
bx-6-yitriethyl)-3
1.22 415.33 chl(

bpyl-3-aza-
1midém?[‘?Buty
bro-benzyl)-(3

~A-carboxvii id )
I BO Pkt &

_azzetiding-yl-3-aza:bi A.0[pex-6-
PEsRg S g o iC

_ethg’,‘[’_‘gtﬁg}-g:chmm-benzy&%( ;ég

Cycio[3.1.0]h¢
63 468,15 46

b
b
1
3
6
b
a
b
3
3taza-bicyclo[3

eX-6-yImethyl)-g
D.27 carhoxylic
.1.0]h ex-6-ylm

imide 1-(3-C
acid gggghlorc
ethyl)-amide

hlerozRheaxlslHAmidazalends-
-RenZy {3 -EdAMzn-5-yiymethyly-1H-

imidazole-4-carboxamide

Melling points were taken with a Buchi micro meiting point apparatus and
uncorrected. Infrared Ray absorption spectra (IR) were measured by a Shimazu infrared
spectrometer (IR-470). ‘H and '°C nuclear magnetic 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 tetramethylsilane (5). The peak shapes are denocted as follows: s, singlet; d,

doublet; t, triplet

. m, muttipiet; br, broad.

The invention described and ciaimed herein is nat to be limited in scope by the
specific embodiments herein disclosed, since these embodiments are intended as ilustrations

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 o those

shown and described herein will become apparent to those skifled in the art from the

foregoing description. Such modifications are also intended to fali_within the scope of the

appended claims.




1-Propyl-1 H-imidazole-4-carboxylic acid 364 400.2 401.31
(3-chloro-benzyl)-(3-ethyl-3-aza- bigyclo[3.1.0]hex-6-yImethyl)-amide
1-Isopropyl-1 H-imidazole-4-carboxylic acid 365 400.2 401.31
(3-chloro-benzyl)-(3-ethyl-3-aza- bicyclo[3.1.0]hex-6-yImethyl)-amide
1-(4-Trifiuoromethoxy-phenyl)-1 H imidazole-4-carboxylic acid (3-chloro-
366 518.17 519.29 benzyl)-(3-ethyl-3-aza-bicyclo [3.1.0]hex-6-
ylmethyl)-amide [-Methyl-1 H-imidazole-4-carboxylic acid 367 472.18
473.1 (3-pyrazin-2-yl-3-aza-bicyclo[3. 1.0]hex-6-
)-(3-trifluoromethoxy-benzyi)- amide WO 2006/106425

PC 06/000947 70 Example MW Calc Mass Spec IUPAC Name
Data (vferzyupdvethyraa-imidazole-4-carboxylic acid. [3-(1
H-benzoimidazot-2-yl)-3-aza- 368,.510.2 511.2
bicyclo[3.1.0]hex-6-yImethyl[(3 ifluoromgthoxy-benzyl)-amide
1-Methyl-1 H-imidazole-4-sarbexylic aci¢ [3-(1-methyl-azetidin-3-yl)-3-aza

.2 bidyslo[3.1 h\x 6 hyI] (3- trifluo

romethoxy-benzyl)-amlde ethy¢% Ridazo le-4-carboxylic acid 370

ro- benzyl) amlde N-(3- ro-4-f| uo ro benzyl)-N-((3-methyl-3 371

() 1, m&kan-6- -yl)methyl)-1 H-
|m|dazole 4 carboxamigle Méjting points were taken with a Buchi micro
fcorrected. Infrared Ray absorption spectra
(IR) were measured by a~xgHimazu infrared spectrometer (IR-470). 'H and
73C nuclear magnetic resi)nance spectra (NMR) were measured in
CDCI3 by a Varian NMR spectrometer (Unity, 400MHz for 'H, 200MHz for
t3C) 5 unless otherwise indigagg:and peak positions are expressed in

parts per million (ppm)
wherein Ri represents a heteroaryl selected from the group consisting of: tmidazolyl,

thiazolyl, pyridyl, oxazolyl, pyrazolyl, triazolyl, oxadiazolyl, quinolinyi, isoxazolyl,
pyrroloimidazoyl, and thiadiazole, wherein said heteroaryl is optionally substituted by
one or more substituents selected from -OH, -NRsRs, halogen, (Ci-Cealkyl,
{Ca-Ciolcycloalkyl, (Ci-Celalkoxy, (Ci-Cizalkoxyalkyl, (Cr-Colhydroxyalkyl, (Ce-Croaryt
and benzyl

Rz, Ry and A independently represent H or (Ci-Celalkyl, wherein said alkyl is
optionally substituted by one or more -OH, (Ci-Ce)alkoxy, -NRsRs or halogen:;

Q represents -(CHz)n-, wheren =1, 2, 3or 4 or (CH2)n-0O-, where m = 2, 3 or 4

Z represents (Cs-Craaryli {Cr-Celalkyl or (Ca-Caleycloalkyl;

R+ and Rs each independently represent H, halogen, (Ci-Cslalkyl, (Ce-Crabary],
(Ce-Cialaryloxy, (Ci-Celalkoxy, (3-10 memberedtheterocycloalkyl or (Cs-Caleveloalkoxy!
wherein Rq and Rs are optionally substituted by one or more -OH, {C1-Cslalkoxy, -NRsRs
or halogen;

Y represents -Re, -(CHz)s-Re, “C(Re)s or -CH{Re)2, whereino =1, 2 or &

Re  represents  H, (Ce-Croaryl, (Ci-Crodalkyl,  {CsCiodeyeloaliyl,
{Cs-Crstbicycloalkyl, (Cs-Cisdtricycloalkyl, (3-10 membered)heterocycloalkyl, (5-10
memberedheteroaryl, -C{=0INR7Rs, or -C{=0)OR:, wherein said Re groups can
optionally be substituted with one or more X groups:

wherein X = -OH, (Ci-Cslalkoxy, -NRuR1z, -S09R1s, -C(=0)Rus, halogen, cyang,
(Cr-Calalkyl,  (Ci-Coalkoxvalkyl, (510 memberedtheteroaryl,  (Ce-Ciaaryl,



downfield from tetramethylsilane (6). The peak shapes-are denoted as
follows: s, singlet; d, doublet; t, tripfet; m, multiplet; 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 10 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
int&rfced e et Witkih th&CsCopedsrtddppended claims. 71 CLAIMS 1. A
compoundofEoitnatal s RiiepRu Ry Neits:4drit| EIN(CFOrmiia. (QvliaraitoRkyL,
regresenissadhetaroatyl selasted fromthe.group consistingefdmnidazolyl or

thiazelyls pyrigyli X0l RYHAalYh iKiaz el Adiazet Ui more X
iso%g@gpgyl. pyrroloimidazoyl, and thiadiazole, wherein said heteroaryl is

optionally substituted by .one ore substituents selected from -OH,
NR7RS, Ao oo 0 e TR (o pafcgheoed s
(CITE SRR RT ARG B R BRBRY ATRYE. TSR SRR HY Befizy Ree X
Rs&tA independently represent H or (C:-Cs)alkyl, wherein said alkyl is
optionallysfystituteBiby ormerereriore O s{@kCs)alkbxiy)cMNRIRS or (3-10
halegererédirepresehisSk(CHR)E Wwiheteyats,l (218 Omdriiert@RRIRaQT, or
wheregw akéxaiend; Z represents (Cs Cl4)aryl; (CrCs)alkyl or
(C'Cs)oyclpalion ;R4 and. Re.eachdndensndanty represent b halgagiy, i
(Clreaiation, (S (C5 DIl [T
memberee eterocycloalkyl or (Ca-Cs)cycloa bxy, wherein R4“and Rs
are optiSAAMy &litktituted by one or more -OH, (Ci-Cs)alkoxy, -NR7R8 or
halogen; Y riptEgsttacaRE aceerfablosRes, YCrReYS 8rereH(R6)2, wherein o =
-1, 2o0r 3; Rs represents H, (Cs-C14)aryl, (Ci-Cio)alkyl, (Cs-Cio)cycloalkyl,
(Cs-Cis) bioyolodl ki) (@5-Gisytricyaloaley (@rilOry is defined as in Formula II or
mersherediheterocycloalkyl, (5-10 membered)heteroaryl, -C(=O)NR7RS,
or -C(=0)OR?7, wherein sgid Rs groups can opt;_i{(;_)nally be, substituted with
one or more X group\ﬁédrein & = -OH, (CI-Cs)al . -NRnR12,
-S02R1o0, -C(=O)Rio, halogen, £yano, Ry

R’ 44 Z p
2 o N Re ”m{l/z\ﬁs

i)

A = ’Lﬂ“"ﬂ'

Hiy, o, .M\x\\ﬁ Hy, i, ‘,‘\\K\H

Formulas | Formuks

3. The compound of claim 1, wherein Z is (Ce-Cidaryl, and Bs or R; are each
independently H, halogen, -CFs, -OCF;, (Ce-Cisaryl or (Ce-Cradaryloxy.

4. The compound of claim I, wherein Rz, Rz and A are hydrogen.



(Ci-Cs)alkyl, (Ci-Cs)alkoxyalkyl, (5-10 membered)heteroaryl,
(Cc-Cl4)aryl, 72 (C6-Cl4)aryloxy, trenzyl, or (Ci-Cs)hydroxyalkyl,
wherein R7 and R8 independently represent H, (CrCs)alkyl,
(Cs-Cs)cycloalkyl, (5-10 membered)heterocycloalkyl,
(C7-Cs)hydroxyalky, (5-10 membered)heteroaryl or (Cr Cio)alkoxyalkyl;
wherein R7 and Rs may optionally be substituted by one or more X
groups; or R7 and Rs 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
(CidcShalrRyrreeRd chdgtoalkyieTae10 nfelfbEredietetocycoatakyl. a (3-6
(C_neahpipdissgraiksioi10 merfberEehateroakyl owifGeio)alkexyatioplly
whexeintiRid anichRégrinoie pendantlyeprese \CHLAGEES)alkyl,
(C3-Cs)cycloalkyl, (5-10 membered)heterocycloalkyl, (CrCs)hydroxyalky,
(5-20rmembsiadieiamarvhor(GL:Ciglalkgyyalkyl; or pharmaceutically
acceptable salts or solvates thereof. 2. The compound of claim 1, wherein
the,%‘ereoch%gstry is defined as in Formula Il or Formula Ill: R 0 Ft 0
~~ Ra BEVERSRS RGNS 1 Hyrr,,,. o~itt!H 11 Formula I
Formula M. 3. The epmponnd of claim 1, wherein Z is (C6-Cid)aryl, and
R4 or R5 are each ind&pendently H, halogen, -CF3, -OCF3, (Ce-C14)aryl
or (C6-Cl14)aryloxy, 4. =gompound of claim 1, wherein Rz, Rs and A
are hydrogen. 73 5. The co °ndf8f Claim 1, wherein Y is a
(Ci-Cs)alkyl, a (Cs-Cs)cyctealkyl, a (3-6 membered)heterocycloalkyl or
-CH2-(Cs-C6)cycloalkyfwiretein, ¥-Ts\qptionally substituted by halogen,
OH, -S02Rio, -C(=O)Rio or -GI2CH2CFs. 6. The compound of Claim 3
wherein R1 is imidazglyl. /& A gompound having the following formula: R,
QR~ A

Rg, Ra and A independently represent H or (Ci1-Calalkyl, wherein said alkyl is
optionally substituted by one or more ~OH, (Ci-Ce)alkoxy, -NR7Rs or halogen:

Q represents -(CHg)a™, wheren=1, 2, 3 or 4 or -(CHo)n-O-, where m = 2. 30r 4

Z represents (Ce-Ciraryl, (C1-Cslalkyl or (Cs-Caeycloalkyl:

R4 and Rs each independently represent H, halogen, {C1-Csalkyl, (Co-Cralaryl,
(Ce-Crsdaryloxy, (Ci-Cslalkoxy, (3-10 membered)heterocycloalkyl or (Cs-Csleyeloalloxy:
wherein Rs and Rs are optionally substituted by one or more -OH, {C1-Ce)alkoxy, -NR7Rs
or halogen;

Y represents -Re, “(CHa)oRs, -C(Re)s or "CH(Re)2, wherein o= 1, 2 or 3;

Ré  represents H, (CoCigaryl, (Cr-Ciwalkyl, (Cs-Cioleyeloalkyl,
(Cs-Cralbicycloalkyl, (CsCisltricycloalkyl, (3-10 membered)heterocycioaliyl, (5-10
membered)heteroaryl, -C(=0)NR+Rs, or -C(=0)OR1, wherein said Re may optionally be
substituted with one or more X groups; :

wherein X = -OH, (Ci-Cajalkoxy, “NR1uiRiz, “SOzRis, -C(=0}R 10, halogen, cyano,
(Cr-Coalkyl, (Ci-Ciodalkoxvalkyl, (5-10 membeye drheteroaryl,  {(Cs-Cigaryl,
(Ce-Cralaryloxy, benzyl, or (Ci-Celhydroxyalkyl:

wherein Ry and Re independently represent H, (Ci-Ca)alkyl (Cs-Cs)eycloalkyl,
(6-10 memberediheterocycloalkyl, (Ci-Csthydroxyalky, (5-10 membered’heteroaryl or



H N R2, R3 and A independently represent-H or (C,-Cs)alkyl, wherein said
alkyl is optionally substituted by ongsor more -OH, (CrCs)alkoxy -NR7Rs
or halogen; Q represents -(CH2),; , wheren=1, 2, 3 or 4 or -(CH2)m-O-,
where m =2, 3 or 4; Z represents (C6-C14)aryl, (C1-Cs)alkyl or
(Cs-Cs)cycloalkyl; R4 and R5 each independently represent H, halogen,
(C -Cs)alkyl, (C6-Cl14)aryl. (Cs-Cl4)aryloxy, (CrCs)alkoxy (3-10
membered)heterocycloalkyl or (Ca-Cs)cycloalkoxy; wherein R4 and R5
are optionally substituted by one or more -OH, (CrCs)alkoxy, -NR-,Rs or
halo en Y represents -Rs, -(CH2)7-Rs, -C(R5)3 or -CH(Rc)2, wherein o =
of ! af*«‘%"?éﬁﬁés‘é?ﬁ’?*ﬂ Keel f@mm@(@%@ﬂ@)awmted by one or more X
(C%@}cycloalkyl (Cs-Cis)bicycloalkyl, (Cs-Cis)tricyeloalkyl, (3-10
memberedyheteradyclaatiogl, (5l he-membered neieroaryh nC{=NRAR Sy
or f=Q)OR faavherainsaic e may Lrtionalnhe sybstitvies with,.0ns.0%
Moje,%,groups; wherein X = -OH, (CrCs)alkoxy, -NRnB12, -SO02Rio,

-C(O)Rio, h}'ogﬁn A &C' Galalky écﬁ%%z ety 5 S, @0

membered)heteroaryl, (C6-Ci a onxy

(CrE8 ebeléfr SRR Gottstein R é%& Hﬁ%peﬁo“@ntl??ﬁb?é@g?ﬁwarﬂ or
(Ci‘es 9WT@§}@%)cycloalkyl (5-10 membered)heterocycloalkyl
(CrCs)hydrizryaiidy: (53R rhambetedt)hetercany Fot ZA (@ Cid)alkanxyalityhl,
whéreih RembnrddRs:may-bptighally-bersubstitiked(bycoRe e O X oaryt or
groups;.nukR&anghRs together with the nitrogen in which they may be
attached rgayh form.a«3ak0.0emberadingterosycloalkyl group optionally

substituted by one or more X groups; wherein Rio represents

(Ci- C Ikz/ cIoaIkyI (3-10 membered heterocycloalk
(C1 Csékiﬁyﬂr VELA afﬁ Fnevf%‘”@f’éd%hlété?ga%‘f 8 (é‘?éy@)a‘fk ARyfach
whé‘?@‘?ﬁe}?ﬁ’ﬁﬁgﬂf’z’%ﬂe%ﬁdéﬁw (Fesfratsant | (QCrasyzing,

(Cs-Cs)cycloalkyl, (5-10 membered)heterocycloalkyl, (Ci-Cs)hydroxyalky.
(5- 0 inrembered)tieterodrylere¢CHCh) alkdox yadkykiogqpharmaceutically

acceptable salts or solvates thereof. 8. The compound of claim 7, wherein
Z isi(ChChMamlandRéor ReAle each @d@&ﬁmemb/ Byhalogen. . (20
Crie QR GohdanLer (el dandon. 2. the.comeound ol cajm

erein R ar ro ompound of CfTamIi]
Whereic’ﬁi ey a(%% “E&alkyl Seg%%é% yé?b&ll%ﬁ }ng

membered)heterocycloalkyl or -CHs-(C2-Ce)cycloalkyl; wherein Y is
optiondlly supstndtet By iralogerr OHsaSEPRIGLLC (= GYRiddrom the group
CH2GHR2EFL:
1-Methyl-1H-imidazole-4-carboxylic  acid  (3-aza-bicyelo[3.1.0lkex-6-yImethyl)-(3-
trifluoromethoxy-benzyl)-amide Hydrochloride;
1-Methyl-1H-imidazoie-4-carboxylic ~ acid  (3-aza-bicyclo{3.1.0lhex-6-yimethyl)-(3-
trifluoromethyl-benzyli-amide Hydrochloride;
1-Methyl-1H-imidazole-4-carboxvlic acid  (3-aza-bicyclol3.1.0lhex-6-vimethyl)-(3-
chioro-benzyl)-amide Hydrochloride;
1-Methyl-1H-imidazole-4-carboxylic acid  (3-aza-bicyclo{3.1.0Jhex-6-ylmethyl}-(4-
fluore-3-trifluoromethyl-benzyl-amide Hydrochloride;
1-Methyl-1H-imidazole-4-carboxylic acid (3-aza-bicyclol3.1.00hex-6-ylmethyl)-(3-
chioro-4-fluoro-benzyli-amide Hydrochloride;
1-Methyl-1B-imidazoie-4-carboxylic acid  (3-aza-bicyclo{3.1.0lhex-6-yimethyl)-(4-

fiuoro-3-isopropoxy-benzyl}-amide;



11. The compound of Claim 1, wherein said compound is selected from

- the group consisting of 1-Methyl-1H+4midazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3- trifluoromethoxy-benzyl)-amide
Hydrochloride; 1-Methyl-IH-imidazoie-4-carboxylic acid
(3-aza-bicyclof3.1.0]hex-6-ylmethyl)-(3- trifluoromethyl-benzyD-amide
Hydrochloride; 1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3- chloro-benzyD-amide
Hydrochloride; 1-Methyl-1H-imidazole-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyD-(4-
f|uo]raﬁaﬂtf%%rﬁiﬁ@ﬂ%ﬂ/%@ﬁw)wam@él%ydﬁ%emdﬁ@em 1.0Jhex-6-ylmethyD-(3-
1-MethykatFHormitixoiehadrboidgic acid
(3-aZde<bigyclofBid@]hex-Giykviethybid 3<choia-iflisarothenzyh-amide-(2,o-
Hydiechiaride; i Meathyl LEimmidazaie-4-carboxylic acid

(3 qzi@emmp{ﬁlaaQibﬁ%aﬁbyim%thy%é flyQrg:3s| §&9{99%%}?§“E¥elhy1> (3

ycﬁ,hmyml Mﬁtg{l -1H-imidazole-4-carboxylic acid
(3 azg-hicyclof3 “yimethyl)-(3-

cyc}open };OXyrﬂdﬁaoo? 61 baéFﬁQNBCamlﬁ%d (3-aza-bicyclo[3.1.0Mhex-6-yimethyl)-[3-
1-Methy i brenerbekyhc aefil-amide:

(3-d2ebicy&lo[3 - mmOHelk-6ophneathiyl)-[8if2, 23-aza-bicyclo!3. 1.0)hex-6-ylmethyD-{3-
dimethylepflopoxysd-uord-benzyl] -amide;
1-MethylHeimicazales4-carbaxylic acidyRraza-bicyslQl3ed-Mhnyt-3-aze-
6- ylm%mﬂ)z@n&y@;@lepesvtﬁﬂﬂug@e&%%&wﬂsﬁe

H:imidazole-4- Qax lic ac
M%L}gl mlcgzoleﬂlal cagbo me'?/h N [3 ﬁldz 5. tI‘IﬂU(S (gclopenty}methyi 3-aza-

Itrl g "P ‘?H’i sy “%Pﬁf&@eff‘ﬁ’e?ﬁwi) amide;

H- %M&%]é‘ﬁ%’é‘?ﬁﬁl‘éﬁué%&”(% -aza-Bie§clo[3. BuyHesrengtiestgapgdt (3-(+
(2, 2riflurifiuorocetisytylb ereeyiicralnide OhheMethykikimididzole-4-carboxylic
acid -{8sdytigpiopidmiethyd:Beaada- bigyelo [3chlb}o-benzyl)-(3-cyclopropylmethyl-3-
hexaGrytsetiyb) o(8:trifl uaramethaxy:benzyl)-amide;

1-Methylritrimidazgie- &I@@;mxyé@daqg&ﬁo%%gwm&tmtﬁ,ﬁl&%1 3-aza-

bIC){)(}JQ([I% g_ioéﬁgééa Mn@%gtﬂyl)n@ trifluoromethoxy-benzyl)-amid
I | - Erlllda oI -4- ca box lic aC|d (3 trlfluoromet §<y benzyl)-[3-(4-

“ime azo e d[3 1doc]‘PI8§é3 geg} %ﬁ] r%{iaoénet oxy-

trlfluoromet OXYy-
1-MstE f’—lﬂfﬁmm‘"ﬁﬁ‘aié z%éa’f@oxém gigmide:
(3 -chirGedeRA by tieprapliimethyl-3aciza-bicy cl f3ian@pyimethyl-3-aza:
hex:ByyleHetiip=dmideh NMathylf kkimidazoberdybabaxylic acid
(3-chloranberzy)d(3-ryclaperiimatyl«3waza-shieyslg 35l Qhex-6-ylmethyl)-
hex-GaymethybBmide: L Metvlkimidazole-4-carboxylic acid
(3 4t th ben aza )
1 e ?L‘Eyj ar%%%ifi‘ﬁy e A AR R o
(3- CIyC et% E)%l 1m1dazoie€ -carboxyli id (5- - -(3- -Graza-
M vlie aci 3-chloro-benzyD-(3-ethyi-3-aza
bicyclo{3.1.0lhex-6-yimethyl)-amide:
1-Methyi-1 H-imidazole-4-carboxylic acid (3-ethyl-3-aza-bicyclo[3.1.0Jhex-6-ylmethyl)-
(3-trifluoromethoxy-benzyi)-amide Hydrochloride;
1-Methyl-1H-imidazole-4-carboxylic acid (3-methyl-3-azabicyclo[3.1.0hex-6-
vimethyl}-(3-triftuoromethoxy-benzyl)-amide:
1-Methyl-1H-imidazole-4-carboxylic acid (3-ethyl-3-aza-bicyclo[3.1.0lhex-6-ylmethyl)-
(3-trifluoromethyl-benzyl)-amide;



bicyclo[3.h0]hex-6-yImethyl)-(3-trifluoromethyl-benzyl)-amide;
1-Methyl-iH-imidazole-4-carboxylic agid
(3-ethyl-3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-
(4-fluoro-3-trifluoromethyl-benzy])-amide;
1-Methyl-IH-imidazole-4-carboxylic acid
(4-1luoro-3-trifluoromethyl-benzyl)-(3-methyi-
3-aza-bicyclo[3.1.0]hex-6-yImethyl)-amide;
1-Methyl-ZH-imidazole-4-carboxylic acid (3-chloro-benzyl)-(3-ethyl-3-aza-
bicyclo [3. 1. 01 hex- 6-yImethyl)-amide; 1-Methyl-1
H-itmidkizoiéinbrsds iedokt (8- ethyleB-aza-Bieyshol33 1A hexci6ls ndbitiy ) -
(3-wifheonorrethtuordberigylleamidentiydrochloride;

1- M%ﬂﬂHﬂmm@@%%i@y“c aeid (3,5-dichloro-benzyl}-(3-methyl-3-aza-
(3-methys3-aza-bioyelals 1.0lhex-6-

ylmle E)ﬂ? Qériflu&% g{pgt %X% tl)enzyl a ide; {3 1chiur0 benz [(ﬁef:}gl?} aza-

1- Me }/ Idazole oxylic acic 3 ethy -aza- blcy 0

e B SRS CE B RER SR Simide- 76

1- Me‘lﬂ,?ylpjﬂ_ I]'mﬁié%é aaggpéjhg(ympg cids ehloro-4-fluore- benzyl)-(3-methyl-3-aza-
(3-MriethyR3-drexbicyeitid) Rothex-6- yimethyl)-(3-trifluoromethyl-benzyl)
-amidetidyiMBthyibddlemideneleed-catboxyliemeit-4-fluoro-benzyl)-(3-ethyl-3-aza-
(3, 5:diabloreiherayh(8rnethy=3-aza- bicyclo[3.1.01
hexr%é/t!ﬁﬁ}ﬁiﬁylﬁlﬂ%ﬁ% c]ml\l{lﬁgh%l -1H- ng&gazole(g, &%&%gﬁ}%lget}]yl -3-aza-

9 gen@{{ g -6 h -3-aza- bicyclo[3.1.0lhex- 6-ylmethyl)-amide
myc 0orlil 1- Me}"h 1Ha¥?m|dazole 4- §arbo>éyllc acid

(3 ch R IR e Cﬁr FINSthy19S aZ 3 BRI 3T G Picyelold. 1.0lhex-6-
hex: B )ﬂ)‘ﬂé}ﬁ‘ﬁ’d@&/f’ivléﬁfﬁiﬁﬂﬁﬂniﬁ?rdazole 4-carboxylic acid
(3- éh%ﬂ%md%éaﬁ;ﬂ?rngemyl 3zrh- b 1@ychion]@elbdnekd- Gaphi-3-aza-
ethyyduisidelhi:MethyliHeamitazole-4-carboxylic acid
(3-ahlesmshenzyi{-methyo3yaza- bigyelo [3.1Q]dexm-bniimethyDnamidg;
1-Mgthyli-smidazale-dsearhoxylic acid
(3-6121% q ﬁiﬂnﬁiﬁ%ﬁ Qlcsz‘glo[gl O)hex (3,4-dichloro-benzyb-{3-methyl-3-aza-
yh&) Xﬁ) ﬁ—l lllfgggrqmeth enzy amlde

|m|da 0 e ca oxyllc acid
(2,4 a/fﬁ SroipeiA D s mbaiea-aza Hicy cldg 4 dicgiprobenzayb-(3-ethyl-3-aza-
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ylmﬁjthgol (§ trlfbuoriomethgxy g@.%%‘%?é“;c f?f |a82?%eex£}%Z Ct Er?%,%ﬁ){&"i &%ex e

fluor - -met OXY- enzy
ethyz 3 fuoroh‘%%ﬁ’% B ERF-ARYe: Thiazole-4- carboxyllc acid [3-(1
Fnﬁfdzé%rbéxillﬁ?é]th&ﬂ)qgl% %W}ﬂ%{}ﬁ i@}h@f@cb 3.1.00hex-6-ylmethyl)-

6-yliathyToEethifiudromdthoids:benzyD-amid e; Thiazole-4-carboxylic acid
[3-(rchibra-thiazel:b-yimethyd)d 3-aza-bicyclof3y1- Ojhexi &% - yhaethyl-aza-
-(Strfagromaihexyrbenzyl)s anmdeomethoxy-benzyl-amide:

Thiazole-d-carboxylic acid [3-(1H-indol-2-ylmethyl}»3-aza-bicyelol3. 1.0l hex-6-

yimethyl]-(3-triflucromethoxy-benzyl)-amide:

Thiazole-4-carboxylic  acid [3-(3-cyano-4-flucro-benzyl)-3-aza-bicyclol3.1.0lhex-6-

ylmethyl]-(3-trifiuoromethoxy-benzyl}-amide:

Thiazole-4-carboxylic acid {3-(1H-indo}-5-ylmethyl)-3-aza-bicyciol3.1.0thex-6-

ylmethyll-(3-trifluoromethexy-benzyl)-amide;

Thiazole-4-carboxylic acid  [3-(2-fluoro-4-methoxy-benzyl)-3-aza-bicyelol3.1.0)hex-6-

ylmethyl]-(3-trifluoromethexy-benzvl -amide:

Thiazole-4-carboxylic acid [3-(1 H-benzoimidazol-2-ylmethyl)-3-aza-bicyclol3.1.0lhex-

&-ylmethyH-(3-trifluoromethoxy-benzyl}-amide;

Thiazole-d-carboxylic acid [3-(2-chloro-thiazol-5-ylmethyl)-3-aza-bicyelol3.1.0}hex-6-



Thiazole-4-carboxylic acid [3-(4-chloro-1-methyl-I
H-pyrazol-3-ylmethyl)-3-aza- bicyclg1
[3.1.0]hex-6-ylmethyl]-(3-trifluoromethoxy-benzyl)-amide;
1-Methyl-iH-imidazole-4-carboxylic acid
[3-(2-hydroxy-indan-2-ylmethyl)-3-aza- bicyclo[3.1.0]
hex-6-ylmethyl]-(3-trifluoromethoxy-benzyf-amide;
1-Methyl-IH-imidazole-4-carboxylic acid (3-chloro-benzyl)-[3-(1-hydroxy-
cyclohexylmethyl)-3-aza-bicyclo [3.1.0] hex- 6-ylmethyl] -amide;
1-Methyl-1H-imidazole-4-carboxylic acid (3-chloro-benzyl)-

[3-(2oylirbky LhiftarenRthplrribehst ) 8nidga-bicyclo [3.1.0] hex-6-yimethyl]
-amidezdle-Mettykyiid -inaittaz ole {4-tarboxyliehatid H-pyrazol-3-yimethyl)-3-aza-
[3-Glchyslroxyieyelohexyimethndradahory-benzyh-amide;

blcycmkm AihexGayimetbyll & triflygrometyRanzylsamidSimetnyn-3-aza-

Meth éH dmég% y r!:;eetﬂ' ﬁng[ﬁ ﬁ%ltl}cog%‘gloxy benzyl)-amide:

[3-(1- f n){g Hent aza-

bicydo[3" >f)é]{hex B STV -tnfluor%rﬁlethyl ber gl 13 CRhathgr
-IHETR %Téetﬁll"@agrﬁﬁkgf‘l‘i&c@ d-PRoeyiéisreibylietiii-3-aza- bicyclo

[3. 1. &R -Biymmdstol)4 (@utrofitioronvetidy |- D8 akiphedmmic®; [3-(2-by droxy-indan-2-
1-MéthyisLH-imitazéie-4Gabexyhetagidamide:;

cyclahexyl mﬁﬂh{&i@ﬁ@ﬁ@ﬁ%}d methyd -3- [_@“Z_ﬁhbi@&@,l@yclohexylm_ethyl)_' 3raza-
[3. lﬂq{;}uwawomgsz%tmzzaml@em&rmmyéﬁwﬂmg%%ﬁr Carboxyhc acid

[3-( [ aamet] " 3 -azay bic c 3 1%}KO%hC
-(3- %r}ﬁ%g{%ﬁt oxY; Aidsdl quXV id e 1 Meb%hg H- ?n(}zrlazoe El c%r%éyf%

aci i%c rl |uoroer)ﬁe?£1me£%¥e% Pl T@“{'ﬁ‘%}@ ?rl?lZJ B98pyl)-3-aza-bicyclo[
3.1 0 R imeasgR ai‘ﬁﬂ[lﬂéy i°)_Methylgiftimidazol& el aBbkEaLiRze
(3- M@ﬁeﬁ%@cézﬁn@t&y&@[@iﬁ@m%ﬂ benzyl-amide;
yimetliyh»{3Hritudromethodxysbenzytisamigdohexylmethyl-(3-cyciopropylmethyl-3-
1-MethyklHoimidazolerinearhoxylic.acid
(3-ayolahutyli3aaadicyclaldhi0lhexg: Yimethy:(strfugramethoxy-be,.
nzyacﬁmgd?mew@énx&ﬂdn"e@'gr@fm!%me% Rolicagid,

[3 (4]\%~I Orlolgenz ? %%?EOK)R{C ol3.1 Odl ex 6 }/rrg?c}nbetl]o benza}) 3-(3,3,5-

-cyclohe ymeilﬁy “amidé’ ei“hyl -i mldazofe caci
[3 (Elﬂwoez S é?éheﬁléyé’l’bet%"ﬂ opide:
@ﬁlﬁfm&ﬂﬁ&}ﬁé&{ﬂﬁ&dﬁﬁ?ﬁ@t%xng@nzyf)iayﬁim@myi 3-aza-bicyclol3.1.0lhex-6-
1,5?@%&%3@%&@@#@@&@:&%@@&6 acid (3-ethyl- 3-aza-bicyclo[3. 1.
0] hex@rnyimethyd)£(8-trifluearemethoxydoenzyh)-asmide;s-aza-bicyclo(3.1.0thex6-
5-Meathyljsaxazolerdncalhoxylic.acid{3-ethyl-3-aza-bicyclo[3.1.01hex-
6- ym&h}gjﬁl@ ulfd ﬁL%&EOAPEQJﬂB Mcb%qayl)r%!%?dro “benzyl}-3-aza-bicyciol2.1.0)hex-
5-Pyc r‘?’%l Ig%vyc e- -cal‘? X)éllca‘ acid
(3-e -aza-b |cycfor[§ Aex- ylmethy(li) (3-
trlflué\fy HEtHAXYBEASIEARINEE Thiaz8fal4-carbBx§ie Gefy ey lopentyD-8-aza:
(3- M%&EP&TSXF G)ﬂ‘ﬁ%@i‘y@ -{litrethy iy i Tez gpamide:
isopropoRytbenAtyamidecdhiarale-4-carboxylié-abid 3-aza-bicyclol3. 1.0lhex-6-
(3-azachiey clojBilvaheX-6-meathubhi@-cyclopentyloxy-4-
b-Methyl-isoxazole-3-carboxylic  acid (3-ethyl-8-aza-bicycio[3.1.0]hex-8-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide;
5-Propyl-isoxazole-3-carboxylic acid (S-ethyl-3-aza-bicyclo{3.1.0lhex-6-ylmethyl}-(3-
triflucromethoxy-benzyl)-amide;

Thiazole-4-carboxylic acid (3-aza-bicyelol3.1.0lhex-6-vlmathy)-(4-fluore-3-



fluoro-benzyl)-amide; Thiazole-4-carboxylic acid
(3-aza-bicyclo[3.1.01hex-6-ylmethy8s[3-(2,2-dimethyl- propoxy)-
4-fluoro-benzyl] - amide; Thiazole-4-carboxylic acid (3- aza-bicyclo [3
.1.01 hex-6-ylmethyl) -(3-cyclohexyloxy-4- fluoro-benzyl)-amide;
1-Methyl-IH-imidazoie-4-carboxylic acid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-(3,5- di chloro-benzyl)-amide;
1.-Methyl-1H-imidazole-4-carboxylic acid
(3-isopropyl-3-aza-bicyclo[3.1.0]hex-6-
ylmethyl)-(3-trifluoromethoxy-benzyl)-amide; Quinoline-2-carboxylic acid
(3-SR PAtBiEVEeS. 1.0lhex-6-yImethyl)-(3-
trifliiloroniretharmpbinzidamidezPyiridiings: 2-cheh exyiie: @it (3-cyclopentyloxy-4-
(3-athyd-B-aza-hicyelo[3.1.0]hex-6-ylmethyl)-(3- trifluoromethoxy -benzyl)-
amud@azéré\ae-my&ﬁ%xazq@a?) CREROXMIEREI 1 olhex-6-yimethyD)-[3-(2,2-dimethy)-

<3- i . 1.01lhex- 6- -ylmethyl)-(3-
tnfl}?gmiﬁ @EQOR %ggi%S rguqe 5- Ethyl 30X zole-3-carbox3,lic acid

(3- et az“%r cIo[ %O]hex RO Pt fitirghyD (Feyclohexyloxy-4-
me 8 DY )?1171 fhide; Quinoline-4-carboxylic acid
(3- étpfg@r}gldﬁuméwp@[gcgr@?hjéx.ﬁ yz\m;bth@a(@-bmyc}o 3.1.0lhex-6-ylmethyl)-(3,5-
 trifldohdmetirextydseneyl)-amide; 5-Cyclopropyl-2H-pyrazole-3-carboxylic
acid-{B@thyH3rmza-hicyelobds1i0]hex:6myImethyb 3 IWaricyclois. 1.07hex -
meynggﬂg@qm%ﬁu@%m&‘lbg]ggm@y&lH-pyrazole-3-carboxylic acid
(3- %}Q}’Jﬁl@% pﬂ&%ﬁl? [3.1. 0?1c1%X -6- afal':btlﬁyﬁl 0l3.1.06hex-6-ylmethyl)-(3-

yIme féﬁ |qu rom%tho % enzyl)- amldle

5-me Fazéjlzg carboxylic acid (3-ethyl-3-aza- blcyclo[3 1.0]hex-6-
(% Cﬁ%%}gmethoﬁg}dbenzw s aze bicyclol3.1.0lhex-&-ylmethyl)-(3-

4 M@ﬂwromtwmh%bé) 2uedtboxylic acid

(3-6tMdBlazadity eloBdkQihexs<B-ylBettyl)a-aza-bicycio[3. 1.0l hex-6- Vlmethyl) {3

(3-tifluoramethoxy-henzy)samide; 5-Propyl-isoxazole-3-carboxylic acid

(3-ethyi31aza-Ricyelols. 101 hex-6- w@ﬁmﬁl)azgsmwclo [3.1.0lhex-6-ylmethyl)}-(3-

trlflﬁ%gmmgvlggmﬁl)agmlde 5-Isopropyl-2H-pyrazole-3-carboxylic acid

(3- -3-aza a-hic Io[310h
%‘-lh% tl’ﬁ éo%%methoxy %enzyl Sa%‘%}iid] 3-aza-bicyclo[3.1.0lhex-6-ylmethyl}-(3-

f‘ﬁgle FEP6IEYS- 25 HBxylic acid (3- ethyl -3-aza-bicyclo[.3.1.0]hex-
6 yﬁﬁéﬂ%ﬂﬁ‘lp %ﬂfﬂ)’é’f%é{ﬁ@k%ﬁ@zybaamme {(3-ethyl-3-aza-bicyelo[5.1.0hex-6-
5-Ethydtxméthyih2rpyrazole:8starbasylic acid
(3-ethylBeaza-tioyctof3: b-0lexy6:93 yimethyl)¢A3hin-toreicyclols.1.0lhex-6-
methaxyhenzyliuvanide,2-soproRykithiazole-4-carboxylic acid
(3 @tm}?}%&ﬂ%ﬁlgﬁa%g]Q%%r‘@o%lﬂlethéd d(3 (3-ethyl-3~aza-bicyclois.1.0lhex-&-
t”ﬂupreotr}?y%t@oé}/ﬂutggé &oxglben?yl) -amide;

4-Methyl-1H-imidazole-2-carboxylic acid (3-ethyl-3-aza-bicyclof3.1.0 hex-6-ylmethyl)>
(3-trifluoromethoxy-benzyl)-amide;

5-Propyl-isoxazole-3-carboxylic acid  (3-ethyl-3-aza-bicyclo{3,1.00hex-6-ylmethyD-(3-
trifluoromethoxy-benzyl)-amide;

S-lsopropyl-2H-pyrazole-3-carboxylic acid (3-ethyl-g-aza-bicyciol3.1.0)hex-6-
yhmethyD-(3-trifluoromethoxy-benzyl)-amide!

I-Methyl-1H-pyrazole-3-carboxylic acid  (3-ethyl-3-aza-bicyclo[3.1.0)hex-6-ylmethyl)-
(3-trifluoromethoxy-benzyD-amide;

5-Ethyl-2-methyl 2H-pyrazole-3-carboxylic  acid  (3-ethyl-3-aza-bicyclol3.1.0lhex-6-



1-Methyl-1H-imidazole-4-carboxylic acid
(3-ethyl-3-aza-bicyclo[3.1.0]hex-6-yfgethyl)-
(3-trifluoromethoxy-benzyl)-amide; Thiazole-4-carboxylic acid
(3-ethyl-3-aza-bicyclo(3.1.0]hex-6-ylmethyl)-(3-
trifluoromethoxy-benzyl)-amide; 5-Chloro-pyridine-2-carboxylic acid (3
-ethyl- 3 -aza-bicyclo[3. 1.01 hex-6-ylmethyl)- (3-
trifluoromethoxy-benzyl)-amide; 1-Methyl-1H-imidazole-4-carboxylic acid
pentyl-[3-(3,3,3-trifluoro-propyl)-3-aza- bicyclo[3.1.01 hex-6-ylmethyl]
-amide; 1-Methyl-IH-imidazole-4-carboxylic acid
(2%%%%@1%1@%@@3}%%@% 85¥9BY1)-3- aza-bicyclo[3.
1.Clhexe®thistioid]<amrigeyticMetdy | {3 Hinridtazolectiedrb byl apidthyt)-(3-
(2-eiihydrbratyit)f31(3,3, B ttifhaoro-propyl)-3- aza-bicyclo [ 3.1.0]
hex:G=yimethyliamice;lMethylaliH-isnidazale 4 1catoxylieaeidyimethyl-
cy@gqgmgy(jmgg;@ 3333 1xifluoro-propyl)- 3-aza- blcyclo[31 0lhex-

6- %Q‘]et ‘Jjamldeﬁl MethXtC!H 'm'd@Z% A.l':?» %%g ?3%(6916}1 &-yimethyl-(3-
trl uoro- propyl) -3-az

b|c BTE"T ﬁ’évx PBAMATRIT amide: 1 Methyl-1H-imidazole-4-carboxylic
acRITUATBEEDS B SBIS-prispy 1) - S-asl BigrchieTaolB. b Uhbrss-dmAratig)
-armiflecriniviéthyld<dtisaizele-4-carboxylic acid

cyclohenyinrethyd 424 ¢3; 3a30tkiflttoropiropy| pedtaza-bicyelo] . bl dpek-3-aza-
6-Wimethyl] camiden k-Methylri-imidazole-4-carboxylic acid

[3- (%MW?E@&B&X&]@ @Zﬂb@%?ﬂg lQL?ﬁ 1(919&%\!1 -butyl}-|3-(3,3,3-trifluoro-propyl)-3-
6- y m [@1%% yé LMt m|d 1.-Methyl-I.H-imidazole-4-carboxylic

aC| enty -propyl)- ,3 trlfluoro propyl)-3-aza-hicyclo [ 3. O
‘35 it é‘fﬁylaiﬁ |r§ﬁ§§%|E“E¥¥g%o?ey|F€%‘é‘”ﬁf propyL”

[3 E&aéh‘fé?]ﬁ Py %’Yla‘?@aﬂléﬁ&%‘lfﬂ[% 1.0]hex- 6-ylmethyl] -pentyl-amide;

- 1-NrétkAviH- Fﬁﬂ@i&@@@é‘f@a\bm&@l@%m@b%%{@é&ﬁﬁﬂa%%ém@t)r@mﬁ'
bicyele[Bid:D] hexibeyltnethytlHamide; 1-Methyl-iH-imidazole-4-carboxylic
acigNB:(4+chiamdenzyl)-3ragadicysio3. LR dhex- Hxylmethylpropyl)-3-aza-
-cygloprepytmethyl-amids;- LMethyl-1H-imidazole-4-carboxylic acid

[3 @I\fhh {q}? dego 9 %aai'bbozlccydo[g Q]h eéutyi {3-(3.58 2-trifluoro-propyl}-3-aza-
- Ime P;Byl 5}% gl g amlde 1- Methyl iIH-imidazole-4-carboxylic acid
r S-[308:3,

(3 c]h?ro Pfioro-propyl)-3 94 a za- blcycle [3. 1.01 hex-
6-yinfsth l%imtﬂ‘é‘oieﬁléﬁtﬁvﬂﬁ it a SURRAE RGN IS Bdigy trifiuoro-propy -

(3- éﬁ@r@ﬁb@aﬁybﬂlseftéw@w@r%w@n 4-yl)- 3-aza-bicyclo
[3.1:Bitex-65y Imisthyl-amitiey EMethy | {1 Heimidazelesd-tarbbiyliolagidhe:
(4-HyaretBririttuasometiylrhenay!)-[3-(3,3.3-
1-Methyl-1H-imidazole-4-carboxylic  acid  (3-cyclopentyl-propyD-13-(3,3,3-trifluoro-
propyli-3-aza-bicyclol3.1.0lhex-6-yimethyll-amide;
1-Methyl-1H-imidazole-4-carboxylic acid [3-(4-chloro-benzyll-3-aza-bicyclo[3.1.00hex-
6-yimethyll-pentyl-amide;
1-Methyl-1H-imidazole-4-carbexylic acid butyl-[3-(4-chloro-benzyl}-3-aza-
bicyclols. 1.0 hex-6-yimethyil-amide;
1-Methyi-1H-imidazole-4-carboxylic acid [3-{4-chloro-benzyli-3-aza-bicyelol3. 1.0lhex-
6-vhmethyll-cyclopropyimethyl-amide;
1-Methyl-1H-imidazole-4-carboxylic acid [3-{4-chloro-benzyl}-3-aza-bicyciol3.1.0]hex-
8-vimethyl]-(2-ethyl-butyl-amide;
1-Methyl-1H-imidazole-4-carboxylic acid¢ (3-chloro-benzyl)-13-(3,3,3-trifluoro-propyl)-3-



trifluoro-propyl)-3-aza-bicyclo| 3.1.0]hex-6-ylmethyl] -amide; -
1-Methyl-1H-imidazole-4-carboxylicacid
[3-(4-hydroxy-tetrahydro-pyran-4-ylmethyl) 3 -aza-bicyclo [ 3.1.0]
hex-6-ylmethyl] -(3-trifluorometh oxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid
(3-chloro-benzyl)-[3-(4-hydroxy-tetrahydro-
pyran-4-ylmethyl)-3-aza-bicyclo [3. 1.01 hex- 6-ylmethyl]-amide;
1-Methyl-1..H-imidazole-4-carboxylic acid [3-(tetrahydro-pyran-4-yl)3-aza-
bicyclo [3.1.01hex-6-yImethyl]-(3-trifluoromethoxy-benzyl)-amide;
1-prethiged phi bz Stelyetatbexidic acid
(4-flubros3Hrfludiometndrbepizy {3 (tettakyydrarpyrantdayydro-pyran-4-y1)-
3-aza-bisyelotd i1l Rkhextbyhineibi.;amide;

1- M@X@ﬂvﬂ-H{lmfﬂm&féa%@f?%y;y&aaqyﬂuom -3-irifluoromethyl-benzyl-(3-(3.3,3-

cygL% met rgethl cI 1. O hex-6-ylmethyl)-amide;
mpy Zole-4- XI %ox efc g 81 %’ioaﬁlex /Imethyl-(3-ethyl-3-aza-

:Z)IC ij _uth azo 4 ci?,nleﬂ' ydroxy tetrahydro pyran-4- ylmethyl)*
IRV 6‘@%lwﬁbléﬁ%ﬁrﬁfﬁﬁmgﬂe&wmw&w@ imethyl- 3-
azd: Nieye i o Boldoplseikeaghpinietad)d (3trifilrardrrettioRy de drey) iemaidero-

1-Propyk tHkumidazeleegdrboxylie:acidmethyll-amide;
(3-chireaybemamiin @ %3:33rbiifloro-prapy)-3- aza-RieyelRul3pdH1488Xs-aza-
6- ygm%tgmlll@mkd@ylmethyﬂ -(3-trifluoromethoxy-benzyl)-amide;

l- ( Mé@%rﬁm&QOXJeQ -CAr oQ l H- ImldadZOIG %ﬁgggog(l\!rlllﬁ acid rrﬁt_ataflhbemyl)

(3- th1I;oro nzyl)- 3- 3, 3btr| Loro- ropy -aza-bicyc o

6-y r%é %a‘?ﬁy “)é(‘%mro“3 5‘3%8% pelibaAR: acid
(3- &%F@’bb}ﬁﬁl‘ﬁ?}(ﬁ@%‘bﬁ}fﬂ%ro pP6idyl)-3-ardeBieybnsthyl-(3-methyl-3-aza-
[3. Dig|HelR-Baieithytietndicenide:
1-[2-2 bl Lidromiethiexyepheryiib) - ethyl}adlli-l imidazdlé4ybachexydietagid-aza-
(3-chlerds benzylj-(3rprepyinidaz a-bicyclo [3.1.0] hex-6-ylmethyl)-amide;
1-Ryepylsik-midaacles4-carbaylic acid(3-ahloro-bepzy!) (3-proRyl:3raza;.-

bi | I
) I(C}fﬁ e l[l),l% %?%gfé fﬁny H}Smél L)n%}rtﬁc;rgmethaxi benﬁy}) arfude cid

Z

(3 _chloro. enzy ropyF’g aza: gcy%cfo 37 T ojRex: % @ﬁﬁétfﬁg}f)’rﬁﬁf‘ajéb &
B/ iy EB’feep HEsBbaMEAcid (3-chloro-benzyl)-(3-propyl-3-aza-

b|C§,éﬁo’féﬁiummgym}?émpglépmﬂewle 4-carboxylic acid  (3-chioro-benzyD)-[3-
1-(&-Fifuidromethosty ben dylj<ibizimittazdiei d-aarboxilie acid
(3-chioperhen Byl 3 prepyld-azac-bicyela]3. 1. Othex-6-ydmethysamidaiuoro-
14431115;ﬂu95@mw@mpm£w&mmﬂmjda@a@ée-4-carboxylic acid
(3- ‘ih@@’l@ﬁ%%%é& herjﬁ) ethyl 1H 1m1da,zo}e 4 carbox lie  ack (3-chloro

|-
prqugz}%qga |cyco; Boxylic acng< E}é‘hr%]o }m%eﬁ zy pfossyﬁrgpgza'

H-|m| azole-A-carb oxy

bicydIBIE OBk E et X‘él]fﬁlde 1-88tyl-1H I?l%ﬁ‘b‘&?oﬁ%“@"&é?@&%ﬁ@ -aza
acigl leRtorBieAzme B eHyIds-aza- bicyclo [3.1.0] hex-6-ylm

ethiifidimideromethyl-phenyl)- 1H-imidazole-4-carboxylic  acid  (3-chloro-benzyl)-(3-
propyl-3-aza-bicyelo[3. 1.0Jhex-6-ylmethyl}-amide:

1-Butyl-1H-imidazole-4-carboxylic acid {(3-chloro-benzyl)-(3-propyl-3-aza-
bicycloll. 1. 0hex-6-yimethyl-amide:

1-(4-Trifluoromethoxy-benzyl)- 1H-imidazoie-4-carboxylic ~acid  (3-chloro-henzyl-(3-
propyl-3-aza-bicyelo{3.1.00hex-6-vimethyl)-amide:
1-{4-Trifluoromethoxy-phenyl)-1H-imidazole-4-carboxylic  acid  {3-chloro-benzyl)-(3-



1-(3-Chloro-phenyl)-1.H-imidazole-4-carboxylic acid
(3-chloro-benzyl)-(3-ethyl-3-aza- bigyclo [3.1.0] hex-6-ylmethyl)- amide;
1-Propyl-IH-imidazole-4-carboxylic acid (3-chloro-benzyl)-(3-ethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-amide; 1-Isopropyl-IH-imidazole-4-carboxylic
acid (3-chloro-benzyl)-(3-ethyl-3-aza- bicyclo[3.1.0] hex-
6-ylmethyl)-amide;
1-(4-Trifluoromethoxy-phenyl)-IH-imidazole-4-carboxylic acid
(3-chloro-benzyl)-(3- ethyl-3-aza-bicyclo [3.1.0] hex- 6-ylmethyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid

(3-pyprarinazayicGelral fibyeiofdraeGiiessieyimethyl)-(3-trifluoromethoxy-be
nzyhsapaighd;1E-Methylid Hesmidairole-4-sagboxylie-atieb-benzyl)-(3-propyl-3-aza-
[3-Clsbenzgimidazabayhadiaza-

bICYLﬁQ@ﬁ i—f@h%z@l’é{@mgﬁ@ trlﬂuoggmethoxy('p&n&xfﬁ g%ﬁ -athyl-3-aza-

arb xyllc acid [3-(1-methyl-azetidin-3-yi)-3-aza-
&'31!'!)3 eﬁ%a% V}F QH 3- trlfluorometho -b enzyl mide;

bIC
I\X Tﬁ l}ﬁnag 161 éﬂ}tdgé% c‘%&’lf@”ﬁ% acid chloro benzyl)-(3- ethyl 3-aza-
PR e
yimetrguyl(Bichidrecsercaybonriide;  acid (8-chlore-benzyl-(3-ethyl-3-aza-
N-(Beetitdro-AkfirorabenzyhMNd{3-methyl-3-aza-bicyclo[3.1.0]hexan-6-yl)m
ethylkcbpimidazele-d-carhoyamide; angipharmacguicabsalis thereof..12.
Thgigﬁgm@%ng}pg g@mbﬁ,a\%ﬁ@ein said compound is selected from:
qg}h%xfi" Hr(l)még]a{nz;il% néci?‘ boxvhc acid {3 chéoro benz 8{1} {3

icyclo|3 tr| uoromethoxy benzyl)-ami

Hyaroycf%lé??de i (M‘3 he{/ﬁei %m“}?fg Iae hd%arboxyllc acid
(3-A 24y oI iR BRIt hy BU- tHRGRSHGHy-er gy ielimdines 6
Hydlsemdridariflumetsyhds-iriadzofidd-carboxylic acid
(3-a2debicyiof8idaBlexeGhymiathyl)-(3eichloro- benpylpamideszol-2-yi- 3-aza-
Hydraehloride1-MathylvlHsimidazete-dearhaxylic.aaid
(3 @%m%@@%x%%%ﬁﬁmﬁﬁmyl) (4a<_]{i [3-(1-methyt-azetidin-3-vD-3-aza-
ﬂuoorgyéa&g'%ﬂ&r@%smé saalamide. c%droch' 9ridee

%h l_tl"ilmll gz et}-c- 0 XY lic acl zetl za bicvilo ex-6-
(3 aza- 61 ex- fﬁﬁ (ihyf) - ChISFS iSRS Aidiglex
HyéFBEﬂ’P& 5’60 et ﬁ}?l“i% imidazole-4- carboxyllc acid
(3- A58 ﬁi&y&%f@q@m@w B- yﬁﬁ@ﬂhy])S(q_za bicyelol3.1.0lhexan-6-yDmethyl)- 1H-
fluorod@«goprepgoxyshénzyl)-amide; 1-Methyl-1H-imidazole-4-carboxylic
aciduBpazanhicyelal s t:Qlhexit-ylmethyi)-(3-
cyclopentyloxy-4-fluoro-benzyl)-amide; 1-Methyl-IH-imidazole-4-carboxylic

aCIQi%@g{&A%%&%Eeéggﬁg ﬁ%%gﬁ)épml;%&n& 1z selected from:
1-Mer édf%&? 1mc}?azol eli arbo; hc rg] {3-agza- LC clolo[]g()ihaii eg(imethyl) (3-

imi gzo 1 Aicarb 3/|IC acid (3-aza-
6- fﬁ‘ﬁ) B oxv enzyl})-amide Hydr

1-Methyl-1H-imidazole-4-carboxylic acid  (3-aza-bicyelo[8.1.0lhex-6-yimethyl}-(3-
triftuoromethyl-benzyl)-amide Hydrochtoride:
1-Methyl-1H-imidazole-4-carboxylic acid (3-aza-bicyclo[3.1.0Jhex-8-yimethyl)-{3-

ochloride:

chloro-benzyl-amide Hydrochloride;

1-Methyl-1H-imidazole-4-carboxylic acid {(3-aza-bicyciol3.1.0lhex-6-ylmethyl)-(4-
fluore-3-trifluoromethyl-benzyl}-amide Hydrochloride:
1-Methyl-1H-imidazole-4-carboxylic acid (3-aza-bicyclol3.1.0]hex-6-yimethyl)-(3-

chloro-4-fluoro-benzyl)-amide Hydrochloride;



cyclohexyloxy-4-fluoro-be nzyl)-amide; “‘
1-Methyl-1H-imidazole-4-carboxylicggcid
(3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-[3- (2,2,2-trifluoro-
I-trifluoromethyl-ethyl)-benzyl]-amide; 1-Methyl-IH-imidazole-4-carboxylic
acid (3-aza-bicyclo[3.1.0]hex-6-ylmethyl)-[3-
(2,2,2-trifluoro-ethyl)-benzyl]-amide; 1-Methyl- 1H-imidazole-4-carboxylic
acid (3-cyclopropylmethyl-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl)-(3-trifluoromethoxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid (3-cyclopentylmethyl-3-aza-

bicy e[yl beiagoy riethyiy{B-trifluttomEtexitreinky/ ) By Imethyl)- (4
1-Methy$-ibhimidazeteyd-oarboxylic acid (3-tri(luoromethoxy-benzyl)-[3-(4-
trifluorasn: etiexy-henzybr3saiza-bieyelo [ 3-1L1heX- By imeteye:Rmidas-
1- Mﬁma@nmmqﬁg%e%@rmlic acid

(3 QWBE%PF}%X E) ole C|OI[?'I'O Yllnr’:zthyl(lég azazba E)Y’aq.o(;ﬁx %y1m{)3(thyl) [3-(2,2-

azole- A -carboxylic acid

e

(3 cﬁ’i1 npzf/?j ¢ 0‘10 iy iiRethyl-3-aza- bicyclo 0[3.1.01 hex-
6-yhesthyh): ﬁ’f’lf’d‘é"l‘i‘ﬁ\ﬂw H-iniidhzolE Az dibEkyhic SRy 6-vimethyl)-(3-
(3-erilsheEenzfugo(derifiiorftethoxy-

benZyBti8dazavbidcyelo]3 brigphdx-6-rdethyH-samicediol3. 1.0 hex-6- ylmethyl)-[3-
1-Methylrti-isnidazale.d-aarbaxylicacid (Bnsyclopropylmeth.yl-3-aza-
b|CYQ\l@E§y§L i(ilﬂ Jﬂrﬁ%az@l‘é‘lpa%tmn@ '[I’IQHQI’O%%& Rﬁﬁ?‘yv'@mp@ylmet}m)

1 M@WJ&MOM%%%M ﬁafbﬁxy“c acid
“?\}é: Ihgf -6- yImethyQ (4- quoro 3- trlfluoromethyl -be

(il‘) am azole-4-c8rlfoxylic ac fgjevelopropylmothyl*3-aza:
)%56?‘8{%%%%}%?&&’?%} KA ese 2 BEyclo [ 3.1.0)

hex1 BlSitretRyrarmited amrsyl-1H-imidagole-4-cafboxidicmagiotethyl-3-aza-

(3-Chictd Hehizyd ¥ (3oetinyh 33azdlubicyelofd:- bolhtrebiydmethyl)-amide;

1-MethyiyiHiimidazolerdeashaxylic agigh (8-trifluoromethoxy-benzyl)-[3-(4-

(3- @ﬁm@ﬁ%@%ﬁ@[gﬁa%tﬂ)%cﬁﬁlmwe “ylnnethvO-amide;

(3 tﬂﬂi&%&ﬂk@ﬁ%‘?&%ﬁ@%ﬂi}&m cde Haycgrof“'ohclg Igoei.’)emvi) -(3-eyclopropylmethyl-3-
1-Met TJE?I% e4crox CaCI

-thét aza- |cchoT3f
ylm"é[ § ]t?ﬁﬁ%‘il(?rﬁ é?ﬁwlﬁeﬁ?i}l) @r’?ﬂlﬂ“é” gelnzyl) (3-cyclopentylmathyl-3-aza-
1- MRSt Wﬁ’i“ﬁ?o%‘ﬂ@]éﬂw-}ééﬁbé%yllc acid
(3-athyks aaubieyoio[3 iBDikec 6-yrvethiieh(B-dridunibiAethyishenmyhami
de;babfethylthbirhidazaledscashaxylicnacid
(3-methyli3-@zarbicyclof3bQlhex-6- yimethyl)-(3-trifugrameathvkhenzyt .-
-amide; 1 M@mxla%mw@l%&m lic.a P'am

@aslchlrmsenzyl G metiyl s =2 @cegcx(éfgm Wlhexcoymetnyan

de; 1 H i azoe4c fboxylic acid (3,5-4ic Ior be N RCES

3-aza- u|8| ycﬁ%ﬁ‘%o GREL QWeﬁWB amide Hydrochloride;
t-Methyl-1H1midazole-4- carboxyhc acid (4-fluoro-3-trifluoremethyl-benzyl)-(3-methyl-

3-aza-bicyclold.1.0Jhex-6-ylmethyl-amide;

1-Methyl-1H-imidazole-4-carboxylic acid (3-chloro-benzyl-(3-ethyl-3-aza-
bicyclo[3.1.0thex-6-vimethyl}-amide;

i-Methyl-1H-imidazole-4-carboxylic acid (3-ethyl-3-aza-bicyclol3.1.0thex-6-ylmethyl)-
(3-trifluoromethoxy-benzyl)-amide Hydrochloride: .
1-Methyl-1H-imidazole-4-carboxylic acid (3-methyl-3-aza-bicyelol3.1.0)hex-6-
ylmethyD-(3-trifluoromethoxy-benzyl)-amide:



1-Methyl-1H-imidazole-4-carboxylic acid
(3-chloro-4-fluoro-benzyl)-(3-methylg3-aza- bicyclo[3.
1.0]hex-6-ylmethyl)-amide; 1-Methyl-1H-imidazole-4-carboxylic acid
(3-chloro-4-fluoro-benzyl)-(3-ethyl-3-aza- bicyclo [3. 1.0) hex-
6-ylmethyl)-amide; 1.-Methyl-1H-imidazole-4-carboxylic acid
(3-chloro-benzyl)-(3-methyl-3-aza- bicyclo[3.1.0)hex- 6-ylmethyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid
(3-azetidin-3-yl-3-aza-bicyclo[3.1.0)hex-6-
ylmethyl)-(3-trifluoromethoxy-benzyl)-amide;

1-Mevsiii HHimnidazdiet- dadarybxyligdcigtethyl-3-aza-bicyclo[3. 1.0l hex-6-ylmethyl)-
(2,43dithlore:benzyh)-(3-methyl-3-aza-
bicyalefs;1-0ihexbybaethylyamide; laMethykLHdmidazole-dicarbexylic.

ac:lgh(t%tﬁyqjlgaggm(}p d()l—()%ngmygr%a%za- bicyclo [3. 1.01 hex- 6-yImethyl)-
- amidg 1)£I -LHSir ole:4 carboxylic %cld

(3,4- dic h oro benzyl)- -metﬁy “3-az5c bicyclo T ig prag? (3-methyl s aza-
6 Fm %ﬂ -amae yﬁf“ RretHymiimidazole-4-carboxylic acid

3, 4 M@H%F@B’é‘ﬁiﬁwe@ @thyivBcaza- BitYclo [SF: DhlescBepmisthyth:driide;
1-Mrésttsyril HipnicRivioletg b arb gxii rmcidbride:
[3-(TNnethaiesulfonyazeticinid-yi)i3-azacbey o3k hexaymetyl]
-(B4riflasiromethaxyrhenzylram;ide 1-Methyl-1H-imidazole-4-carboxylic
acigl. ﬁ?ﬁ%ﬁf%ﬁaﬁé!ﬂg @Zﬁﬁ&‘}yg'o@&dm h@’y)%}goro -4-fluoro-benzyl)-(3-ethyl-5-aza-

ylnl)qghéfo}g( Oﬁl}lljorg § tr{Luls)romdethyl benzyf-amide;
I%_Il azole-4-carb oxylic acid

(3 aze‘fl ey e Y ?5f§°1 0)he3&8- yimetrabenteldmmtlsis aza

-behisgeld rhi%é“‘"f M’@W&W}ﬁ?l dazole-4-carboxylic acid

(4-flcideeha-iHifiuvtormiethyirbenbiyl)-[Bi61- Methwyidazetitinedsyiydos. 1. lhex-6

3-avldiioyclo[8MiobhestGybmetihyiatside:

1-Methyil Heimidazoler4-earkaxylic agid (2,4-dichloro-benzyl-(3-methyl-3-aza-

(3- @tﬂgﬁlﬂ&ﬁﬂ%%@%ﬂ%%@ﬁﬁthyg |

azeti i ex-6-ylmet

1 I\e/'llet %ﬁ%{%&%ﬂ%@(&?ﬁeﬁ 48.1%L) %ylic ac gy @/4) da crqoro “benzyli-{3-athyi-3-aza-
e e hootc ac

y|m W]“Sﬁ) ké rmﬁ%}ﬁéwpﬁé}ﬁiyn éﬁzﬁlde 38 4-dichloro-benzyl)-(3-methyi-3-aza-

1-MhéstiAl i H ek bledadéarbidsylic acid [3-(1-methyl-azetidin-3-yD-3-aza-

bicydle{d:1- Bihexd&yimethifdl(Betriflueramethybhenzydyimide)-(3-thyl-3-aza-

1-MethydiH shidazole-4-cashowylic acid

(3-ahlprasbenzyQ:h3:{l-methykazetidin3: Ml)mé'@a%@%@i%xg}lgzemdm -3-yl-3-aza-

s s ol amce RV HGsgp earnoniic

q] hc% Eaz e~ d-car oxé ex- . T & aga ¥
2-triflUOr0- e enz “ami 5148 f ﬁfi i’(l)l?é Ao S R ReT
(3-FHBHHT -‘é 5081 6 rgri”tf]t}k&é sn Ayt - [3-(2, 2,
2-triffleie T-tintidrendthyivesthy D-briehzyfastidis; 3-v1-8-aza-bicyclo[3. 1.0lhex-6-
1-MétingiLHEirhlazdiesdssarbgkylicdacid
[3-(Lanydroxy-ayalobexylarethyl)-3-aza-  (4-fluore- 3-trifluoromethyi-benzyd-{3-(1-

methyl-azetidin-3-yl)-8-aza-bicyclof3.1.0lhex-6-ylmethyll-amide:

1-Methyl-1H-imidazole-4-carboxylic acid (3-chloro4-fluoro-benzyl)-[3-(1-methyl-
azetidin-3-y1}-3-aza-bicyclo[3.1.0lhex-6-yimethyli-amide:

1-Methyl-1H-imidazole-4-carboxylic  acid  (3-azetidin-3-yi-3-aza-bicyell3.1.0)hex 6

ylmethyD-{3-trifluoromethyl-benzyl-amide;



bicyclo [3.1.0]hex-6-ylmethyl]-(3-trifluoromethoxy-benzyD-amide;
1-Methyl-IH-imidazole-4-carboxylic ggid
{3-[2-(2-chloro-phenyl)-2-hydroxy-ethyl]-3- aza-bicyclo[3.1.0]
hex-6-ylmethyl}-(3-trifluoromethoxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid
[3-(1-hydroxy-cyclopentylmethyl)-3-aza-
bicyclo[3.1.0]hex-6-ylmethyl]-(3-trifluoromethoxy-benzyl)-amide; and
pharmaceutical salts thereof. 13. 4,5-Dichloro-isothiazole-3-carboxylic
acid (3-ethyl-3-aza-bicyclo[3.1.0]hex-6-

ylmietyh{ 3 Hrifludrométhoxystienzyf-aatide, or pharmeabeliticaliyn-3-y)-5-aza-
accepiad b1 stilts-ofy selvgles theseoinbdy 2vehlaraiN(3-methyl-
3-azarhieyalal3-dabRex-ryimeathyhaN (I{&l[&%tMAUﬂﬂmkdﬁgﬂkl Azetidin-3-yD)-
yIm)eglgnglg,cti@{ﬂogfg@%twkgg}q@m{gee or pharmaceutically acceptable

| tes th
SRR o 1 B o AR gy e
dai%]ineﬁr 38}] et BERYEITHY é/ b(’fflﬁﬂ]aﬁ’ﬁ%eutlcally acceptable salts or

sol&&f@é‘“ﬁﬁé?&ﬁldmﬁe 4- carboxyhc acid (3-methyl-3-aza-bicycio[3.1.0}hex-6-
ylmethyD)-[3-(2,2,2-trifluoro-1-trifluoromethyl-ethyl)-benzyl-amide;
1-Methyl-1H-imidazole-4-carboxylic acid {3-(1-hydroxy-cyciohexylmethyl)-3-aza-
bicyclo[3.1.0lhex-6-yimethyll-(3-trifiuoromethoxy-benzyl)-amide;
1-Methyl-1H-imidazole-4-carboxylic acid  {3-12-(2-chloro-phenyl}-2-hydroxy-ethyll-3-
aza-bicyclol3.1.0lhex-6-yimethyli-(3-trifiuoromethoxy-benzyl}-amide:
1-Methyl-1H-imidazole-4-carboxylic ~ aeid  [3-(-hydroxy-eyclopentylmethyl}-3-aza-
bicyclof3.1.0lhex-6-yimethyll-(3-trifluoromethoxy-benzyl-amide: and pharmaceutical

salts thereof.

13. 4,5-Dichloro-isothiazole-3-carboxvlic acid (3-ethvl-3-aza-bicvelo[3.1.0ihex-6
ylmethyl-(3-trifluoromethozy-benzyl)-amide, or pharmaceutically acceptable salts or

solvates thereof,

14. 2-Chioro-N-(3-methyl-3-aza-bicyclo{2.1.0lhex-6-ylmethy)-N-(1-methyl- 1H-imidazol-
4- yImethyl-3-trifluoromethyl-benzamide, or pharmaceutically acceptable salts or

solvates thereof.

18.  3-Chloro-N-(3-ethyi-3-aza-bicyclo[3.1.0lhex-6-ylmethyD-N-{1-methyl- 1H-imidazal-

4~ ylmethyl)-benzamide, or pharmaceutically acceptable salts or solvates thereof.



