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Bl CYCLI C 13. 1. 01 HETEROARYL AM DES AS TYPE | G.YCI NE
TRANSPORT | NHI Bl TORS Background The present invention

wo edoatiem2¢ o bicyclic[3.1.0] heteroaryl am des BOMIE2006/000952

pharmaceuti cal conpositions containing themand to
t hei r ude ORINDRLE PEAZQ AP INGINE ASANTIBASTEBIAL 4GENEmM
di sorders, cognitive disorders, schizophrenia,
dementia and other disorders in manmal s, i ncl udi ng
humans. These conpounddEIX PFINVENGIONity as inhibitors
of t h%‘hg npl%vén\f re:l'atés tggf‘ 8}815&0?5}(&23?&1 QEQW%P 1V to ifh use as an
progresste neur o i cal & inits
eatitaytesil ages, t@phalxhwaghm qd:u@oadms sommning #ds compound, and to

I nations garan0|d del usi ons, and bizarre

hal,l
P%ﬁﬁﬁ%%”%%@?%?ﬁ%’ col I ectively known as positive

synptons. These easily recogni zabl e synpt ons gave the

di sease t he hist t he di sease
progresses, negaI‘%é£§§ﬁgﬁﬁﬁﬁg?gggﬁ%§§ i al

Wi t hdraaBicteialreasthed @ AobaB RENIEAGMH fpuuﬁ 1S M rO81Em S4Ckhs
as denentia hecone npre apparent. aboEt one- thlrd

Grerged i plATERg 1RPIYLY (ngRted é’ﬁ aB%“’%dPE‘%{?‘BIS walf jogrease i fhp year

FitGre! REMERE istaCretdsrh B the cdﬁﬁhﬁn@cﬁ%&"@el[ TR O cate Settings, where
enerally institutionalized. The burden on sqciety of

%mﬁéwé bagiqriads grpathyeaplitigry Repanse ppltiplerdryggregansy is a growing
fp@duény pﬂ%&’%s §re %w%ﬁfﬁo@&ea Qvifhahie&th S folMhRhterdR G0 Offedtibe

nost costly of CNS di seases. Pharnmacol ogi ca
tthemnéﬁﬁ rgsulf, sgeqwrzlésptmvelwmabqwswlﬁ watdiate s meadp 9f ackigwhaye fecome

%%§ﬁ% 8 Ysk&m i is thought to

be Tes gﬁﬁéh%al?or |?§£§6§|t%vgﬁg§nﬁ§%ns Such
t r eat dering nhwsevidracteiig agents oxdzelidimyga tompouadshre g miostirgeent

f ] S8y t

R oo ISP BAR P (O i D SRR b Bfdinone,
geunatimadsen sysltionpt ltahteriﬂmjrmin eyothesiafarthe ttaammﬂStsmus infections
2 lzstgcf 4 ?uélthb%f %ﬁ{u‘;’ﬁlo‘q C)Cdkve r1nar¥ %?f;ll%ge%? I%Cllu%l a}ﬁlﬁﬁi l? rersri]ts%gt strains
©6mpauads such as PCP ("angel dust ) can repllcate
many of the synptons of schizophrenia, including its
positive, negative, and cognitive aspects. If
schi zophreni a invoInﬁinaudeﬁn¢bﬁmﬂbgﬂﬂﬁanatergic

trans ment a f the.glutamate s

o o B A AR AN R Rt Nl SO St b
VidaEredal ldt:t&ﬂ@ﬁx@eﬂﬂﬁfoﬁ tRRtRY thid€bRl BrfRg el $iOo 20028MPh\discloses
SRR col b SehE e i By G3000B ol Bl Tt

c?umﬁmldﬁeﬁba&eﬁwgeg bl adARRICcrdyal |a£b@1fsea)$® PE0I3RY discloses
ect of glycine would augnment NVD

ﬁé%?PB@P‘éﬁéiﬁ‘iI%WW“falrifﬁf ragiend ef Imst@ml jodgetipnsn &Y P 20§0R9396

taBlotds 8BRS -aﬁﬁno%étﬁy?@ﬁ%lﬁﬁﬂoﬁe de%w%@@e@ hidr@ a@ﬁﬁﬁ‘ﬁ&éﬁ%gents
for augmenting the glycinergic "tone" of the NVDA

Né@@w@ﬁo disdoseh exsreliskingne desisativey insjudBercqubioptoridibearies. DE
( !

55 e 50l o S0 A LI B
that96é9Q§>§ disrloses Seagl- ﬁmmgmt:thylbrh1hb1letoaﬂy10fxaz0hé1ngilwnmeunds useful
t %/Qlﬁlb%ctéria? Q%Bg;g? %?/1{15% éié;!:%ies ??t@r%%%%\hb%téf; g{ 51%}90\% laegrw&tlves
NFd?G o WOitaqtedd dgehls) EP@684A dmlmmsddleﬁhmylf %{)wbhlhnone derivatives

i By G SEPUT R B o B S AR B o

ﬂbynzbfﬂzhol&l &psdidfnone MMWS!; iisefud ad z&gbmaial aants.aJS 5164510 discloses

|ne sitean n Even. .t hou ' | n
SR SRR A AR PR Brelptint Stpret R s 0 Pl Bl
act as an NMVDA receptor co-agonist, this work shows
that AyTl renoves glycine gfficiently at the synapse,
and that inhibition of GyTl can augnent NVDA receptor
function. The present invention provides GyTl
inhibitors as a treatnment for disorders or conditions
such as schlzophrenla through |ts augnentatlon of

T o e - o a1
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menber ed) het er ocycl oal kyl, (G -C 8) hydroxyal kyl, (5-10
nmenber ed) heteroaryl or (Cl- C10)al koxyal kyl; wherein

wRibeamd2R1l2 i ndependently represent H, (Cr C3p&l/kB2006/000952

(C3-C8) cycl oal kyl, (5-10 nenbered)het erocycl oal kyl
(@oong prazdiidingras 1!@591 deyiButiv e thaserie e @)W@ﬂ@ﬁhaltaylt anphce(tl@l

I ts
AR ol ARPLIREH (iRl 1R FERAAN fecl
the I nvention Unless otherw se indicated, as used
herein, the terns ¢ APOR ) FaﬁgE ~hphclude F, O,
Br, and |I. Unless 8Werw|geoi ig\g‘?ﬁé@?ws used herein,
t he t dhepreadok jplvention tavidiesa &mtpumi edommixdval ent
hydrocar bon radical s haV|ng |ght or branched

noi eti es. Exanples o'ﬁ\ al ky| | ncI ude but are
not limted to, net hyIN @? i sopropyl,
cycl opropyl met hyl enepf cycl opr op I ) and / -butyl.

Unl ess ot herwi se indicated, as used herein, the term

"al kenyl " incl udes al kyl rmi eti es havi ng at | east one
%gﬁ@ﬁd?m@ﬁ@& H}?L T% réMl? ﬁ{i:l %& 4afk? @@m%f;} sﬂggltuted

|viithi at fobrot zrnom,eir isyel cyalnptoml opmgdpropy]meéwk and Reis wieghyl or ethyl.
i ndic erm.=al kynyl " includes
al kyl % gndtl e? 25 gg?‘:f etge %rgse%i 1nYenE1or% algo n%rm(/:lgersbon car bon
tri pI @hhrmacbum/mé cmnposmﬂok@/\krhwlscmnskeef phedacaltiakdy acceptable carrier

es groups include, but are not
anmnF I%P"“% Otaf]f’ﬂx)}ﬂ% and 2-propynyl . Unl ess ot herwi se
I ndi catiegtabds fus trtigidg nhi@otdhlinfedtioas inarmanrad b X&m]mstmagﬁb a mammmal

L N AR Y T —
latd¥biabid silOr,herBEﬂ; haxy, ethoxy, propoxy, butoxy, pent oxy
and allyloxy. Unless otherw se indicated, as
her ei . 55¢ fict OBPRYIEE Keyal Ry Phaﬁ%%fﬁgtwaﬁlmﬂcewlwﬁ thereof to
\fsf%ﬁl%laﬁné&iclﬁﬂﬁlsnﬂf& thefilgNmdroBAPMRctidd] ess ot herwi se

i cated, as used herein, the term "hydroxyal kyl"
means -al kyl -OH, wherein aI kyl is defined above.
Unl ess ot her wpgg iy BES@ﬂIPT%NUﬁ?eﬁiﬁ‘mﬁTKN‘e term

"al kenoxy", neans "al ken , Wherein "alkenyl" is
as deflnirsgioteranse swpsr eba pwgwr@éuﬁeﬁm f@aﬁr@alﬁc@tsm@@é@ialms
Igg,gee[hpmeg k}%kgﬁémelab kynoxy", nmeans "al kynyl -
wherein ynyl" Is as defi ned above. Uni ess

ot her viibs earpertfitera cendent abvagigeschyheoraben-cankagningneieties is indicated by
" kvl i .Qnat.j |
SR LRSS, ORIy ST ALY b o i
Ebeamrifines; imﬂicstys:fh wadekyydlf thenmfbgq:déi tdothe irdager hétarquntdrﬁdmcluswe

tl%as Cl Orﬁ%l )}15 alk gijers*? %}(l of Px%’ect a/%x? %:Qﬁ)dn zﬁ%( allq}gﬁjls

rrcyc
grou pg“he mﬂnlaﬂcel n&&mtalbotﬂmtrmghtsmd bimathed gmypsl, bha r&ﬂsﬂeyde to an

RGP AR A b STl G g v

eﬁniaﬂmcahnmopr@ylc’y;eﬂngqtekifﬂcally&eﬁned fol cycl oal kyl " gr oups

al so i clude ycl i ties c nS|st|

t hr ee b%%ﬁ%fygle)rr‘*%fs A EYS ﬁa%‘ﬁ@ ﬁ@“ﬁ%“ @id{/‘rca%?Pn group
metr@dreaaﬁyé caam R € NcysRbbpyll HPSheRr € t WO car bon

atonms. For purposes of the present invention,

u nI es§ B iaer W%ﬁqemﬁa’é}éwﬁptab& QYT ORERS P C@‘FIBUB%P Ruseful n
llﬁﬁhﬁa@elﬂfcﬁl%ﬁlp@sﬂdmfthb% Bbehdril AR RSoxIERTBS:

of blcaﬁ | kyl groups_include, but are not Iimted

iplogigatly gq)rd)_tktegwqe wdetieaRlp) and chéx&déq pearrjer ghat isjacepppaple foxjeterinary

e Q%éﬂyals huSi 115' cé]tféﬁ%é "A Hérff%!:e%ﬁé?lll@% %)table carrier" as used in
spiro[ 4. 3] oct spiro[4.2 , Indan, teral ene (

Ihezspgclﬁcatlem ?@Mmmalpﬂﬁs@n@)ona 1gore thangne such £3Eery dr o-
dH benzocycl ohept ene. An exanple of a tricycl oal kyl
group is adamantanyl. O her cycl oal kyl, bicycl oal kyl,
and tricycl oal kyl groups are known in the art, and
such groups are enconpassed by the definitions
"cycl oal kyl ", "bicycl oal kyl" and "tricycl oal kyl "
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heteroatons (i.e. fromzero to four heteroatons,
provided that at |east one ring contains at |east one

whedenoaton) . The heterocyclic groups of this PO/EBWI@N0952

can al so include ring systens substituted with one or

mor e Gkotenmo i"malinesl“ r@atq:hue@n of warorblagdedratiingls including livestock

QS& &, n&)"-«ix Srll Ia cim esto e?g 0 ahgﬁaﬁkysluitab?ez 1.e humanymeaf consumption.
pyrro drn IT 8 iny

Exﬂn}ﬂstﬁﬂclhmm@hgaﬂiw pi}wheds iy, ,turkeys rrabbytls,,etaa Eemp;mydn, animals refer

tr f [,, tetrahydrot hi I
5"2’1“{@%@‘%’86@%@%%“ as dggr G %;8{ gt h: ggzr anyl , norpholino,
t hi orrmhpIfwrhi"m;ondlhmoxpnitmbuy'plyeramdhatmyd subseqtihmﬂ'y ﬂgdcmbed event or
I' n
ﬁy? a ?y, blétl r%%rfo&&g{;lgrﬁp 8%9%08?%“(% c;; c{es m)étances where the

dvdﬁydrrdnfcum@ml: ocdmosraaa siagicn3H whibHi decs abi. nyl

i m dazol i di né/ 3-azabi cycl o[ 3. 1. O] hexany

azabi gy% Feg[l A r@hg@ ngttr%qsnt ctflﬁlldhsaa}qe cllﬂglps (1) preventmg the disease,

GBI AbkSAd tH EMhcal shufbrotls@X B2 RisERE Aot2d 88 in 4 nmmal that may be

di oxaspi ro[ 4. 4] nonyl, 1, 4-dioxaspiro[4.3]octyl, and

£xppsefi (8 RBRBHIPRIPe to }1}%1&69616 bui dopead yeferpatigpesor ﬂﬁalms aifnggons of

R dR8d; Dehivling RS QLR Y larredtil Of ﬁdﬁc@ng?ﬁ@ﬁ@%ﬂoﬁm&ft @Fe

contai ni hg one Or nore heteroat 6ns erably from

diease ot #slipichleympons:owE3) rgl@mettl@dhaemmeacalsmrmgrwsw#\of the

g}éggsé 6¥d diiGiic A QMProm@Nt @i ni ng one or nore heteroat ons
ere| n at 1east one ring of the group is aromatic is

a " heflée tamyiherapruienlly effbesivh emengansans the cunpentof a edwippund that,

WX%MR Qtel%a @o ﬂnﬁ&nﬁﬂg}‘ tyeq n%i &geég(é/ ?stsﬁffﬁ:ieﬁrt%% gtléltlc%qre tment

wi th one or nore o0xo noie ) anples o h eroary f

@wrcbluqJ;bseaseeTkmj itlhedéipngticall)pgffacti@zdmwht," wiilirivatg d@eydmg on the compound
r I az [, tri azl

% dlseflse an |tss859éljrl hot t?{e ag’f \ﬁelghzt t%/ (%f e?; ar ogﬁ? l?160 ef?‘fed

t et r aﬂohipbundﬁ thayﬂa,ve thla |smwmole¢m>fmtmlawut difftn ia 2ied nature or

oxazol i.sot ,az9 |, rro

SERE R Ghon T RE Aot or ) hetingos o oy oo s g ermed
I"iekadr'Z ilsopders thAriditadr azche yreangéridn@af thatt atorhs &, sfade rareZtaﬂn{e:yII
3.3,8-trigzinyl, isoindolyl, 1-oxoisoindolyl, purinyl,
oIBRSEPEIY1 | thi adi azol yl, furazanyl, benzofurazanyl,

benzothiinpsb Eﬁpféolat&ﬂfyztﬁﬁsé kiaa&d ift the dB@RA ‘iﬂertioﬂ@@in)d'of the invention
benzoxazo| yl , U|nazolln¥ gui noxal i ny

Rayipg hshimakeRtpr andapayyhe AsoiRdp Pgﬂcaﬂx %CPP’%\WdF“E?H‘&ﬁ fQERy (1t may also
Jikravielp @AM 0T Y to bb Bhdefbsd it 80 PibiseH ibntioR @RRIpHEsYd any
furopyridinyl, pyrolopyrimdinyl, and azaindoly
CRPBS s ORSICHIST 4 1% PPIHAIP PRI 4ULomericy SyRrpRISOmISHC farpeorBixie

tHéYeQ)k Qﬁh Wund Bﬁﬁ@ﬁven%)ﬁﬁ | R0k seles the WAL %Hﬂ)ertles described
‘cycl oal "“is as defined above. Unless of hérw se

hﬁsinelab@elg Wé‘ka@dn Repdibaw te prepareenicalli aptivsdprms @Gergnample, by
d .
S8t A il Rt Mk Sty
a¢te/t: etaging clagraieke oxychiralspathesis; ordtyshwoptigoghik pépa@tion using a chiral
I
@{Aﬁc@n%}vg‘%ha&ﬁ Erg;{ i g&%/té 38&%‘}11%){4 anubﬁﬂ%&wqtg us19§ gletéggér{%?d oS0 i&2bed
'hbteineommmg Iodmyéimlmmhiﬁeetrewelakgdwnﬁh the anther ei n
 nai caveepd ol PEPURBOT St S BL A% R we Topac
bydASmammmumtehe optionally subst ituted by one or

DBty o e R e it o e ety S i1 & oo gped e

TR eor el TNIsrerot Sethyl] “Er'afor bBAS th”d6ein hetuas thblirs @it “réiSor room
used herein, refers to fromone to the nmaxi mum nunber
SHORSTFHEE t uent s possi bl e based on the nunber of

avai |l abl e bondi ng sites. (Exanples of one or nore or

at | east one substituent include, but are not limted

to, 1 to 10 substituents, or 1 to 6 substituents or 1

to 3 substituents). Unless otherw se indicated, al

t he foregoing groups derived from hydrocarbons may

have up to about lto about 20 carbon atons (e g.

~A NN PN o NN NN PN o NN NN PN o "~ NN
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Exanpl es include, but are not limted to, the acetate,
adi pate, aspartate, benzoate, besyl ate,

whe@anbanat e/ car bonat e, bi sul phat e/ sul phat e, bPCEHIB2006/000952

cansyl ate, citrate, cyclamate, edisylate, esylate,

f or rratSéhenfea Renddi descrifieiiecapsenaragion o the enveroend ofl thepresshiingention.

A AP EARY 25 BRRPuTbP RIGRLSS desoropin these gehemes or by

hy&dﬁblmdmd@ﬂ tooniﬁdéordmsretsmlem@}?ert | actate, mal ate,

mel eate, nal onate, mandel afg Efmsyl ate,

nmet hyl sul phat e, napht hyl at e napsyl ate, nicotinate,

ni Lrat e, orot %oxal atg, palmtate, panoatg
G' hqt e/ hydr o pho i hydr ogen phos

amate,__salBecy] at gth—%—wt . _Ste

sucm nat &2 sul fonate, st annat e artrate, tosyl at e;
trifldioroacetate and xinofoate sa*g. Suitabl e base N
salts are formed from bases which f&mnon-toxic Boc
salts. Exanpl es®include, but are not mted to, the
alum ni um argi# @ benzat hi ne, caled
di et hyl am ne, gl y‘c‘l—né’ | ysi
megl um ne, ol am ne, patassium sodi um trone
and zinc salts. Her®i sal t3—ef acids and bases may I§o

be fornmed, for exanple, hem sul phate and hem calL£i um
salts. For a review on suitable salts, see Handbdok of
Phar nwaétuﬁxing & Schahd B theI?I—ﬂma[thﬂeess-arﬁab&gtdiﬂyﬂxoiﬂdmlzld‘ﬁe (A) is

by Stah] an t "W l[.ey- VCH, .2002). ..

el S o PRpsony piod b e £ SRR Heishamis A6 tgp-butyl ester ad

Eozwmlaald |sudli&1)§ liBRurR trERBfo @ tHRYes@RaR in ARRbIkolldHt 8&h as
reacting the conmpound of Formula I

met ho d ‘é F‘é
ARt fade dPraReraTdr Shasey ety - baminafid g Tyt ester can

8€ béiwexﬁéntl?%ﬁe%aﬂe@ hilio@m@fn%ftl@ﬁ& 443eitda %‘Wd 05%‘9897 sid Webbh/gs5849.
&r ecursor of the coggoun of Fornmul a

Prnispalspliey ) csuihen bt Bngsjesed bsipg bbe%rbwlmmcé?ole jocsafypRis such
& A BOhRAMNE oPletrhiRBlATn #Sh Qﬂ)t&ﬂ?ﬁtqun%éﬁﬁjre %Phgngﬂfhogé%ﬁcem a solvent
or (ii1) by converting one salt of" the conpo
Feshrasimathylepechiorige letoldsye 3t en enpirenniaii tethpeaatutap BrogoimindgC) can
B e nabia S IR sl oSl B BB G BG rochloi
acnd)sm b gtitable. solvie swabsa intethylgns ahlpridmyr @pmé pThlemImneomt(D) further

t d by
BB B el B 0 Rl i D G el G RERSLES o
Ciy ztlh;é) chigofothatgorshmtthyleyrbusateyin tiegie el etitbly bhenswhds

0. .al nost non |o i sed conpounds of the invention
ifhe)t}lybeaﬂ’getorpﬁngm% ?Jt?ﬁ?@r solid states ranging from
fuIIy anor phous to fuIIy csamsinalll i ne. The term

" anor phous' refers to a state in which the materi al
I agks | ong A%Su. rder atgtthe nol ecul ar | evel "and
nd

dep ng u T ay exhi bit the {cal
» uid. Typicably s Ai
do not gi ve di stinethye X-ray diffraction

patt
solid, are nore formally desCribe i quid. Upon
heating, a change fromsolid to liquid properties
occurs which is characterised by a change of state,
typi cally second order (' gI ass transition'). The term
"crystalli refers to a_solid phase in which the

mat er et %%‘aea*a Selege (§?heB’Féi]é Feapquﬁé @Vrieay bepeagted g (B

bl RleBUEAbanki® Y@ mBMY BieV fﬁo 398h st 08t VR0 &s @¥scribed in EP
diffraction pattern with de d peaks. Such materials

WHEPPH e Abeamiag plcphal divchy thag b ring desediorgivsi axagahiginones (E) using
properties of a liquid, but the change fromsolid to
liquid is characterised by a4hase change, typically
first order ('nelting point'). The conpounds of the
invention may al so exi st in unsolvated and sol vat ed
fornms. The term'solvate' is used herein to describe a
nDIecuIar conplex conpr|3|ng the conpound of the

o T T T o

Ierns and, while exhibiting prpperties of aE N/lko/
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(i ncluding optical, geonetric and tautoneric isomers)
as hereinafter defined and isotopicallylabel ed

W@mﬁp/oomdrs of Forrmula I. As indicated, so-callBc/1B2006/000952

prodrugs' of the conpounds of Formula | are al so
\Anltqathﬁmﬂh@d@@bpesﬁwntsﬁéch a5 ¢eieniite or teiiabydrefutagiahan appropriate
%ﬁﬂe hAlkd YR R&%E%QH P goclve% e %Qﬂktﬁ%&&emwfﬂe BRY1BAVA an

e or no nmaco oglca activity thensel ves can,

mpmnmaﬁmmmm@w%med into or onto the body, be converted
into f _For hng,
actlvﬁfgﬁgﬁggﬁesanp o ﬁy#m,&MZ g-ﬁ?%gégkggngggﬁPRPMBd
deing WGfWIessyﬂhmcrpedoedur@diescmbacSm Jpﬁl’ ddurlﬂ @sieuceléﬁﬁjziwgwis, 2001,
i.nforjmti on the use of prodrugs may be found in
ﬁp$9&gz—§9%’ ? Novel Delivery Systems, Vol. 14, ACS
Sy mpo gihel inGetidnesay dlso Iplrcg'uhl'novdndtekMedﬁt&al dnd)noadslcbrocesses that are

versihle Carri ug Desi gn, Perganon Press,
1‘9“2“71% HRyCPaEne %’mp%‘&‘ﬁé’%f | can Phar nmaceuti cal

M@Qﬁlzﬁmlwﬂg}mm{?mw ugs in accordance with the

i nvention can, for exanpl e, roduce aci

appr optis KR K at # eEHS ?Oé@%?deﬁeﬁww lf‘wén ED& Gy dnbiit
Ponb5QKiABb:2ddse IAD), GRS dndy it 18RIoBEibIE $or %E@Wﬂmg QcitdBIBEd pressure
skilled in the art as_'pro-noieties' as described, fo

é;?é{ﬁfﬂné?}’ ﬂ}eﬁ%n%p@ﬁ apg dlpiﬁladipﬂlges tywnp_f, ‘ﬁ?ﬁrdlﬁ’gg'l’ 8161‘6 18a dengand to

ELSRY bfkoelidhHBO dntBREs, PLRARL&Sss MinRlu@VIA@SinkiBitory activity to
accordance with the invention incl ude, but are not

|1q)vyﬁr1rlél§oﬁR@ten(lqil)drwfgp@nferp@tl@gnﬁ(j@ﬁHeeg ]dlspalle;eg [tht,|the compound of
VAR nRuGH lﬁg ﬁﬁ[éxk@te%ﬁ} Weak WREO ot (}ﬁ tiliryOWhldh und@dﬂtes it
ester thereof, or e arrp e, a conmpoun wher e| n t e
Ippeses dleercapdcity tremmamm)wwhmnamomflalrdm G asinferaetipns singe strong

£ )
SRR ARy ARGS9 oroms
alooaily Imefabnlizetl by al intlydifg @vral pharostedigicals.her eof , for
:lx ?gﬁ lgl%b f:gmn%:c%%lno ﬁ ] e? Prye@e% 1%veﬁmo h% n%%% 1r11 g?o? tt]%ftregttgr%nt (if infectious,
Grphostvabactefiil ilfedipal daased\ply @xyriaty biHartenal drganisiy, mdluahreg those

of, For contains a primary or
é@%a%alg%)@ ?Ffﬂéhefﬁﬁwgaq%ﬁ>1 ty (-NH2 or -NHR where R
; amxa;ﬁpldﬁoﬂthkelﬁaeﬁflal or @alhise am‘pide graf-eiipebaettriwkathes multiple

as the c na e_or both ydro ens of he am no
et 8@?“%%?“?5%“@%%%& a 196’1‘1??%1’ ’|m‘11%9 Gfegistant
rs@EptSeld, B exafaplel pAELAbKANAMIS. pFogbidteind ﬁi&&iﬁlﬂ 1esistt Enterococci,
r epl acenent groups in accor dance W|th the fore 0|tgg
dRFFPPRIS Ealdacabinnpn Begatre TRk vappttly 2y ??E?Ph‘gv example H.
fiRRE: e And MBrafdI0! BB IR HHR1i8 A6 G8H adMHa@OME brganisms such
certain conpounds of Formula | may thenselves act as

¢ Gentaigidesond clostridia spsippotf add-drst SO 25 Mycgpactena, for

'eﬁ%%g@ﬂ td%)tcmoﬁs ah@/o?@&@a&énﬁnhﬁuﬁrﬂ V@ﬁ\@ﬂ é%ﬂmﬁl%@mclude
nmet abol 1 tes of CorrpounSOf For mul a )

doelsoioiig Jof xampld B epliy Injescaliplonmiganbicn |f@rtepcawle ﬁhl@myélh énd

1&& mome exanpl es of netabolites in accordance wth

e |nvent|on i nclude, but are not limted to, (i)
V\/n er e Bxhmplesoafiofzriibne fhaFmmnd teeated athttlas qempaundet Hhelpresent

Y,

q&g% 1%&{\@3&%%152&{} gstc i ngéé:ﬁhﬁ g)&t&ﬁﬁ egquxfegt ogg[érﬁfegloﬁlsé of the
amiddib karxgucly azmpt,e ofitis inyctia danfyctives ofithd ¢rumaltstiesecye (nf@Rons>
1§_|%tion o% tgz ora cavf’?% suc% ag 1nrf£cgl§nﬂsd af ?l%/e tge%ﬂ,?g}ng aexlrdl I\ﬁ/]gct%g sa, gﬁ)%r
trb@hetﬁfy t(acNRl’eEﬁons Plow&dhﬁbuﬁlbry— thdciRAertidqnis vgennduemeryuﬂfecnons,

conpound aof Formula | cantains. a see na .. .
GOt g GO SRR B ee SR CrRE RIS S Rppptectons,
(v) where the conpound of Fornula | contains a phenyl

noi ety, a phenol derivative thereof (-Ph -> -PhOH);
and (vi) where the conpound of Fornula | contains an

am de group, a carboxylic acid derivative thereof
(-CONH2 -> COOH). Conpounds of Formula | containing

one or nore asynmetrl c car bon atoms can exi st ‘as two
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enanti omerical ly-enriched form using chromat ography,
typically HPLC, on an asymetric resin with a nobile

w@b@sao@onsi sting of a hydrocarbon, typically PepimEe/ 000952

or hexane, containing fromO to 50% by vol une of

iskiappd gamesructurs ipfeetigns.ybastpripk eodararditis,ngns aandibdorasial wophylaxis of

e R e e R e W RIS
aenelvistgednast sttegotherapyen orgmy tranaplatr@eiéents Sescdicliys aectious diseases
Ghaf 2{39 |b<§ t19atedt\¥l?htqé EJ o oft Sseftj EYeB{i)Gc'n z{r? g&m rP-agpl?lve infections

fir e Facem c conpound (Lfue T
maﬂemmedmmahabemkmmmmmemhhdmecﬁmnngeneous form of

eri% c%ﬁlriai and%/lc?n%ugr(x:neng QXuﬂseaIInﬂh §g¥ Roﬁtti\pltleesnﬁﬂtel ?gg:;jn ICn

m Xt urkthe & vig-o mgib@ﬁaﬁzﬁh@wwh ef the bbmpM)ncf of tl‘HSpr@s‘enDhyESltlal may be

AP LRy e P AR B BB gt Op RECE) CPBPFo g tnical

ﬂfae&@lﬁfy Stindards gae WDOS)ITM@FMHﬁohﬂM&wh demhicdlal QKW Fdr&akteria that

S5 AT L 7 SOLNRREE e s

ruoaehxuft@sroﬂ@ym&umrﬁmdd@% GRAVR0D andlodt ﬁv« bm;ﬂu;%zaz
known to those skilled in the art - se

St’sé?@@tlﬁ?éfﬁ’gtgr"ﬁﬁ“’W’C@Cglﬁlﬁﬁeﬁa’dﬂ?&ﬂﬁﬁﬁ%‘n‘!ﬁ‘y‘i " ef), 1\@1,“811 NCCLS,
g nS. p A (3)Wikisih Coih@ee (& X3thical ﬂ%@ra%ﬁ%ﬂmdsQYa%beﬁanc

i ncl udes al | pharmaceutically accepta

g EbpPRiarERfal tgtes |1\@@0§é?q§f@w@§v1@fM’#éﬁ}rmC£uS Wezrea PA; and (4)
VB9 PRIBLSH B I0R AL TH SPLAGEL L AYr 81205 ARaYHR

sameat om ¢ nunmber, but an atom c mass ofr mass%ﬁS, iﬁ ed)
dVashiagtont DE:rAonsrichieSepietnios Migrskiology Prasss200anBbe awba@mal activity
PLESEULOALES MO ARLHUe BB C e SPLORES Ukl o
ideugl whieh pisuentedrmacruscopidally visibiletgoowth sutep fhe sowfitidny df thg st
such 1

chl or ?ﬁgg\unggﬁcé;ﬂlsﬁ&egﬁ% a?& nl}cznro%%lél%%m% s}% 1nh11§§: cglv%}/ cg’the
smmhnméoﬁmepmmMMH&aﬁbn ni trogen, such as 13N and 15N

g)?f)F/)g € 2{[1%8 §Au fa 1}1%%&?8 ]H'vég a%%lg@%%gél}eg h O'S 1b1t10 o Ctj?:onversmn of
iaf MK(D butatraty,-1-adey 1 l46d-netypoynaE) -0, 3@ﬂémﬁyarobyruﬁmf to its

TG b e b O o ool FafBt o the

%LS;EM'fQﬂMA@UA Shdiel |8 for MEOIHI TB@MAO/R doRQRhPRRR was 0.01 mg/miL,
tritium 3H, and car bon- 14, 14C, are

;aaci the Mﬂ@ﬁ gfmqa@eﬂtmn vfag 0.0ph mg/ogy r@f@b elhimtowwwd at preeR
nt?'jtmh{.] GRLJfA'; ﬂﬁhﬁ&l Qtrégchrc%ﬂt%{tr{[ﬁ)ﬂ%s Qgtab(i@ltl g%lht% ‘to the

Su stitution wt eavi er 1sotopes.-such as deuterium

unighibited contagl ratffapd thedExnnd K. vakves apre lsral!cui_atadivé ribwg@ szalue

L. i '

R IO A oo R b S Ui} e o, s, s

regoig Maennsbitand hence nay be preferred in sone

circu sti.tution with po

i sot o pr%etglﬁ{g Sogghﬁ ar%%gitiréfl a&chﬁonOTg]Be o?xdéaf glbét on aBtévnueg é?smxg for

iBxariepls 2 tarecshowrinsBabter . Thyagibapdngl {cREfiys &t sidbivasn Tabsle 2.

exam ni ng substrate receptor occupancy.

| sot opi cal | y-1 abel ed conpounds of Fornmula | can

generally be prepared by conventional techniques known

to those skilled in the art or by processes anal ogous

to those described in the acc? anyi ng Exanpl es and
Preparations—using-an-appro abel ed
reagent i nPHRESOf the non-IabeC@@WW@égénl preyiously

enptoyed—Phartracetuttcalty—acceptable—sotvates— n
accordance with the invention include those wherein
the solvent of crystallizati of- may be isotopically
substituted, e.g. D20 d6-acetone, d6- DMSO. When
prepari ng conmpounds of Formula |I in accordance with
the invention, it is open to a person skilled in the
art to routlnely select the forn1of conpound of

o - o " g, o Y
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denmentias (including age related denentia and senile
dementia of the Al zheimer's type) and nenory disorders

w0 pooa/1o@sral , i ncl udi ng a human, conpri sing a PONB206A00952

of the fornula | . or_a phar eutrcallv accept apl e

salt thereBmmmaasan amount | hat Cemghfiédbilve fof
treatinag such disorder-—or-cbondi-tion.. This invention

8 eensdLQREA) MéCea (Hefhod of treating‘%_disorder or

o TB AL a0t s VG behavi or d; sor der .|

 BELAT ( mﬂg% pPRYghoticl epi sodes pf anxi ety
anxi ety assocl a wi th psychosis, psychotic nopd

di. gecideSREEMIGs(ugeder e nma| or depreséi ve di sorder;
. : dow

th nc\/r\hnfrr disorders
3diad

Midh - AKided e nani a or depr°55|on Tas8¥kiated with

patarsdizsorder—and—rood—djsorders ocrated—with
§@§§z§&ﬁﬁdﬂfa, behavi or al nﬁnifestat?@%s of menfa

retaragatrion, conauct arsorder and autrstrc disorder
movenent disorders such as fgyiette’ s syndrone,

aki neti c-1i gigdsSYRFNAP, affBYEIRNcidhPOIALT S/ @SS oci at ed

et RIGITSUITTS Ol stdot, Lt d ﬁ»KT Hb‘de artd EJ ney
Xan aureus. Teimon aecails
ug’d add nelir ey neratrrﬁé%§§ k '{ SR 1.1

Aof

q
a1
H-'-
9
3
g
q
q
<
Q
9
D U
%—C
ﬁ
s c;
i
4
a

Lsor _anr\h ngdorm tinc [
T JUT UCoiJ OO TT

2
. 4 . . “ 2
dementih-and senile déwentia bf—rhef,thv+ﬂ% ‘S %ypg}
niﬂmﬁmlmcwmu&ih44m@mg4ﬁéu&@LAﬁw@n

QrmrLs§m admini st prrgan to mammal 4 n_need! of such

such
eat meft _a gl ycine trhanspartinhibi#ing ano of 4
conpound of the fornulf |, orla phardaceutichlly ~ 8

acceptadl e salt theredf. Thisl|inventi4on al so rel at ed

to a pharmaceutical conposition for treating a
disorder or condition selected from psychosis,
RinZ0QltcdPaRs conduct disorder, disruptive

be haviThedbspsue bf fobhR@l @by BH &ed Bafs ,natli)&)féiﬂiho&ﬂ aCs‘ a@4li. S0 de8s
of anxiety, anxiety associated with psychaqsi

SYPEHOETIES hiote BTLH o0 et deBtPdr TRy ffion of the compound

8 R PR MR iCHIS QERPtble FROHayHe8p1dftife. A500BIea bEshahdcButically
psychotic disorders such as acute mania or depressron

dseepeablgrsales Qhitherprese dnvantion Bapdednorggiir stbowchyrtyAtpshlsride,
%foﬂh@ed sﬂ’l\fal;ehmﬁﬁtg ' ‘tﬂ&%@r@ | @rboRRHaVts, Ah@brganic salts such as tosylate,

nifestafions of nental retardation, conduct di sorder

araihanatulfondte; agitaie cHiale; MAleVASPERAIa, SUSEalpcbeRzRale. gsgorbate,

gﬂgl kinetic-rigid syndronme, novenent
dﬂg%ﬁ%gggﬁg§§20| tedl%lth Par ki nson' s di sease, tardive
dyski rnidminsaceuigalit eto;gqpta@l'q,ﬁgltq mmtagmd using starrdard procedurres well
rknldwg 9 tgg Qr? rfglle o 19 3%2&%1%3 %I?Sﬁlg %géic @dntr %ﬁﬁd Qi Eserfn' filide with
perac di SOr ognitiv I soraers such as
d&m&aiﬂe asd 4ft‘dndnhgr al ph}glo&gmaﬂseicmmﬂalmﬂrmn tAlkaliamedal < fon etagple,

d f h d
R e R U e

ofartolicf d1deudntaldo, be@ada phar maceutical | y accept abl e

sal t t?greot, i.n a glycine transport-inhibiting
é&&%ﬁg—ﬁgm%%%%@herein the term"treating” refers to

I ever SinRighrapahticise & wegm@rorlca;hbdﬂng IHﬂCleﬁzh@nf&ftm@sr B2 Snaafmad (ic.
dlsease di sar der or@g@gdltlon or .one .or

angpalg), & FOTRRON he Hﬁsggﬁ,la@nudﬂ. ordg ﬁa?qqa%ﬁ]ftlcatl 80mpos1t10ns

V‘@h &b a&ﬂlﬁﬁt&e@roﬂél@[)@lrén@eially%piéﬁgg reBRIE I tAnsmicbAY,| oA Gitestinally.
may also refer to decreasing the probability or

i nci defrsentestl admimisaions inshidle Hts*fre%{ injpdionsa gelrﬁraé%r SYsfemisy offect or
candi 1B1e9t'ﬂ)n§ B the ARRINOIR 2rAS ERANNE & PaleMeANaddhib @RS are

control popul ation, or as conmpared to the sanme manmmma

prior to treatnent. For exanplile, as used herein,

"treating” may refer to preventing a di sease, disorder

or condition, and nmay include del aying or preventing

the onset of a disease, disorder or condition, or
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Prochl or perazi ne, Fl uphenazi ne, Trifl uoroperazine,
Thi ori dazi ne, Hal operidol, Chl oropromazine,

wo-bmwpami4ekol and Pi potiazine. |In another enbodPeEIR2006/000952

the conpounds of the present invention may also be

gehsttangpug Gaitav engus, @ﬁramufqulameradgrem sntethspelastraocular, intranasal,
A daline),

grﬁltalbé}g 1%%%2%%?%%% %chés 1 g& *as deprenyl, L-dopa,

Requi EOPMIraélp'mi@tramdudh thglnte@tnsnts:ﬁ diffectiousabas @i pugamsnehdily

r b, h EHel :
O3y b e G tPLERER, SRRl BRIl it e
atfeczmgm vaglis], oblrcetund ssking dneluging thelBofagriskid aad) riusdesneathdiermal

neur on al e synt ha .
P SR R ol o fe MG R Bhpropeto sgpppe
syskenki¢ &ffacs, COX- 2 i nhi bi tors gaba pent enoi ds,
pr opent of e .or rretr onate, apd antipyschotics
P noh® 3b bl et b toSlih S S PR E  phe 7
ni cot imae earrseﬁecmlcaama@mran@i igcluddBhasanicagonir sitflaédslapplications.

i vi.ty antagoni zi ng dopam ne D2

conpo havi ng a
r ecep&g? prefeggd r E?ﬁﬁ%)‘iﬂ’i‘ﬂ%‘sww’f‘ Ol & e“lt‘?iaent i on may
lCempeli ARk ilebnal one or in conbination with

phar Neagthécutdl YorRsR BRI IIR Fabktiefti mzﬁﬁ HeURbifcided by
ei ther of the above routes previously indicated, and

gtoersearAlimet R B thowft cgn b eeamof Peersionalpixisg iselvise,

gﬂhﬁlb@clnedlqgé%aklﬂgbfe R ténﬁﬂ'&@ﬁlg}’encﬁﬂl@laﬂ%v Bhtrapping, Iyophilizing
herapeutic agents of 't ﬁe I nvénti on can

Apeesaesr eaidiyiiga wi de variety of differ ent dosage

for ms ppdimBcentil1E EGacE rith Bl (RLLS

phar maceut ?e’(l:lgl yﬁ%@éﬁ@ﬁ%@n&% %{:ﬂg r ?Jllte?% p?% T mve? o m

o¢ faraplated in copzgyéionad slanrleozem;els or mprscphesiologieallt ae@mable earrlers

F%@e@: exgig{ef?tx dnd &%ﬁ%& Wﬁéoﬁagﬁltates ﬁhé&{ theeascuve compound

pas t nent
s4s pepsatons, which] cet bairke plsoinarenionaBy. Bioper |f¢rmula9ym uplspendent
?nd thglec)uleio? mﬁlusggmnc oselers i nclude solid diluents or
P ers, s ous nedi a and vari ous non-toxic
or ganiFor wall avlmnﬁsnatmt, the cMap@md edn becfbﬁxhulep&sdalrmﬂeuﬁngahé active

FRApaP bR PR GRRaraY s P ET Banf)R aBiage spgpeamer

emsmhmdﬁn;ﬁﬁnd it ihvenaod fode f@foalapd s eblets pillS UeBngde SiR(gees,

entratl n levels ran about, 5. 0%
S0 DA B G S H o SRS e, o
eRNingésfibM By ¥ pdticfil A QXGdr PAEHH 48 e84 Ghe aHsihhce MdEdhytedyalsbifiiRtion
sodiumcitrate, cal ci um carbonat e,

cel | ul os

af %%#t@%ﬁmﬁa% pEvab eolahilipeg INheicant sHeRFRYIRS agep Bipder @hlgig

MSInkngaﬁﬁ% Riist, dhSdnoiR LAY e USANBRs 8t REE arA& or excipients
ref erab corn, potato or tapioca starch, alginic

a&h@e aare é?ttlwwdé%wgg@imgx PThOBg!R SNASHAS T HieaFatGyitaly sugar,

oAy kakd rbe@ﬂnp d8lin, lnhaltBirdd AbdbY b Ve hRY ST %ldtﬂo&ﬂulosxc materials, low

sucrose, gelatin and acaci a. Additiona %p ubricating

agbing ya%u@wad%lttm Rewdannokmesy saeleas pobigibyiens glyieo)d and other

B%%ﬁ“‘g‘ﬂg f%& viehGefliten very useful for tabletting
ur poses. conpositions of a simlar type may

al so Bsageerpiresaselpravidéd Witlesuitahle copeihgst iFoethsapmeb® soncentrated

. .0 I ,
PG} SR, R} BBl B kb A SRR b
pylirqlelbhﬁy Icah@oggqlqwl}sthylﬁhcegiym uacb’ustltmumpdnsldenlaccamch/obnlons
an slu\ll%Bclle %1[ areuéla Isoévetngs or scﬁgzn?ggc%e drBC}/estu{f &b}é‘%omdntstlsrt}aey be added to the
sabimtcerdragge @atifds dmddannﬂczmge,rm £ chanmteritentifferadt caimbiastions of
%/f dl f so desired, enulsifying and/or
& %8?1‘8 (H’é‘ 4g%8hts as well, together with such diluents
as water, ethanol, propyl ene-ng ycol, glycerin and
vari ous I i ke corrbi nations thereof. For parenteral
adm ni stration, solutions of a conmpound of the present
invention in either sesane or peanut oil or in aqueous
propylene glycol nay be enployed The aqueous

o s e N o Y I
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derivatisations that are famliar to those of ordinary
skill in the art. Preferred nethods include, but are

wmoioehodreé ed to, those described bel ow. Duri ngp@mnyB2066/000952

the follow ng synthetic sequences it nmay be necessary
and/ oPhyeasaugenl eomtz?stypleﬁ @hich §9éﬂ§>|ue¢%albfr inclide pyspdit capsules
AHaBB%-AR aYeftbis {hCsdaRh egﬂgttessmmra)@ gélatﬁﬁmdl KGR, 06h as
hi eved %y means Of convent i onal otectin ar oups
glyeeh olens sethibe e THepushifib eabsiles cpn Cwam}he @rpiive imresdients inwenixture

e L8045 LR Skl LB AR o0
mgt@slgmte@ratmm aptipgally Jodbilizens] Bysof cgpnlss, thid@fiye aulmipoimd may
EISQ) eg ?y suspet%ggdo g pL%% %1&%?5&0%5? ?aﬁ‘,ty aoct:lggn]rjl%ﬁnlara%ﬁn Flg%ld
pdyetbﬁexprgdmals,ecdexmow dapngd mdmhmrﬂ@tglchm n@noeae bi teiplycerides.
gﬁﬁﬁngg I chh tV a§ 1scussed herei n bel ow. Unl ess
S Is“éyl RGP LRPSATOTGROIS AL0 4 "Ryt hrough RS ar e
def i nmuasfoﬁbw@osﬁlsﬁﬁ iadlidarsokmtichspikpehiiGitand Bm@lfsmh:h 330r

rod cts is acco ed by _standard cedur es,
R -G ey oy 15 B SoLoamo B B Fetmgpoad Pl P S st
fvalel mal Wl@eﬁp&h@mﬁé gl agRaRl et fend B9cd &y&msq&smﬁmy
maki.n ounds of formula |I. Schenme | illustrates a

ﬁ‘é’t‘h‘&‘gg f%'ia If ienventigalcqloripg agspis EvpRE AgEnth AtpPINGer A thickening
basisc structure of fornula I, where A is hydrogen, Y

'S hydrogen and Q and Rl through R8 are defined as
abov e Theesmpgopndygad %Soé@rterﬁw ated fgr RagnRtsER} AMBFStREIIRREE abY
{rljoctibray Pt ihjectlod D contiBl ¥tk ifFaor? Q?ohﬁ\ﬁ?&oﬁgfdf’lp&@nt&@m) 20

in the presence of a suitable base such

igistigtion may de prepeniad) iy emt @oswéhmas gemml@ules or ipmodtirdese

23

| t&e&&e LWGdn Q@Jegﬁfélgér@at tgveamﬁ@sn(dnt }na Ot dakis

the primary alco condi t1ons Wt O
suspiensioay olutidng oi eheulsivons in pidy grragerontechisies sand may abitein fergwlating
I o ! yl et hyl am ne

PR RS Such bt Sl B R ol ol A0

1, 2- dFatihjectat the pen{oDBE), thamvmnmmaﬁbmfoasulatadtgt aqgedus enution,

- ] . r ef ar. ab t

bl b L PR STRSHALN el 1 B8 otie R R iy S bt

Uﬁﬁdrimg egints ilgthiniertrigxdivtredytheploxplaal sodivnt degbinhe, sfodmnt diirse, N-
%nIsI ar rmt ?\r/é i ncl u TPAP/ NMO or PCC. Treatnent of

fnﬁ Y&t's & ]tyhme?fl BrgPiiSt el y substituted am ne

reag eBirelﬂéraf aalﬁmmutaaoﬁd dido)inchiid aquestid dohiboss dfaditdragluble form,

agent ch as a solvent s S at

FERBe P A0ER B el st PR s Tepanat s B aleEipiaps of the

potiet %rﬁ;kﬂuﬁd by E@lﬁﬁﬁareﬂiﬁ mj@mer\eﬁlutee SuipibRAipesiElit Wdicles include
sired am ne of fornu her suitable reducing

gi’é‘é BUSSIEB P HITS Sl RETHBR A R GHOR Eh olate and ityodrdes,

DR MCudh ad 1hoSthad € Al Seotitimitc@sh MBhbiofsiit$lcdntRih sE¥skances,

O her suitable conditions for this transformation
WhHIEh ingeeate thavisrosity ofithe syepcasen sahanndEn earerappaiyisetipose,
§d¥6itABr @@xtlraﬁ a@gp&taﬁi/ ko) subgenSdiatd a1 QS coﬁ&% s'uﬁabtle,hﬁablhzers and/or
presence of nol ecul ar si eves and a base such
FEEnts dhat rre@mettbqﬁ@étbéttn plethe ¢aghrionndeia aBgw fordhet prenatatipi phhlghly
y%@mm% QAc) 3. Schenme | (111) Conpounds of

nmul a (qVII can be prepared by treatnent of an am ne
of f oAﬁatnetiV(elyvyhe witivia izgredzgnpmeipbd iatpetvder Serbsfor canstidtiaucvith a

I lde presence of a
swa?%g Cl%a?e%wm Byrgg%{%ﬂaa&%& I'ne or TEA, in
Egl supgmsitorg adrhinmgatD@Ehe conieR@] Ray @to edmedatdiryesixing the agent
gvﬂﬁgls&}%%) Hn 1rr19a ol texe 1eenrt athlilcr e1s£ Nid aP r%lc’;t émh eera{tt?rf b 1qu'd at rectal
era efers At a FoOm t era ts

pr oduce the correspondl ng am de conpounds of for nul a
(M1). Aternatively, compowtds of formula (VII) can
be prepared by treating amnes of fornmula (IV) wth
carboxylic acids of fornula (M) and a suitable
coupl i ng reagent such as HOBT, HBTU, DCC, EDCI, etc.
to pr oduce the correspondl ng am des of for rrul a (VI I)

o o r o o o
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havi ng the basic structure of fornula I, where Ais
hydrogen and Y, Q Z and R1-R5 are described as above.

woredoenodsng to schene |V bel ow, conpounds of f oP@TIIBR006/000952

(XI11) can be treated with a suitable base such as NaH
Campiétdfuraard terefarepyil preitan Gk yecoubionelease e dalek Sichimatgials include
a mul.a ) e L is asuitable |eaving
g?cd)ﬁ%utgeﬁ’c eesmmeﬁldl(Q%L glyIc ' , OIs, in solvents such as
THF oFoeddnsuistratibn byembﬂutaanuweg)omahg“itlmg)résemin@n@@ dap be

o AP STt B b L Db e FP Tl 7 By gaor

Sedpesions. VIKechfes n\Ay lned @pﬂeﬂshﬂlmﬂ @n@tcﬁs nebuliadrtaed matifable propellant.

hod for the tjio C ound
DR Giss o teielA P et ARG ORI e g e ©
Yeliver a Ae@ird aRbulf8 Cagstleslagichitigmds a forlboantple, Rethi foi g i an

schene V bel ow, conpounds of Eorrruéa VIT1) can be
inhaler way by formulated Faniabiing 1posten Base §H°h ap RSB BB Vst er

deri vabt ¥icafa ﬁleamﬂs ahd pharmace@itaBonpbiicr BiyR¥ToRenEad in a

acetate, Int presence of a base such as pot.assi um
cuiFablsrontment amg@wtna Bleaciyaramponsnsyprendsd d’éé"lteét“i‘ st yore

WRRI el Ehler bsien adinRusitnt R Rle@oSPdMaNSS tBi Ve fon mclude but
dimethyl formanide, at roomtenperature to yield t

deesiof bitedgapainerdl o liged peiToltgmy White QBRI M PTBIRYIFNS rgh‘aPl

G pGaPIE S0 4 ol B i,

Mhaxa@cm:pﬂanmposdmnem&q dormufagedpin p atichle é@wpéuﬂhﬁ sggpensions,
[ a

BB D RIS TR 0o

mhmcqntleaﬂdsaecwpuabla carriensi ﬁlesibbfcalg@nencéltdef ot pgingt Jinxikad)ty,

of t
S BA 1 e SRR i BY B P, Sl >
tmewmfoﬂawmc(bpiewphiacﬂ@l {ddBRg. and tri et hyI am ne, to

U e TPori Bl R il aR. dhegissuRalioufettyn ey PE R EHca

tah tidpbitced I’sltlspbm;mm il iedtonid, tpHl aﬂjukt@d kterild Isaimbsdr(pﬁﬂerably, as solutions

however , t the nventi descrii erein
e R e R R R
|beByla@€nidvh dhiteidel eAEérhﬁw@ISI fohephiialrhio whed ghepanmicestical
EXAI\/PLES PREPARATI ON 1
GOMDRRIEsRY FRY PiAcrulaisd g OREet §uch ap pe{ElaliB- 3- car boxyl i
C aci gy h@fdon thklfor8Sla@bnsRsibsOprdvib@y, ete compound may also be
(S-Aza-bicyclof S. 1. A hex- -yO et hanol - HCI 11.8
fsrnmlatmsﬁemﬁpeseaws $uca#ﬂw&f~‘f&gsfmetlmoas Hey ‘Peo‘B Hhe otm of
Pﬁﬁtrs akléf)ﬁp&ﬁa o@ﬁllﬁqgvealéﬂ\ln{ﬂ?e Srmilllated fRB0isYB®E bf administration
[ owed by 0C) 20 (18.9 gm 86.6 mmmol ) in portions.
wmah suisehde Mﬁnméxy@rpphobeaméﬂﬂ oS & SPAFE APlule deriativeguch as,
ed wth saturated NaHCG3,
hﬂ Oﬁth%%%ﬁlg]a)gh&{n 1 :/gg b’\geilp anhydrous MgSO4. . The
mi xt urésddivigaltyi, the epmpouad dhay be ddivered s usdieined-elepsesystem.
a(:f‘tsés’s;J srugtamgd—ye;lti% rﬁgtgr a}sgﬂr?g?%ggg%%}is@édiaﬁw%%ﬂ\ﬁ§wn by those
I\Ml]clﬂ (ﬁ-ﬂﬁcﬁrﬁ Sukhmeprachsctapoestisayndapendingamt thenshemerknature,

coI | ected and ntrate
?88;%1 AFFSTRO Y Or?ﬁglo ﬁsé)?cﬂrof%’%"ﬁl%%&ane 3- car boxylic
azm»sdget ert-butyl ester (15.6 gn). 400 MHz 1H NWR

1H) Slghmacgfutl(c%]co Osﬁjong%il g]ﬁ%(g u(;?ﬁn(tﬁ%_ﬁres n%eﬁ}gt(% 1§1b1u(§d
ZbahpdsitiRE ARSI thdMcBve ingredients are contained in an amount sufficient to achieve
6- For nyl - 3-aza- bi ¢cycl or 3. 1. Olhexane: 3- carboxylic acid.. 1
By WUBHRARITROSE & HFE UEACEROF PHRYRRS B RPN GRosn NfprS Specifically,
chloride (7.8 M _, 89.5 mol) in 370 nL of anhydrous
CH2Cl 2 at -78 0OC, under N trogen, was added DMSO (13.8

m., 193.9 mmol) dropw se. After 10 m nutes,

6- Hydr oxymnet hyl - 3-aza- bicyclo[ 3.1

. 0] hexane- 3-carboxylic acid tert-butyl ester (15.9 gm

74. Smml) in 72 m_ anhydr ous CH2CI 2 was added After

o o, . . NN

D‘
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Hz, 10.8 Hz, 2H), 3.2 (m 2H), 2.5 (dt, J = 17.0 Hz,
5.4 Hz, 2H), 1.4 (s, 9H), 1.3-1.2 (m 2H) 0.8-0.7 (m

wdakhop/10B2¢ M+1) 371. 3. PCT/IB2006/000952

6-r(3- Chl oro- benzyl am no) - met hvn- 3-aza- bi cyclor3. 1
aChdrepentinall B elfestiFroanyduniomesss en anequniRftcpmpeust gHfeatiye toirventd

?E&l&t%nﬁraﬂtefyﬁpt%gl gﬂ'%ease or%éozﬁ%,tﬁéé@%xfﬂ'% o%t?‘lgé% ?tnllaemg
2epted.2. 6-2.5 (m 2H), 1.4 (m 9H), 1.3 (m 2H) 0.8-0.7
(m 1%]3 all}é%tl f%zu %I uo$ nent tlgytl is the com ound of us 1nvep]t10n, ]él the

6-f(4- Or 03~ {11 onet enzy an no
pharliacandtad e @ngosibioh endamét-ddsage fdpmxtydreof mag ibel vareed tor iodjdsydd widely

R TR N WA W -

4id) desizedzorcebtrdtion. Rdthrmirhtidn ¢y, th&kﬁeunébllgi effectivé fhouatds well within

Bherqa%abémgf g% t&gsefs}qggéf‘ Ja(t%%ﬂ; ﬁeléemlﬁ(othe of active component will
Rarge aamén Y% k®I®% by @elgmmnec&epcsshwyl ic acid
tert but g ester 400 WVHz (COCl3) d 7.3-7.

-fyeg rglly; a(l}ﬁrapgq_tbcall}gefffcte@ an@pblt of §os&g%of@ct(1yﬁ comnent will be
311 t’-’me %r@e f)mbogtl'@ ) l:o%bd’u‘ltE g%(gxz‘%’/ﬁk of’zﬂd)iy whiglt/day) mStelprefkably 4But 1.0
@ ahoat Wems/kwthow RighiAlay| Kis.te m pstssteodithat the dosseesipyaw
Ve RBaaY cﬂﬁhé‘ﬁhuﬂ%’?ﬂeﬁ% lof saoR éject and the severity of the bacterial infection
bi cycl of 3. 1. O1lhexane- 3-car boxylic acid tert-butyl
deing freajey. a{n g'feirqgm theyeféastive gnepmmicf active component is about 200 mg to 800

benzyl am no) - net hyl ] - 3-aza~

%g%@ép&ﬁﬁ&h9&¥ﬂﬂ€%ngé% carboxylic acid tert-butyl
est er The desireddosa vy eonvenientlyrbe presentedring single dosed2 andividesf doses

SRR QT RBIEAAL 5 AGE, DaRCd EREE . o
dlhy. Ghe cleb-d4Gt it{eB By denfurder dilwdwb Bx., inkf & mrm@d ohbmre;e loosely spaced
681%1%strgtlcfnwas%clgalflserrqlﬁ{1 Lﬁg mWalg C}_IIIS 91‘11 e)l(ljl:s{l 1&33& arplphcatuon %f a

c aci
$hiralttymﬂt1rops|2@ptﬂ‘d&brl€x13 and bri ne The corrbl ned

t d h o4, filtered and
Concontal i b i Fes 7 Y G 8Pl W5 eret e 5 e

Beyohfl (He abb}&tdwér Jdvel in order to rapidly achieve the desired plasma concentration.

imdazol e- ar. 3:-triflu t hoxy- ben
nghe st o, i SRl PNk b bty sk ot e gy Bobace
Ay te bﬂ)@fes@tﬂlmhc@&%@ﬂurﬂ@@hd\ddﬁrsébf YRl EliXpbrt)in gCon AhSpdrbular
J=1.2 Hz, IH),.7.3-7.1 (m _.5H), 5.4 (s, 1H), 4.8-4.7
(Smatlilil.') I’f dggired, (% daﬂq)iosegnay a](sg be glr_llybded gl_to7m~(11§ple §pﬁes for
Qdhintratido)e. %3H)o to fouft tifris e?hh 1.3 (m 2H), 0.8 (m
1H); M5 (M+l) 495 3. The f ol I owi ng conpounds were nade
usi ng It FrsesRf decalrdministion prselgetivis upiaky ielfegive local concentration
%f ﬁle -ty be b fakel ’E@ 240 Bhcer@sRA AN D5 thd:t 6)%(5(:@('11995 QBB EDYe art

benzvD- am noi - net hvD- S- azabi cvcl of 3. hexane-

:maezé?? Bepdyo fleterpiiiedhe depiedisigrage ameyngr 4oo Mz 1H NMVR
( cDCl ZI%CZ gorﬁgo@ng 012thﬁ; rfﬂve i_(Dn ca%e%ré@:edéﬁ%cogfhagc_}zégﬁl (%1@'? more of

1H),
(clm m@]H)ds d@ctgse(drhelo]yL—DAll qf@mte(rmgjl)later?a@ ate either commercially available

T

atgadlctcbfmllstbu tAdko, msﬂhe disdi@forMibz pibbhrivRs bEIDE] tBY fodion@ (s,

Fg}éantloni Eﬂv’e tl}g_%l’lcz 71ng2 T%n}ng%ng m?' 'égbrelv%u’%n %drif)t %%?nbg,ﬂsh’saé its

%e&ré%lylhcc(emedﬁid)tmnﬁ 3-3.2 (m 2H), 1.4 (s, 9H), 1.4-1.3
(m 2H), 0.8 (m_ 1H): ), 445.3.
b-f ~- ro-StFifludfs be zvD-d- net hyl - | H i ni da

zol er-"¢ar bonvD- ami noiHEPY Farb%“ za- bi cyclor3.1

. 0 hexane- 3-car boxylic aci d tiert - butyl ester 400 MHz
IH NWR (CDCI3) d 7.6 (s, 1H), 7.5 (m 2H), 7.3 (m
1H, 7.1 (t, J =9.5 Hz, 1H), 5.4 (s, 1H), 4.8-4.7 (m
1H, 4.2 (m 1H) .8 (m 1H), 3.7 (s, 3H, 3.5
(m 1H), 3.4- 3. 1.4 (m 2H), 1.4 (s, 9H),
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Exanple 4 i-Methyl-IHimdazol e*-carboxylic acid
(3-aza-bicvcl oF3. 1. 01ri ex-6-yl metrtvO (4-fl uoro-

w@2a06i16d4260r orret hyl - benzyl ) - am de Hydr ochl or i dePdDB2bé2000952

1H NVR (CD30D) d 9.0 (s, 1H%, 8.2 (brs, 1H), 7.6 (m

2H), ?d4 (s, 1HF 4. GropddeubleeH) 4.0 (m 4H), 3.6-3.4

(m 2By, 3.3 (s= 3H) prozdgnglpys, 2H), 1.4 (brs, 1H).

Exanpbe 5 1- Met kvM Hbioadl tipkes| e- 4- car boxyl i ¢ aci d

O azaUblicycl of S=l . O hakediimiddzatet hv p- O chl or o-

4-f1 udr o- benzyl )= ani deuttydr ochl ori de 400 MHz 1HNWVR

(CD30BY d 9.1 (s 1HjputBetdf ddwblts 1H); 7.5 (m 1H);

7.2-7d4 (m 2H) = 4. 8dbutetpfquadif; 3.9-4.1 (m 3H);

3.5-3d6 (m 2H) = 3. 2d3utBtofmripRl) ; 1.8 (m 3H); 1.4 (m

1H); Nm (Mrl) 363.0 Bxatigbembltipleiet hyl - 1

H i m @azol e- 4- car boxyinethy@foinhn{ide aza- bi cycl of 3. 1

. A heoMay | met hwO- ( 4-dimdiitin@nopyridine

3-i sopmepoxy- benzyl ) dagwpelpyk@laMie 13C NVR (CD30D) 8

19. 44pMdo 26, 2L 78, dphetiBAsulfbRidé2, 60.37, 72.27,

116. 33q. 120. 59, =124. 3&uivalets 94, 137.30, 146. 35,

151. 9%, 154. 35, =158. 8fms171. 74. Exanple 7 1-Methyl-1

H i m gazol e- 4- car boxyhiye acid (3-aza-bicyclof3.1

. Olhexmpcyl met hyl ) - ( Bigh pressure liquid chromatograph

cycl operityl oxy- 4- f | UG QAR bR TS, 300, 1435y MR

(CDBAD) d 19.45, 2 1.Z4pmeddieh —N-lréglyﬁl%thaﬁﬁni% m 3°. 80

49.64, 5 1.77, 60. 36 pehBudiBphosghal®N-odide- 50, 116. 16,

118. 73 120. 05, _124. §9,;, 126,561, 132.29, 133.54,

137. 2 146. 44, _152. ltét J=248), 158.77, 171 .74.

Exanp 8 1-MethvM H-I m . dazol e- 4- carboxylic acid

(3-azgzdi cvel or 3. 1. 0lhex-6B-yl met hvO-r3- (2. 2-

di met - propoxy) - 4-f [ Uor o-benzvn-am de 100 MHz 13C

NVR ( D) d 19. 41, e le%g 73, 31.79, 35.80,

49. 68, B1. 74, 79 03, AAFAG 14 60, 11585, 120,02,

124, 53¢ 126. 51, —137-11"111'}‘?& .05, 152.20 (d, J=245),

158. 85 Exanpl e § 1-MERVIT 1 H i mi dazol e- 4- car boxyi i ¢

acid -aza-bicvclor3. 1. ihex-6-y| nmet hyl ) - ( 3-

cvcl o | oxy- 41 uof8- zvQ am de 100 MHz 13C NMR

(CD30OB) d 19.46," 21. #F7°23.31, 25.49, 31.62, 35.79,

41.045 49.56, 5T 63, B8l°51 7723, 116.52, 120. 63,

124,592 426, 51, Z129. 48137 21, 151.02, 153.21 (d,
Helyl

J=245)BS158 68. “Exanl - Methyl - 1

H i mi dafol e- 4- car box PHMOroRests 2. aza- bi cycl or 3. 1

. 01hexXT 8l yI met hyA ) - r Rfebydsofyran

triflddfo-1-tri A uor SelapschermyagiaPBenzvn- ani de 400
MHz 1PNV (CDCI 3) d Preparpdve thiylayerchpomatogrgnhy 5H): 5.4
(brs, MH); 4.8 (brs, mifphtes 9.4 1 (m 2H); 3.6 (s,
3H): N3 (m 1HE 2,608t m 4H): 1.2-1.3 (m 2H):
0.8-0Mp 1H) = 100 ngenal3C NVR (CD30D) d 17. 70,

19. 01DCM 63, 23 35, dpflogmuetiyge 72, 47. 53, 48. 24,

49. 23HA0. 19, 5E 74, hgdrodidoricracid)=29) , 118.92, 121.71,
124, 54CN26. 54, =126. Asstoriteie 34, 128.55, 129. 40,

136. 8315 138. 26, =139. 9@ss spedfropBiry MS ( M+1) 461. Exanpl e
11 1- et hyl -1 HA m dacwh @ageretardboxyl ic acid
(3-az&®hAcvcl of & 1 . @diykacettey| net hyl ) -r 3- (2, 2, 2-

trifl &P o- et hvO=benzethogym de 400 MHz 1HNMR (CDCl 3) d
7.5 (¢ 1H); 7. 7.3afamte5H); 5.4 (brs, 1H); 4.8 (brs,
1H); NMP(brs, H); 3abethyiR2-@HplidiBon2-3.3 (m 3H);
2.7-2p8 (m 3H) = 2. lafdedligm 1H); 1.4 (m 2H); 0.7-0.8
(m 1H); 100 MHz= 13CcbiyRng GB8GR) d 3.13, 17.34, 18.69,
23. 82NMR. 75, 4& 26 MNycled=ddghetichdsobdhce 48. 89, 49. 54,
51. 82MB3. 66, 121 .8legdhdfz57, 126.43, 127.33, 128.97,
129. 42, 130.08, 130.46, 136.85, 138.46, 139. 31,

164.29; M5 (Mrl) 393.0. Exampkbe 12 1-Methyl-1

H i m dazol e- 4-carboxylic acid

(3-cvcl opropyl net hyl -3-aza-bicvclor3.1 .G rtex-

6-yl methyl)-(3-trifl uoromethoxy-benzvO ani de To a
stirring solution of

o o I T L e ~ I o



10

15

20

25

were then quenched by the addition of saturated sodi um
bi carbonate sol ution and extracted with nethyl ene

wa@hkioennd@es The conbi ned organic | ayers were dr PEDIBR0&1000952

anhydrous MgSO4 and concentrated under reduced
pressufz. |f needed, betie resulting crude material was
purifimgd by flash chmmssatosharapiaiowi t h 4% MeOH CH2CI 2.
The pmuiduct cont=ai ni mgndtesacti ons were col | ected and
concerBacat ed t o =yi el dert-h@odesbomedl tertiary amnes in
70- 95 @%i el d. Ehe f dehgyluxpgutmopipounds were made usi ng
the alms@ procedure df3-dxwighkxylchzhodBimiieti ng with t he
appr opPry'Bap e starti ng tamomzaé-1fydbrtriapyrlitiinpptasshohinm
@‘{ al dehyde or ketone reagent. Furthernore,
3‘ﬁ efly acceptabl e salts of the conmpounds
listed beI ow can be prepared as follows. To a stirring

Uiempl o deTaBNeD PHS0-ASbUeY oA ISpate Y e

TRazoliaid- Bk thyl) -cArBarfic 844 hﬁiﬂ Esipl vent such as ethyl

acet at erh\ di oxane, dlnlgt hyl her, methyl et hy ket one,
nmet hyl ene i de/ 1 1) or 0.1 M
at room fe egg’t_ur_,e &d\' tHae appﬂrmg Indlgoc

such as® yqr ochlori € acid,, citric aci do
trifluoroacetic acid, p-toluenesulfonic aci d
nmet hansul foni ¢ acid or benzene sulfonic acid (2-3

equiv) in one porti&n. The resul(tl ture was
stirred at_roum prget ature fgrs%ggjg}? %, then
concentr at ed jrder red céd pres e to affafd the

desired salts. Exafple 13 1- Methyl -
H i m dazol e- 4-carboxylic acid

653E lmcedtf?@emX?{T?tpﬁosr%ﬁ%mé@v%boelﬂgﬁ%onﬁ d2 200 M 1H

NPL%&@DCIS)d75(m 1H), 7.3-7.0 (m 5H) 55(brs

1H) 4.8 (brs Z 0 (brs, 12)3, 3.7 (s ,
brs, 1 ’ 2
(1H;S 1, g?om_’l’ W{-M—l WE&

1- Met hyl - i m daZ®l &- 4-car bo yllc a(:ld 0

(3-trifl uoramsthoxy bgnzyl M3- (4- 7

trifluoromet hoxy-benzyl)-3-aza-bicvcl or3. 1.0l ﬁex 6-ylm
ethv p-amde 400 MHz 1H NWR (CDCI3) d 7.5 (s, 1H),

73@ 1h: @@%u&f&m e‘%hy”f lfiklﬁéole ékl)dlo%? ) ( be)S %Hé (fn' OlH)
8 ) 171 -Indple 23 dior2. e 5(09@0 O%mol),ﬂodpe(hbne’scs 44, 0.468zmol) and

Ry P TR {30 dutyave grireed at room temperature fo
e ol O Y 1o GRndhy AP whPaee e at room temperatue for

(B Imhldso The teenoy In)xxt(lr:é-lx:dlhlkedpmhmﬂyhmeta}d w3shad svith ek mfdii),rme,

7dr1,§& I@%zs(i&)a{cl e?.ragor to?grrged e(')_fgl"xgtoaé drl)(:f| g@%%ﬂ% I. t 3 96 min,;

Mfor@lmgﬂblz&[z]ﬂlﬂ)l(l\@ﬂ (s, 3H), 3.3 (brs 1H), 3. O

1 p Ibl ]P'_gp(lﬁ]tlgn oél’_ﬁtgyldﬁ'_glbﬁo-%délbi o ed m %H)Af ( ?/rss( Mi+1)
399 3. 1- Bk -dd16-20ddibyd (6,15.40-d, B1.d am@ Bis Aeabelriieraehd iy drazine

théﬁred?%maeah P GHor L Bewsp Eht spratien mixre & copled dilpterd gtith ige water,
Oa]-xﬁ @k’trac@d Wltﬂ%ﬁ@)’é&faémﬂ@ 01%9190 M?gr 1§%§N@$ﬁﬁ%€3ﬁnéﬁ (Ka

§0,) and
3:vgno¢4§¢dsto gmrodgct'ps mlgi @ @5-[; 9430) BHIIA 1.4 Pyl 2 npn;, VLB e C}_K)H uNO
ég})z %a\dﬁ}“*?"_') 1.9-1 .1 (m 13H); M5 (M+1l) 427.4.

e 17 1-Methyl -1Hi m dazol e- 4- car boxylic acid
(3- chloro benzyl)-f3-(4-trifluoronmethoxybenzyl) -
3-aza-bicvclor3. 1. 0lhex-6-yl met hyl | -am de 400 MHz 1H
NWVR (CDCI3) d 7. 6 (d, 1H), 7.5-7.1 (m 9H), 5.4 (brs,
1H), 4. 8 (brs, 1H), 4.0 (brsi3-1H), 3.7 (s, 3H), 3.5
(brs, 2H), 3.3 (d, 1H, 2.8 (m 2H), 2.2 (m 2H), 1.40
(brs, 1H), 1.2 (brs, 2H); M5 (Mtl) 519.4. Exanple 18
1- Methyl -1 Himdazol e-4-carboxylic acid
(3-cycl opropyl net hyI 3-aza- b| cvcl or3 1 O hex-

T ~rrN R R L
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1- Methyl -1 Him dazol e-4-carboxylic acid
(3-ethyl -3-aza-bicvclor3. 1. 0l hex-6-yl nethyl) - (3-

W eiobi1o@e@©nmet hoxy- benzvQ am de Hydr ochl ori de 4PCT/M4006/000952

1HNVR (CD3CD) d 7. -7.4 (m 4 5.3
Okpdle: gﬂﬁhﬂ i)rlsroclbi—élhydm}ndwzz sne((ﬁ} 1I(—I) 3H)7 (brs,

3t I'ﬁthy(l 3. ﬁdlﬁ%{ﬁ-lﬂd%l._% ortefh_ 78, ﬁg §4E§3( gdrfrl%ﬁl) i€ %c?ﬂ'e% to?%{tﬁ?efi é}cwltlon of

lspdivin g trats) (@12 gk Jommayl) irctriflgérdacetic acid (100 ml). The reaction mixture is

((@r {&%}t? ol%tglg gexy en%@tfﬁland%e %g%w g T%Ring precipitate

(ODErSRN) washéd with mated, lahd dried binder 3adumm t& gitdy proBudd a( b rsshd (3 7 g,

]72% }ﬁjfgf) £tb%§%“?%|?\@s f"igb“ﬁ o0 “%7%?"‘%7 Eg‘}z—ﬁé[)h 1. 3- s 4 (m

M@thodlEB(arrpl e 24 1-Methyl -1 Himdazol e-4-carboxylic
acid (3-ethyl-3-aza-bicyclor3.1 .0lhex-6-yl ngjglyl) (3-
trifluor omst hyl - benzvj[ am dE‘SAOO VHz }1HNI\/R (

7.6 1 3-7.5 b
(brs(mlil'l*i)zc\;@\{ , (FENE”'@a &( rsﬁ)'u@x
1H); 30(br592 ; 24(m14H) 1.2-1.5 (mt 3H);

Nispabiaundtioe. émﬁ&(@h%?ﬁﬁ%éﬁa%hﬂmm salt (10)

(3-nme bssdre @ga@mﬁi eyl @5s%h§fgeﬂzﬁ%ﬂ§0r}615%&('k\[?h€ﬂyi acetic acid (9)

823 trif uor omet - benzvD-ani de 400 MHz 1HNVR ( CDCl ?)
6ol izﬂd armge @2? @})SThequ?tentgf were(sprled ang sfieredzat 0 °C for

(1@1( S“he ilel'l)lltmg’r&ct%n Gyab Bncéihied % v?hcﬂcptrosdffo@'tlhe dé§1r91 s(am(42 35 ¢, 157

2H) ;
W%t%ﬂt) wam%ér%b%(ti ftHhéﬂ@ (t 3H) 2.96 (q, 4 H), 3.45

e DA R AR

Bidp;1b71-Bthyby gltrof]_ll—fb-dlh}mrq_ Hinfol2-¢np(IBH) ; 5.4 (brs

iy, (o bbby S Bl e Al

WGWI rem@y inlwdviat( Hl m]J. h}dmahﬂocd]a 20iH celdti@a(b MY Inilp was added.

| or3..1
Pt it BT Sy s he ik SRt e T
@I@Eﬁﬁlﬂﬁ)as sltnﬁad&t {rst, forl tdh; THS. rasu(ting precibithte WaSfiiferdd {nd\wasidd; with

%’atjsfg g)ba%f%t#g%ﬁrgd grogﬁc%ﬁ](. ﬂg,'_?)%!_‘pozfmgélgqu%gt%( M‘?@O MHz,
Examt £1.28 (i 3 Ni Bl (q,12H1), s8Zazobig-o41qar b glib ¢ddaeim, 8.27 (dd, 1
-chl oro-4-fl uoro-benzyl)-(3-net hyl - 3-azabi cycl of 3. 1.
hex- 6-ylnethyl)-am de 400 MHz 1HNMR (CDCI 3) d 7.52
(s 1H) 7.28 (m 2H), 7.1 1 (m 1H), 7.00 (t, J=QL
67 and 5. 355 2H), 3.65 (s, 3H), 3.24 and
§teg'25 P(Wﬁram of Spangigo- imhylzlt% dlhzdrygnckoé—%os;g;) 1.36 (m
1H), 1.26 (m 2H);/M (Mrl) 377.1. 100 MEz 13C NWR
(CDClI 3, d): 18. SM 616, 22.763, R3~91, 41.499,
47. 025, 48. 355, 50 112, 5 116. 5785 (d,
J=21), 120.929, 126.%24,° 127.576, 129.789"135.7,
136. 742, 138.432, 157.325 (d, J=248), 164 039. Exanple
28thbdMet hyl -1 H i m dazol e-4-carboxylic acid
(3-ch |h@ﬁ Bowhdel (1187 @ 6b&REXdD) is G&e@b&ﬁbm%s@m%ﬁwé &nf’eﬂ;lyl Q-nitro-
lhex- yl nmet hyle anm de 400 1HNWVR ( CD3
(183 d1j}}cq;ro-1r810§2-8nq3 8( }r\SO g |.]|Y 57m5011 §1d ag_q;q)omuyn chlc(r (%% g 115 gumol)

i g 002yl oot
gnd\}matq:;l for BO mhipytisg egoddddo zpomaplbpm;yhne enddiluged with dichloromethane

- bi cvcl 1h
é@?ﬁﬁg?ﬁ%:@g% 1(%1&%&%@:%& ?ﬁ-ﬁﬁ/é% Céf%e? seyargte gnd \?[zﬁ;xed with
7.2-7.3 (m 5H); 5.4 (brs, 1H); 4 8 (brs, 1H); 4.0
(brs, 1H); 3.7 (s, 3H); 3.3 (brs, 1H); 3.0 (brs, 2H);
2.2-2.3 (m 5H); 1.3-1.5 (m-18H). Example 3 1
1-Methyl -1 Himdazol e-4-carboxylic acid
O azetidin-Syl-S-aza-bicvclore.i.O "'l hex-b-
yl met hyl )-(3-trifl uoronethoxy-benzyl)-am de 100 Mz
13CG-NWR (CDCI 3) d 15.45, 19.4, 21.79, 33.88, 42.10,

A =~ N ~NA N - N AN A A PN NS A A PN N~ A PNN NN
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400 Mz 1HNMR (CDCI3) d 7.6 (m 1H); 7.3-7.4 (m 3H);
7.1 (brs, 1H); 5.4 (brs, 1H); 4.7 (brs, 1H); 4.0 (brs,

W@ RH05/1®486 (brs, 3H) 3 3 (brs 1H); 3 0 (brs, PE#/B2006/000952

2.2-2.3 (m_5H); 3H). n‘pleBSlI\/bthX
waterpnd Brine Asedover é(gﬁa% %}ﬁate@ng gyagorated to give product as a solid (2.74 g,
A | nEgl
L AR e GBS TR R (o0 )
7.6 (s, 1H); 7.3-7.4 (m 3H); 7.1 (brs, 1H); 5.4 (brs,
hodﬁ7 (brs, 1H); 4.0 (brs, 1H); 3.7 (s, 3H,; 3.3
1H); 3.0 (brs, 2H); 2.2-2.4 (m 4H); 1.2-1.4 (m
3 H) 1 m1yq-51‘[1§1,.0 BB-I):hhy@caM@ll @-086(11) (YEX0lgy 235.70 mmol) was dissolved in

Py DR b RGO G Bl ey et S psyityn gy oo o

06 hebhe r&@ulyingadlinidnl wag Biltered dldronaneitbdio\ffosinhy @saed greduct as a

498,458 AL, Sl a2 R8P 2,

1.19(55 H),1293-B60 (nd, 231)9867-4.8% (nd, 2, )1 RS- QBCT (hBO): 827 (M+1).

138. 39, 149.61, 164.17. Exarrpl e 37 1-Methyl -1

H i mi dazol e- 4-carboxylic acid

S!liép az ﬁfe:p&htl brﬁof4 f ?{5]@)33@% &hiill—%dlvxbl-m &hﬂdﬁo-lﬂigﬁdbiﬁl—%lanuno)a hydroxy-
et uQr o- tr| uor onet hyl - benzyl’) - ani de

r@eylwbgf@@%ﬁvﬂf thepErsist @ 18,30, 19.62, 22.02, 22.09,

33. 785. Aﬂlﬁnéiethgﬁl g-alhydr%*n%%ﬂ 25)93 @70 9'i3g1 548 mn%l) lE_ZSiﬂoxiran Imethy!-
53. 06, 53, 1(d."3=01). 21. 40,
qarbpiyq acid teg-bugy] esiezé(’) §%ﬁg ii@mlmb an@.ht pigL trlils@omgthanesulfonate

(2R e A (S 3R B T i

awitge (Slilated tiidliedyBaoglate3washed Witle yeteoand biing, GribdNaGSO,) and

= (3- - 0-4-4 1 uQr o- ] de, 1 .
PABRR T e At hoh R Y GRG0 s pure
pRdE? as A91i690.96@, 3%); BRL.GB,T.3B928n; MIE.f&2C;J56N 8V, m/z 350.4
@%{gg (d, J=21), 126.62, 127.44, 129.75, 135. 85,

.90, 138.08, 157.29 (d, v7=245), 164.10; M5 (M)
418. 2. Exanpl e 39 1-Methyl -1 H i m dazol e-4-carboxylic

Ci 4-f | uor |f| rorret benzyl.) -t 3- - .
860 f, Prabat R S [ Lo p e et bedpraransidin-
inmeﬂml]ctﬁrbhﬂﬁb dﬂd&eﬂ%@ym& (@DCI 3) d 18.40, 19.65,

22.15, 33.84, 46.09, 47.66, 48.95, 50.70, 5 1.82,

NisihgdA 6 1 05 116.92, 117.1 2, 126.33, 126.90,

133. ZEhosée?n@ (X% sdWiich Mirbluendt 06 4@ m1, EX@H%&) ﬂQdéedN@tﬁmJ[s* -

H-i m dazol e- 4- carbox;l/l ic acid (3-chloro-
ptbﬂr%opo@e?r&%hydrpjﬂaado ﬁé@qu@gel%ypm)(ﬁ propyl]- carbarmc acid tert-butyl
§s &, 703)‘5 &1 6 |

S b b
dlvhlgﬁwmefzhgne?@ ml}',ﬂ 06@ The re@dtion59alRYed B1w@H), to angtzmperature and

%‘ﬁ}}%ﬁ?&féﬁ% a‘é&m}){?ﬁ@r §s§dﬂfge§ zvﬂ}é]d}]chfog%ne%hahe 138830\ ater and

bhnmdmkdiﬁhﬁ% ane. Bimpmyiledc Th@lesidue is purified by PTLC (5%MeOH / DCM)

i RaR L 330 PR RS £ gy MG e 3763

GM{-I-INI\/R (CDCl 3) 21.84, 22.02, 25.90, 33.88, 47.17,
E/% 3% 50.79, 51.53, 52.50, 53.19, 57.37, 124. 36,
§°88 120.14, 131.04, 136.84, 161.09, 164.25; M5
( I\/H-l) [34@4Etﬁ.y1-25xam[,ﬂ &hyido-1H-indol-5(R)- ylanuno)—Z-hydroxy—propyl] -carbamic
1Hi i dazo| e-4-carboxylic ac

? t 1|’?§/th &7 49 gt mmal) 1d: %?fbgwléwda@ée ©- e} mmol) and
ﬁZSWnIIE)‘f bHQCN%VCE‘J étfdfek!@lf sm’ct fylis bxe%@rlzo ﬁ%@@R@OQ)OMiZ of 10% aq
13C (CDCI 3 19.72, 22. :

t;ncmld zwg %8 m149f @§2C15'yer3 31dd6511an51 ghe ]g:]:xzseg yereggppgt@ted The organic
124. 05, 124.40, 126.74, 129.07, 131.01 , 136. 82,
164.17: MB (Mrl) 448.4. ExanpSe 43 1-Methyl -1
H i m dazol e-4-carboxylic acid (3-chloro-benzyl H3- (1
- et hyl -azeti di n- 3-v0- 3-
aza- bi cycl o[ 3. 1. Ol hex-6-yl nmet hyl | -am de 100 Mz
13C- NWR (CDCI 3) d 18 43, 19.66, 22.12, 33.82, 46.02,

Ve D =% "~ a ~ ~ N NN ~ A ~ o~ A PNS NN
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Exanpl e 46 1-Methyl -1 Him dazol e-4-carboxylic acid
f3-(1 hvdroxy-cvcl ohexyl net hv - 3-azabi cvcl of 3. 1. 01hex-

WG 2006red4ben- (3-tri fl uor onet hoxy- benzyl ) - am de PCT/IB2006/000952

Mehyi enecydohexane epoxi de was added to a 15 nlL round
Hester waedashedwith 100 a4 cifrictacidgwater, bund, duigdloviey NeSRasmsl conc in vacuo

g@ﬁg’ @ijre)tltletcr'_ll_‘n?&.t}%l\?ﬁ% (%%fﬁlzhdﬁ}-fué@glﬁﬁ% dlflmln)dr aﬁl&gatwely, was

(gauaqrhbybqodjym abf@natography. 'H NMR (400 MI-Iz CDCly): §7.55 (m, 1H), 7.25 (dd,
. e y yk) I fehu x y de_

Aot Bl S b RS R Bt DR by 09 e
V\]&I)rﬁsﬁl (dd, B8.80T2 thHiﬁ) .23 tq.mém Ho,r2Hﬁ}, B 28D, éSrﬁﬂ) (5,1281), 1.39 (s,

SR %57 R AR Gigrine 1 82 bonat <ol ot 1 on

and extracted twice with nethylene chlorlde The

nmhi ned or. er.s re._dried te :
3 % QP APHAR (T PR T b2 v sy g Do by o
Indded-hyhe (@) H 1 m dazol e- 4-carboxylic acid
[.3- (1- hydr oxy-cycl ohexyl net hyl ) - 3-azabi cycl op.
iM - g-ylmethyl HS-tri fl uor omet hoxy- benzyO am de.
‘5102 Mt')ng J[iﬁ(%y(;@@g 53 dﬂl{grOQIa(—fndol—ZSL'pl)—z ZX%%zéuﬁm-yﬁIﬁ}hyl]—
rs,
3:p.})bamg agd@gf;%utylﬁq)ar ( _20 23 3%6@ FRakHy tregiedqwigh @% AT M (4 ml)
%O%O(ﬁhutg@t rooh t%mﬂve&tu(e'n’l‘h; %'Quon'\/%%%@ élt%d rgl\n:@fsolated as

exa | es prepared according to oce
“4@2828@9%héﬂﬁébvvé6$ﬁm1hﬁ@brEﬁHnﬁﬂélw72762(NH¥D
%q&? -1 Himdazol e-4-carboxylic acid
2- (2-chl or o- phenyl ) - 2- hydr oxy- et hv
p- 3- aZailwipe lob4 31 HCDih dexane (100 mlL.) was added dropwise to a solution of 3-

TR R RS SR BBl o Dbl aci

QéAy-putfl estef (3 4.44 gH)1,8 m), 2B me, of MHYF, adtl (1 folbro aniddiy. , The.rEsultant

- %t?fezx%aj@stiﬁgd@%ﬁghﬁ@r ﬁrﬁ’ ﬁ(aggc%lﬁ? gﬁ%?g&x’lsglwsﬁlﬁ]ﬂ}% irj( th formation of

24818 . Urd¢anphced g8sshreVitie iddutdwant lr@mtaed4o Sipidx0¥yd-thizd of its

id F3-M . e . .
ORigtiploiRyey dh it feHoRsvia fllsasion ity ish ofhesqngried under
@awll\llﬁﬁb @téeDgl(egmb gbéﬁdgﬁﬂ,g@]hh@s)fsg%ﬂiémﬁlfuﬂmr ?@réﬂ&@orl\/g‘lﬂ_NMR
%ﬂgy 1\'@ (DLM§0> )75 §31(bys, %rﬁzp oy (@l Py 733 (dd;')J;s & 24 }fx}z 1), 706 (d,
=04 hr §), 4bﬁ (m, 41}18 L(bzf@ J=3.00H, 4003, é:b(da; J—b"i) 6.8312/ 1)53.69 (q,

FATY NI RS TR TR I MO B P
M i d8ENd: Preparation 5 Benzyl 2-(6-((N(3-(trif

| uor onet hoxy) benzyl )-1 -nmethyl -1 H i m dazol e- 4-

car boxam do) net hyl ) - 3- aza- bi cvcl of 3. 1. 0lhexan- 3-yl ) ace

t |

R T G S T e o(‘xly R Zorgoraeolid
Arilmefhylhrearbaniis agdd mz@ylbaswycl o[ 3. 1. 0] hexane- 3- car boxylic
acid tert-butyl ester prepared above (2.63 gm 5.63

mol) in 30 M _ DMF was added potassi um car bonate
@&ﬂ&@lgnl 28.2 mol ), tetraethylannnnlun1ch|oride (150

o) ) e Uhig RS s o DR ERRNE Rk PuRRe Mg *°

fannnoa@tﬂynmso a;thdolqhhemhﬂdetwﬂ-tlb -diBiderinddIbe-oit i, 01065 gvas167

di | Yyt e with e the | ayers separ at ed .
et areronilpdi i b S, Orfps AP B S PRy £ ) at 0°C

%@E@Et@m i §t8re@ AP ORA 30 AR Gnd BYLERWE ECwaHd £ bodVeh erature.

anhydrous sodiumsul fate, filtered and concentrated

yihe Fagetgongnighvres dibperiwitihdieldpromtharpy washed Wi prates citeg aama@d
purified by flash chromatography to yield 2.7 gm of
benzyl 2-(6-((N-(3- (trifluorenethoxy)benzyl )-1

-met hyl -1

H i mi dazol e- 4- car boxam do) net hyl ) - 3- azabi cycl of

3.1.0] hexan- 3-yl )acetate; MS (M1l) 543.3. Preparation

6

~ o~ VAV Y Y ALY VAL I T T T N T T - T T 1 A1 1
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Shake at room tenperature overnight. Aliquot sanples
for LC M5 analysis. Add 1.5 mM 1 N NaOH and 2.5 n

wOab/1Maeé ex and renove the organic | ayer and POEIB200Wm®0952

a SCX SPE (6nl, 1g, Silicycle brand). Repeat
Brite; dided Bh2SD4) indegapomitadt ShSEXIBPE pwifidd ty FALCICH MeGIBICM) to

el e O e (3G SO B ERRE L Vel g
PregipdiBe TFA salt ( 15/ 485 TFA/DCI\/D Dry down.
G AR L LR ESE AR FEATRLES

pr epar proce
tedcdhidaide (BBOve 11. &WSM@(THE}QSEIWM ﬂdhﬂ\lﬁéﬁaonate 3.0

BTN F PP AED PSS A | LSO W B € for2h. The

eactionatikiie szthlhﬁe& with @0@BL AN CHALL, hAiaheptiasds w&gﬂ’éparat&@ The

phar maceut i cal itions contalnln t hi
Bisanie B ot oas R on R OPL Bavaes Bire. & R i
bMEMglmhé\ﬂﬂé 0B, aJmcn %é &E@Et@lﬁzédsfrcﬂn gb@bpdnol. 'H NMR (400

clinical, an ublic health m.t hat has ener q
M CRClayrd Fré5 E%ph% t4p ek Jr%&e?n‘f H&e%@sﬁ BhG {(efoldb & 311 (m,
|4 SRl ﬁ@s@ 03 (t e I%‘@H) f3 lstz@r@ (mR@GH)SI @41&8157& :& 3H). 'H
emin omunity a heal t h car
g@ﬁ% {498 MH&APMFQR PaA3 Eﬁls§§1)o7n370(fid Ha§ ﬁe’%ﬁ* 5z 4hgt- %Edr 8.4 Hz,

P '4'6f8'(§1d1H)B@ 99‘&%‘—9%% ) 8 /Aieg jLes '6541"1‘{‘(1?12 '35685&1 =10,

gromnn physi ¢i ans ‘are now conf ronted
Hi éét7|(eﬁ§)f3@ﬁ4 (WﬁSHm ey eH), 4. 1A ¢ &£ QL i3l MSeﬁs%(Eiyim/ZAe 276,
dzfesult, structurally novel antibacterials with a new
node of action have becone increasingly inportant in
the treatnment of bacterial infections. Ambng newer

teri,al ent non
bR Ry AR o B LR P S RS ) 2%
bndehnﬁﬂhnﬂbN]d@@nmnmmkmﬂﬂﬁhaaoxazol|d|none

derivative as an inhibitor ofy, bacterial protein
synthesis for the treié§§g>_§t§i§%%ous i nfections
caused by a nunber of @lei Nary pat hogens,
including multiple resfstant straigns of bacteri a.

I.NF Tl ON DI SCLOSURE 003072553 di scl oses

REER #!A RePHRAI 1@%@#& 353/\0 vé’.%%egalrﬁ s havi ng

ant i batManymbq i84d1d-v Bldyond 820044, 31 OmrbdiEiR hbdi@l WikiChabhy@tazine
i nfections. WO 200281470 di scl oses oxazol i di none

byste (A9aD ais!8P GF ferdrS hquesaTihp gpagtiquimaixiuge is Foplede giliedswithige
2800 Zé@%a%é GheR 5631 a*eastxckh&exawmsﬁémﬁ@bﬁer arveatdvyresédm
useful as antim crobial agents. WD 200032599 di scl oses
oW koo hidaivarsmaiediorzivedld titlesompamg as 4 pallowisb provengoligf HPLCr.t. 3.69
F +200029396 di scl oses

gh9L%PR? g?gﬁfﬁgdggﬁ( ¥%Lazolld|none derivatives
useful as antlbacterlal agents. WD 9937630 di scl oses

azol er.i i\ .n onbi nat ori al
%?%BréalrplI A0RE f% ﬁgiénpo-%lélrhgﬂ ég? 1ﬁ%ovl\/%s Ubstit ut ed
oxazoll J}I\dietlmdﬂé -dibydpoinddis2- Otﬁﬂﬂl&b 12510 tld Bantd@) is atlded in portions to

nt s. 964
S08 Rt 2L 5 R et Bop s commists st is llowed 0
SQR AUO6S tdigRfatlre 8 tAdi dtiB8C 108 5 hadrs. g thisturdk dB@4d#3h ice
di scl oses het ero- arége substd. oxazol i di none

drater gudkthe resnliingarenipitale flisradpwashed vidh walgfe ﬁedsdﬂe@n%e@ §eppum to

dive eileasIB SoBpdial 8¢ Pbrdti kol BXBE ot 37T RAREVS €dri CYRIN Vs Bz
usef ul a§ anti bacterial agents. EP 609905 di scl oses

iLRHARGIH-, benzi mi dazol yl, and benzofri zxol yl

8330 Ipk b RABEIOLIAMAL RS- 48 QitylirodRadntdnbact er i al
agents. US 5164510 di scl oses

5- 1 ndol i nyl i oxazol i di n-2-one(s) useful as

anti bacterial agents. WO 04/-074282 di scl osesi ndol one
oxazol i di nones and derivatives thereof. US provisiona
pat ent application 60/599822 di scl oses oxazol i di nones
cont ai ni ng oxi ndol es as anti bacterial agents. SUMVARY
OF THE INVENTICN The present |nvent|on prOV|des a

o Y r .
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t he specification and clains includes both one and
nmore than one such carrier.The term"manmmal " refers to

whewvsanoaes war m bl ooded ani mal s i ncl udi ng | i vespOUkB2a0td00952

conmpani on animals. Livestock refers to aninals

sui t abPrepdveier Qu9en 3 hebmmel isadaest in gmall Bxtiomploggmikied efdenethyl-
i t

B SR lIShE S {1 oA g AR BLE 100

a6 dmgﬂs) in ethtr®] (160 enl) abd evatee fi@l lp pti0e@ alle reaction mixture is stirred

wSR e T B ottt Kot e Rt SRS WL

tidlbrofrithafte@00 mf)t Tadmixnat isdBsred ml&b@h&:eﬁte Wh@dﬁlgaﬁuhﬁyer separated

%}\glg\ggsheg{wit égr{%a ﬁ{qgete flrge%fq%%rzso il su{%z?tt%g?x %pgrgg}gh%gwe tlhe title
Elr§RASEas ataHUeS: sdlill) HPLE@YE N 06 Bfn; MSfodl CHEASH miz 163.2(M+H)".
causing the clinical synptons of the disease not to
devel op in a mammal that may be exposed to or

Piepd Pﬁ?&@ﬁ’ont& (RNe-1i:52R3-21-RiithydNe&-NQHihy &b- 18XRE8sIL BN &Sino)-
or dis nptons of the disease; (2) inhibiting the
Eﬁogiéhg@éban?lc &id regfrugd #5159 or reduci ng the devel oprment

of t he AdliseasRu-1,8luthy8loliRddE3lons I O TR0 nfol), &)-oxiranylmethyl-
relieving the drsease, 1.e., causing regression of the

earbamie acigiertibutyl eqtgrgl. g&g, T\Orprnel hand lifijem tidflypromethanesulfonate

t a
(5, 20 e e R LGy B P30 TR
gt isijlumd dm@eﬁsbacetialst, suhéd witlewhtet and dfife dtied (NabSO0,) and
g\fraséarta ngcghe;r:g)r%d&e 1se puq{f g %§ ﬁash c lzlméln Iec{r%aga o%%%{xf}@b!%)@tOAc/ngane)
topivedhsdttes@nmpmhdiak 8 hgla\becrwd yplid rHPIIG‘le. a@@nﬁnz\MS;;ﬂ@t C17H,sN;0,m/z

%ﬁﬁ gé+the manmal to be treated. Conpounds that have

(gﬁ' "mol ecular fornmula but differ in the nature or

sequence of bonding of their atons or the arrangenent

Stae Brepraion & s BReGHELments Hﬁy@rﬁetﬁ@eglé@)-#-ﬁgg‘ew%@dm-

&zﬁndtlﬁﬂ]f@ﬂ)anﬁcia@[da@h%@tﬁﬁd’s&r I't WI Il be appreciated by
ose skilled in the art that the conpound o

i nventPdardiertg @ Teavpr-4roxe: ét%fdéleydémaff rRgp!- %éla}f’éfgﬂ) Riogyl)-

bdibRRE hcﬁ@{eh)bu@@&dtéf esignd 0'1@Ge0De8 bl Ead 1,1-ciB¥nyRi®fdazole
exhi bi t hism It is to be understood that the

(a3 @n. Pt irctonisi i isstispd andheaied 45,00 °C for 2 hours. The
&B&doﬁ%ktﬁre@g&ﬂu\f w1ﬂpét 8’?95@%4 Qvasl{ea%tﬂ%gr an} e, dried (NaogO4)
stereoi soneric form m xture thereo a conpoun
afd eviypritedy #he ieoidye wisi whﬁ?ﬁ)@s%@éb(slo%ﬂéem) to give the title

i . (0] i +
RRAREE| SaEI5L) R0 AP kbR Sy SR S ORI P sou
exanpl e, by resol ution of the racemc form by

ecrytalllzatl ntechnl u by s hSI

5 ch yacnofé P2 rllorrlrbegwg g)r(ci)a S%P%ln%aﬁfl 81”113d1hydr0—
mylﬂlbhames or by chromatographic separation using a

ant 1 vioBe o RRBR R B RSy P ere huder g

BEb MO aci@Fferiisutyl @st@t(BRp 2.50.70 4, BI558 8:%loP) iNAtatdd vAES0MTRA/DCM (3
F‘:{&\f in the art. The conﬁgund of the present

Bt U S At GRATR CHIPFR) A K BRFeARICR Fscﬁ"h@’“tt%d Wéveuﬂwﬂ}&b or
Evpol dRRd BIBAI 6Lt IHTICAN 2. DRI ViSebl O, NV /R 260, 2 Vet
known to one of ordinary sKki IT in the art may be used
(e.g. "Ph" for phenyl, "Me" for nethyl, Et for

Sitep¥! Preabarafiéd of%fb [bf(’y-f:ne@ﬁd ﬁ@kﬁ@&@ﬁgdro[lt[{-mﬁ&@ 192018k o-
tenperature). Schenes | and describe the preparation

errazelin- éﬁh?fé@ﬁocaﬁ?amﬂ"r?éldﬁ%@éﬁfteﬁ nvention. The starting
materials are prepared by procedures described in

t hese schenes or by procedures- known to one of
ordinary skill in the art. Schene | According to
Schene |, the N-substituted

-5-am no-1|, 3-di hydroi ndol -2-one (A) is reacted with an
appr opri at ed subst i tut ed (S) OXI ranyl rret hyI -car bam c

N a e
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t he present invention has unexceptedly weak MAO
inhibitory activity, which indicates it possess the

weapaadddge t o minimize or elimnate potential dP(EIUIBﬁOQfg)OO%Z

i nteractions since strong i nhibition of nonoam n

oxi dadéetiyhphlpreEumeate (HO%RP el r B3P 2amuael) ﬁﬁé@dﬁeﬁ@&ﬁ@rnomethyl@-
QkHE %&azfaﬁmﬂ%uym nia@lwﬁh hmyﬁaetl%@é 3. aﬁap%afaam 1,0%k5gi k6

severa armaceutt cal s. " The conpound of the presént
mméhmddnsqmi}m’bélyusw P72 lnh 8-906 emowem ﬂlelbrqnmlecQ Sguigat 0 °C.

gﬁm Beél t?olerl% I%\ﬁ%g ?é}g‘:’:ﬁe é)lﬁ,gll) g%%rtx t en 08V§e %a%ro\{)%lrtlan%{)&ature
T8 geat tonimhik tne ig piutéd>with diél)l&))meiﬂixr&l;‘rwhﬁsd ®fth tvher, citric acid and
acter| ni sns i ncj ude p05|t| e ba
feh cae i e e didinene i o pheal s vt Shidone BPLC
St 385N QuiS; ‘HWIS@G@MH@ rcmccig)s 59y 116, . 2 (ﬂ@$l=52 B18t4 Hz, 1H), 6.79
st rept ococci pn eugonlae
hdgehbe BRde ]rﬁﬂrft |1HP é7ﬁé%§ls%ﬁlf1> P & 6C(§c7cITIZ’ 1y 3-82 (dd, /=
wmz 1}5 3, B@(‘scﬁlﬂ $.56-9162 (12925, SAVﬁ HP 9bi G, mﬁi\@ﬂoﬁclsHl7N305
such nmophi l'us, for exanple i nfluenzae and
Wﬁ?ﬁ%ﬁ@?ﬁﬂ for exanple M catarrhalis; as well as
anaer obi ¢ organi sms such as bact eroi des and O ostridia

s%sm es, and acid-fast organi sms such as Mycobacteri a,
f H@kéTpl drapparatiorbeli (& 3oid 1(3-flugiocktion)- M@o%%réﬂl@@fpd%mdolﬁ-yﬂ-%
richia, for exanple

%% Hﬁizoﬁlﬁlg eﬁ%@f%ﬁqgarﬁ%&%&rjg’%gg%gggr exanpl e Chl anydi a

and R ckettsiae. Exapples of iwfections that may be

mesent i nvention

i ncl ude central ner vous s Yons, external

ear infections, infections of the ddl e ear, such as

%Qéibt 1€ PRphbdich dr@ebL {@r[ll(ﬂ-fﬂﬁ&‘bleﬂ‘?@)-ﬁcﬁxotmmﬁ&cﬁﬂi1P1Lm§d115 US8Sno]-2-
i nfections, infections the oral cavity, such as

|hbi¢r@@t'Pr@H§}“6‘\‘fb‘tfﬁé agid grhbuty} §68" and nucosa, upper

respi rsak Qfn%-1t (G ord-Bh@st Iscemydrd-ﬁmrz 5:8%Pb6 BOInbALY-
i nfecti ons, genl tourl nary |1 nf ecti ons, gast roi nt esti nal

ioffraylmayg-car Wé@eﬁ @ﬁg‘i @é)rl e%‘tﬁf(@@?‘? HrislS e arddithigm bone

G 9 °C f
edé%%{ﬁaél :Eﬂ% ac e I a e ndocar &?[?409,05%{11? ﬁfg,qﬁﬁ are heated at 90 °C for
dritonby aﬁtBEGaicaCbn rplxtqnd‘ny Idﬂute@wnh ethyilraganty waahadl with water and brine, dried

3§ taél I‘C\Ila%(:]ﬁl%gofgg ur1 1 tlonnbI as thérg%rsye(%% ethyl

cervr n
chagehbandpyves te tide g@moﬁmcamqii@nyeupmmm ®lid. HPLC r.t. 3.28 min;

SRS EAGRLhok Rl B coaes (hat o pe treared

gram positive infections such as osteonyelitis,

S90Sk A0 BB S O LB S o

arhadB AR ndthy13ChdoNhic Mci@frert- B\ﬁylf‘e@tﬂpound of the pr esent
[ nvent| on éﬁbe assessed by | ow ng pr.oced

r econthéf %o (St oIS Q:%?f%ﬂﬂt B 48P 1adoR df-(3-11-2-

LeRiBRY- kY- 2'—0)%—@@-@ @3- 1A RRe1- 52&19[%1)10 ﬂﬁ}dﬂ&@sﬂrgﬁyl}jédr%ﬁrh@&ld tert-
anti m crobial tesfsfor bacteria t 8r ow aerobically,

Ryl e dStep ér%P&raal 0(564 wn@a)and fipthxBy Ry @umgbpin
L
%\tg%ﬂ%@r}%ﬁﬂl? '\%ﬁ'}ﬁ% %ﬁl %gé gﬁﬂéer?t ?‘Png@?% EYS diluted with

pnéthink] washedegith wagerghd brinee Aodsi (aghibl mdleaapommrte give the

%@Q%gﬁmégé Qhﬁ?%m%(”s%h n% %%%/gl[%m (ﬁg}tﬁ(ﬁi&\mo m/z 394.1

(&i)2003), M C testing suppl enental tables, MOO S 13
(for use with M/-A6), NCCLS, Wayne, PA; and (4) Muirray
PR, Baron EJ, Jorgensen JH, et al. Manual of dinical
M crobi ol ogy (8th ed) Washington, DC. American Society
for Mcrobiology Press, 2003:19Fhe anti bacteri al
activity can be presented in the formof M C val ue.
The M C value is the | owest concentration of drug,

whi ch prevented macroscopically visible growth under

t he cond|t| ons of the test FoI I OWI ng procedure nay

o o . o . - o "
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In therapeutic use for treating, or conbating,
bacterial infections in a mammal (i.e. human and

wapingab@re a conpound of the present inventi onPOT/IB266/000952

phar maceuti cal conpositions can be adn ni stered
SHopi yrengeatian eRRAP1(§-amingpeiird-gro-exagqligin3ryD-1-(2-fluoro-ethyl)-1,3-

WIRBRIHEN DALY, Or intestinally. Parentera
adm nistrations include indirect injections to

gener 483 14yStuera-ethydr-exa-2.ddilyilioddt infol;Selt-2-ore oxagolidieS-
- r A

e e R

T Iadr (Fal) for b minutee etabom femperateu| Bhe redction ianeapatated and the

ray ' [ OR1st

BB AHFAG SR b B TER R TR " MO i BEE A RR305

Qﬁ#é@ﬂkﬂhs areas or organs readily acceSS|ny by | oca

application, for exanple, eyes, ears including

external and m ddl e ear infections, vaginal, open

Beepriicl Preplatarisn ofi(6)- {8l 1AQ-flubve-eshyl f ae@-Sk tihydnd Arihdol-5-y1]-2-oxo-

under.neat r.mal . struc r other | ower
i’ g{ﬁpﬁaﬁm%ﬁ%}g? arbyrpic A¢t 81‘*%9{%?3??& es transdennal
del i veuathytl ohigeif@imate €0.0835y5 0.82intnob)fif ARItd drbpRise URRE-(5-

adn1n tion | for SItO iLes. T

§l‘?§’8[) ¥t 3’8&‘? 1‘5?‘?@11 (221“PW&TEY§e]s3S Hﬁg P‘I%FQ -G9BY (00‘32 &
lorma Indvdidlynd AR§ptdplein9Rtnine [0 €94ME | @D b1y i8 dicBRrddfethane (4 mi) at
adm ni stration are oral and parentera

O ¥ reasionmbytingh atQ SnfoppRmrstcs and Ben Alloged BV IR 08K
ttJiSpePafuﬁé fife &&Yﬁﬁ‘ hﬂ;&!&e f&%ﬂu&%& w%'ah‘:fnﬁ)?&ﬁgtt?\ e VasIIQABSHRS and

known in the art means of conventi ona
i

e, 5 QissS6 bt T s sEGsEbyIRICHG 0% MEOHDCVD
| f
ltc}?{%%ﬁﬁ% k09 corfiBdhSis K oRGwniRRERP 51%1&% %.tnng..ﬁ ,Bﬂ{é“ﬁ R o 00 Mz,

izl ng processes or spra rmaceut c
élmtiﬁs"z’iﬁﬁl(mnﬁi)f 6?-4 (meIH)nS %deofvd&ﬂdh, W), b.18 krellpy 482 an, 1H), 4.74
entd 9N iRy, S, Faramula nv; g
Pyn94%§%1§? ré h S|dﬁ§g|cal 3 égggzﬁg@ﬁi%qus erélE&
c3c9ﬂpir i/ & SnigHE X ED, 31 &muds Jath, Uk, 1HRBI6e s, 3H/h BGA (s, 2H), 3.50-3.64 (m,
f.acilitat I SSi f active conpound into
%gﬁg$§Ff§ﬁ§#8§§?@h%ggg(%%ﬂﬁéed phar naceuti cal | y.
Proper formulation is dependent upon the route of

IRl & T Per ol B PG O e 1Ay 92 oo
mmanam@ -yhinéthy pbabarae edid msllleytenccept abl e carriers

well known in the art. Such carriers enable the
conpound of the inventijon fornmul ated as tablets,

pills, |ozenges, dragée ld qQui ds,
syrupéWDsIurries

sol utions, enulsions,
suspensions and the like, for oral ingestion by a
patient. A carrier can be at |east one substance which

Sep 1a|P§ébafaH81?Bi* Pﬂo;'}'}épny@ 18ihddgM 3-afdh@vori ng agent,

sol'ubilizer, lubrica suspendi ng agent, binder,

t abl etlfdindtleRebdiand (39 :06m molaneﬂoemaps@sanﬂ P68 genitand
?ﬁ@féﬁrg&a@d E§ %:’H des %[o if? DM g%ﬁ%% Stirkdd Gl 16 tmﬁl‘&&ature for

re not SIum C e, magnes
S dawrat ‘Ehe marltlon mmlga K, d1lluad b ethybasetamswashpwith water and brine,
r starch s elat|
Ccil%ﬁ {h’f etvta orat?dS t% t{’gt\}\;le r‘%‘e com oun ch%r%jgg sﬂlidt {-]P%C 6rt 4.38

pmmﬂéﬁﬁxﬁb&ﬁﬂﬁ%&dsuﬁhl@&&@ﬁlyethylene gl ycol s and

ot her pharmaceutically acceptable materials. Dragee
cores are provided wth suitable coatings. For this
[Btep0 Beparaidshcd tiscptapsll- SBHg MK disahdil-ReAS My be used
whi ch nay optionally contain gum arabic, talc,

pol yvi nyl pyrrolidone, carbopol gel, polyethylene

gl ycol, and/or titanium di oxi2de, |acquer sol utions,
and suitable organic solvents or solvent m xtures.
Dyestuffs or pignments nay be added to the tablets or
dragee coatings for identification, or to characterize
dlfferent conblnatlons of actlve conpound

S -y . o " o - S
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sorbitol, or dextran. Optionally, the suspension may
al so contain suitable stabilizers and/or agents that

WO pacaases t he sol ubility of the conpound to al POWIE2006/000952

t he preparation of highly concentrated sol utions.

Alter ddﬁqmylewélea?ei? fligee (39 ize i LmmoRups beatsdifgiaidiydrazine
fh?&gﬂef(ﬂf mfé?tpﬁ%tol °blf 11 pf]hc\/l\frst hfh@ ru%l:’ﬂfl&ﬂpzls%ogl%] 'dﬁht@d with e water, and
eri| yrogen-free water, ore use
quepwlwlthreﬂlyawhﬂam She atghwin ayclhewe&hnqbwuh armpasinql ®0:96%), and
formul ated. b xi.n h I

Sua _ora}e?L t? give d the'H mélg:( gorgﬁxotuﬁf asaa\%%m ll}]r\MNB sohézir ﬁﬁtg ?P r4(')ej§ r%nm, MS for
Kbﬂpﬂﬂmhﬂw1§6haﬂ+HVqU|d at rectal tenperature and A
therefore will nelt in the rectumto rel ease the drug.
Such materials include cocoa butter, beeswax and ot her
Fape Hrepatatioloff 1-Betopiil-Snitad-1,9dihpgrotimioab-ahé on, conmpound

Chr ougraroEsEl GED S 2R (o & O rBhe et Gk 4G

REMBSH of sBdiuS WERARNS1208)94.26RR0D & ©iE0broftRYC ASE(58m]) and stirred at
pressuri zed t?)aCk or a nebulizer and. a suitable

5?%@%@%% bR Hehe gepsdongaslilRied with iqe yater auq t58ylfing Fregipitate
RS RASy AR mwataearﬁm%a %de?dac@ﬁin Ry @V flé fige Gmpdhndeasta®rown
deliver a netered anount. e(g)su es and cartridges of,

fehd. BRIt 7 i Mhior GrHgNimz 209 MdDer may be
f or mul at ed contalnlng a power base such as |actose or
starch. For i cal applications, the pharnaceuti cal
csémﬁloﬁrmamﬁo -4rainp-drispproaylek3 fibydrodndol-Ape oi nt ment

cont aiighigy i BEL 14%9 GRIPRNGNL iRRERARH 08 nikiaeak ved

in one or nore carriers. Carriers for topical '
a@mqpylsi—msrm I@rdibpfdre-tndoleboneddn@lg, 1318 minply amcmn@mmm chloride (6.27
&é {r (L)Id e?ll)‘I pnuetth ar]te(é(sl Bﬁ tal}lé(l) lr\{llg{ere %\Otn'ﬁ} aég?/ lgg Lglleg actloP nnﬂgljeqs stirred
Ppixoyaxly @hdidaesd dor 45atiy they podqatb esen tenwamrmb,nd diluted with

Si;‘%i 5 f%]lﬂﬁ“? é}g@ .?Fg%wat lfer% f‘fstﬁ“i?ée rtlgrgugrh crehj,?é1 tg? 8r§arf1% lager separated

Sl vaddk e with aenasiueie aigied 06RSDS 208 Svapedatet $ giMe thetitle compound

PR RIS e ot T I TG e VS

carriers. Swtable carriers |ncI ude, but are not
limted to, i oi | sor bi tan nonosterate

&éqw% d’rrfpéfaéw@ef (e étlwroag% é1r§°%wl'2t°éf’ Bardjhares bfdndol-5-

Qb SORGERROLid RaRAXLeRl cohol and wat er . For
ophthal'mc and otitis uses, the pharnmaceutica

conpos-Amias-isepyonyk | Bwiriiodndai20ze -4 & Ai23 @anol) methyl (2R)-
%Rﬁ&%b 95@% '5n75'ﬁﬁ&l?ﬁﬁd%tmﬁ’tjﬁluﬂﬂio%ﬁeﬁgn&hﬁMaltee(O%@| £185 mmol) in
or’ preferab as solutions in isotonic, pHaJusted
scegpnifride @almlh@e hestedhie70 3G foh3 beurs Tliegerction pidwe pvdluied avith
such_a nzyl.al

g%w?%ce aFﬁ ‘évgsﬁlsé é’ltﬁ vvk {%P 51}%?{1?@ éi%ﬁ(ltl &? ﬁ(&é En?(f ﬁt)(%r%/tgcjin )i‘he ;egirdue is
parified tyuflaah eldomatog‘aphyl (M%EMAgTHehngso gﬁe thBItlzel’e umlpdund as a light

Tepbtin Ao o 20 b el WP arel G R B ar ot ons.

Such | ong actlng formul ati ons may be in the form of

(St Lastagopt o By S0 Seey ol A A BTl oo

mhiogbines-jalﬁlbm?@b?baﬂw d¢io plobi esz;theﬁat erials, or as a

sparin 0 e deriyative suc t hout |

limit Aﬁ?tﬁﬂ f‘%‘&ﬂ%éﬁ? wh b} wmekjis %dﬂg&wwmwﬁ-
taﬁﬁn&%@ﬁ%ﬂo%ﬁo@ﬁng%ﬁ)LM@ \;ﬁ@byl@ BL¥hy@ro-indole-2-one (0.075 g, 0.185

sust ai ned-rel ease system Varijous sustai ned-release
el g disppronylasdanniasOdBP md et mamel) By dichirpmethangh mbyvas
those skilled in the art. Sustained-rel ease capsul es
may, depending on their chemal nature, release the
conpound for 24 hours or for up to several days.

Dosage Pharmaceutical conpositions suitable for use in
the present invention include conpositions wherein the
actlve |ngred|ents are contalned |n an anDunt

...... o a o o o, o o o "
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may be used to determ ne the desired dosage anount.
The conpound of this invention can be prepared in

wacewondarce with one or nore of the nethods di BCTEBR0ab5/000952

below. Al of the starting naterials are either
edderder @ 7G| The reagtipn igbliedayt 0 3G for30 npnusgsaané thepyllowed to warm to

gio?rﬁggxpérgﬁret. h[%g m\{\ﬁﬁxjg QS &?ﬁtertkldlfcﬂ%%lnett?zﬁg rl%lsf?efd v%h%eﬂé}r Htric

n organic chemstr I SCUSSI
ttid amt la'plardacteid @N@esﬁélao&wvapcbretecﬂ oThegedichy isplyified ibaPTb@ sm%

gfeﬁgﬁgﬁd) tcg gwe ’W e e &)En;f‘n u rcgz}‘cé an o%f wehrfte tsagi %L@r' to£]9(2)55 91tH
ViR (BOOIMIEZ, p‘iDém) B&J(s: 1H)3f‘7f24l()dd; di)@)mﬂﬁbd{zylﬂ);l 697 i6d, daB.7 Hz,

l.et bs.= a i ngl t .= et
I8 g dh B BBLET L B2 B30s-A PHE ke /-
4%, >Hd 011}191 268 Of 3HUR54-86S (BII2H, TEIUB) 281), DA6 (df T Ble®tE, 6H); MS for
g}#g#ﬁ It| ets DMF = di net hyl f or mam de DVAP =
i éf fﬂ% lne Dl EA = diisopropylethylanine

DVSO = dlnethyl sulfoxide eq. = equivalents g = grans

h = hours HPLC = high pressure I|qU|d chr omat ogr aphy
Exgpple 5 Preparation of%S)-[g-oxo 3-(2-oxo-1-propyl-2,3-dihydro-1H-indol-5-yl)-

k20K AB L Eh@l)anhé‘héld I%etﬁyltegtblaw' 0-[4, 5-b] pyri din-

1-yl -met hyl ene] - N-nethyl nethanan1n|um

hexaf | uor ophosphat e oxi IeaV|ng group m =
nultlplet M = nol ar max = maxi mum
meq = nlllleqU|vaIent rnlll = niIIiIiter

mm=mllinmeter =mllinol quartet S =
Stepgt Btapatratmn off (R):[Zlhycﬂrpk}e} (O BS- l—prbpylth-ddh)&hrcb -yH-iddeR5 lamino)-

tr|g¢ oacet.i c a%#ﬁ THF = tetrahydrofuran TLC = thin
?ﬁﬁﬁ?gﬁ? eﬂmTLC = preparative thin |ayer

c h ro watmgihanlpyopyl_l ?r—d[ﬂyﬂﬂoCihddl-efoné\l(OZSm @[ m bdel)MBH =

neth = dichl oro han drochloric acid

e PR peld Wé-huty & <%%3c& r’&aﬁ@m}) qog lithipmg 5 )

Erﬁmaﬁfnﬁﬂaﬁ@suﬁ&%% azsé% hyig A6} ﬁtaeetétlgle‘ﬁ%b‘ D Yheddd 4T 90 °C for
acetate NWP = | -neth 2-pyrrolidinone = mcroliter

y!
J heure dihp raagfipnapinaredn diluipdrvith adud pessate, rmgh@é tWiid vadas erbbpréns. dried
Iy 10
ko RAGHBSAEH o Pl g B8k 35 Ll
bestats/hegrned aivbopiyd thDEd eonipougi] asydigbhtesyi edidbBHEE - 866 min; MS

%é}%%ﬂm@%hzr% B

oxy trlspyrréﬁ:%%nophosphonlum
hexaf | uor ophosphat e

Step 2: Preparation of (S)-[2-0x0-3-(2-0x0-1-propyl-2,3-dihydro-1 H-indol-5-yl)-oxazolidin-
5-ylmethyl]-carbamic acid tert-butyl ester

Phosgene (20% solution in toluene, 0.978 ml, 10.0 mmol) is added to (R)-[2-
hydroxy-3-(2-oxo-1-propyl-2,3-dihydro-1 H-indol-5-ylamino)-propyl]-carbamic acid zerz-
butyl ester (Step 1, 0.520 g, 1.43 mmol) and triethylamine (0.998 ml, 7.15 mmol) in
dichloromethane (10 ml) at O °C and stirred for 30 minutes. The mixture is diluted with
dichloromethane, washed with water and brine, dried (Na,SO,) and evaporated to give the
title compour.1d as a light brown solid. HPLC r.t. 4.88 min; MS for C20H27N305 m/z 390
(M+H)".

Step 3: Preparation of R)-5-(5-aminomethyl-2-oxo-oxazolidin-3-y1)-1-propyl-1,3-dihydro-

indol-2-one
92
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Exanple 1 Preparation of
(5S)-[3-(I-ethyl-2-o0xo0-2, 3-di hydro-|

woRindad426- yl ) - 2- oxooxazol i di n- 5-yl met hyl ] - cap@HIB2006/000952

aC| d nethyl ester Step 1 Preparation of

- et hy(B»-B-Qar-3-(-9xozl- HPPW@ﬁde}ﬁiéFbIH@ld@h@YD®¥aﬂVhdlhéd'lmethy1]-

vﬂlle_aalmrﬁi %)rl?lgﬁtgla%{eglfs(t) 2, ?Q%g Sl nﬁd&ﬂggﬁﬁe §fh 5488 A/DCM

i (é dd)eﬁOh Ehaein@Bs 4troerh ten@el@%e n”ﬁie)reaah@l ipetapewtedamd the title
C : 0, y 0
SPPALR Gt Sl Mt 35 pBha R TR v 2302
rivieiH)t.e is diluted with ethyl acet ate, washed with
wat er and brine, dried (Na2SO4) and evaporated to give
product as a solid (5.95 g, 100%; HPLC r.t. 3.96 mn;

NEBepf 0 rPr@'hfhlti&h\IGD(m P2-GxB&-(2- oé(M&Pﬂ)dpyl-ﬁt%&lﬁhyﬂﬁi—lfPﬁﬁDla&’-ﬁl)-meﬁdin-

i, h ndoI -one (2) |-Ethyl-I
gﬂw&@ﬂi@bﬁ*ﬂa gy?’élo g, 31.9 mmol) is heated
Wit h ndahyl Iamdfoaamﬂ@ (blywml; e 669219111161))15 zﬁiﬂecﬂ-cﬁ@p\gﬁe a‘ocue) 5—(5
hour . -Egﬁ reactio ms\xjure is cooled, dilute
v%ﬁlﬂéoﬁne AroX PR RS A LT y-dildtosindol- 2100 <%.1f§%\%10&46 mmol)
|28Y 8fisobpyBBNesindicd. @2@3{11' nes mg{ol)‘?ﬁj dl(:ﬁf@%%n@@qmé at 0°C. The
evaporated to give prod uct as a solid
FpAcon is stirretl at © °@ifer: 30 pENftesrandCHE AN warh§a, rq_om temperature The
(nM+ P_% ﬁrﬁ%\ﬁ@ 1s|d§:1ute11 Wéth 810&103} etha%%1 giaSkfd with W(aée)r and brine, dried
I(NE&S@y)I an{l e@pdiateddiCbe uesldud is Purifivd by PTLG. (IH% YeORHUDBMMmEiye the

ti?le ggﬂ@a%n& gﬁ z}an o§f-w{uEeed 1% %tgcrgﬁ g; q?g-ll #%{;bh{) ;\lh-?z,‘_ﬁléd;9756

r(matiﬂ) BA24M2K t(my B) S7%(dl v e8d Hd, 1Hp OB (1 O}IE # 76 @helH)p4.03Q0, J =

St grand Gd9R B skl S b a1

WdZH), .86 QN U6 1Y, 96); MOBLICHLHAN.@ 15/ Bitg)3 (1\3+E) g9, 729%;
HPLC r.t. 4.29 min; MS for CLOHION2G8 miz 207.2
(MrH) +. Method B Step |a:

Eapley anipigabition b1 (O)- p,tteray&mpra@e%k&z@tdwdedn%d%ﬁb Y1)-2-
pressure reaction vessel was charged th

.%X‘P%’E?&P Lo nipeBphempricit rehderter (9) (25g, 126 mol )

and et hyl am ne (125 m) The ontents were seal ed and

stirred at 60 OC for . ting reaction was
concentrated in vacuoﬁm offesi red salt
(42.35 g, 157 nmmol 1H NI\/Ro(4OO WMHz, CDC13): d
3y Pheqgdicle [%f‘-‘gygbarfpg’ b it hgodef ity

@mmxg-pmpsﬂﬂ&rlédwdmaert-tﬁtye pstdrb:

-Eth nitr he
s us pe)résAHo“n ngY?’QPISPﬂgr ‘ﬁigo g’g% Jt - (8 ﬁg ﬁyﬁl %la 15’618]8’4%%
ekinylymithyé-cabrhic G4 tefEbutyd 2@er (230 g,lé mmhlbl) il Nvafuer (120
m h%/drochl ric ac:ld solutlon (6 m ) was added.
Up@ﬂ? nrthageryitenab (146 enG a0 memb & ?cetoaeqﬂs ? fifedygated at 90 °C for

BIHR6ds PTheMetetdR REANRGs dlﬁltetdhﬁthre%@@ hdeRb, waiiRa Witk WWafef aiBriine,
stirred at rmt for 18h. The resulting precipitate was

fried gt rne aprer. Ringhpugidicwdion by flaghfchromatdgeaphie §10Pathyl
ﬁE&QHﬁéxaﬁé fﬁégpurg e B %méjwncﬂ%aarﬁgh brkoh'sW?@Q t. g"ﬂ% mm, MS

éorsﬁ_m 7N31044)1/z3 2151\/1(F 1H), 8 27 (dd, 1 H). Step 2
Preparation of 5-am no- I et hyl -1, 3-di hydr o- ndol - 2- one
1) Method A Iron powder (3.89 g, 69.8 mml) is added
st Breparationtad (A-[Ai(kexstaprapfl-2-oat-hHdihgdnoi itH-imdold5-yl)-2-oxo-

' I 17.5 mol ) and
}m%ﬂ?ﬂ%%};ﬁ?gﬂ (fg Ea?rggﬁca&m%fgge%%l) i n ethanol (150
m) and water (75 ml) at 90 OC. The reaction mxture
Is stirred vigorously and heased for 30 m nutes,
cooled to roomtenperature and diluted wth
di chl oronmet hane (300 m ). The mxture is filtered
through celite, the organic |ayer separated and washed
vvlthvvater and br| ne, dr| ed over SOdI um sul fate and

o o T | o o o "~ = A ~\Nn A



(MrH) +. Met hod B
[ 3- (I - Ethyl -2-0x0-2, 3-di hydro-I Hindol -5(i?)-ylam no) -

wQ2dvgdo@ze/ - propyl ] -carbamic acid tert-butyl esPEr/1K2806/000952
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10 g, 28.6 nmol), |j'-carbonyl diimdazole (5.8 g, 35.8
ol ) - agids kg (Ao s%fuu%%iu%f F9§ﬁﬂ 15 8GmAd1) 2 2ddR td Q- éi%

h. After coollng 10% aqg citric aci

arnycRpOpPyH2-eo- mm'czowrled%dd@@nmi@ hydeoxpriveppuld-copbarpic acid zers-
S h Mo / .
o R 86t stod i PAGRR 00 LY IR NBBIEA Ll SOCRAN in

i ndishidoopethmedi0/al)tah@ °¢ and selrreabfvp U mihutesi The mixsurel Belfluted with

\éwuélcr:}?c%tglag gr}eg”g‘i%h%}]n&{ﬂfh‘lf’%%l rxg Hrnl.acf %W@%@o%d’ The residue
ChOEh@fied bel ﬂZslﬁdi)hﬁm chkdatogrfapBp (7(Odrdathy1 a&tde/heXark) kizgivd th title

2 Soepiid of ol e sqig s 4y fin b g Eofilyonflps i pss

3.®8H)Yy, 7=7.2 Hz, 2H), 3.50 (m 2H), 3.50 (s, 2H,
1.39 (s, 9H), 1.23 (t, 7=7.2 Hz, 3H). M5-APCl (JH Z+):
276, 376. Step 5: Preparation of
( 5@@ 3 (ﬁewtra)ﬁ REtR)BLES %nﬁamremyﬁzekd s&aao@myk YHl1=§tdpopil-1,3-
3-di roi ndol e- 2-one (4) Method
(54113'% ojndold-ougt hy| - 2- oxo- 2, 3- di hydro |
H-i ndol (Sﬁraydl)c@rog&?ylozié;m 3. Qihgdré 1Y1L1H&‘61J?sy;h)lz owﬁ%ﬂdﬁl 5-
acid tert-but é
triélélﬁtéﬂ]wfb%m‘é@% gy (14 Sigp P, Q%ﬂOga@G?fﬁ OB ds ated 3t S0%
t ef WQb@Mqul) FJ?BS anBob%enﬁ[?/e?ﬂ aﬁ“ﬁéjre%gn ﬁsré%aporated and the
product 1Sol ated as the TFA sa 0.257 g, 99% ;" HPLC

. title cpmp@ngdiisplatadBs therTHA sanFINGZOBt. Ak iy 1D fof WP:H)UWN303 m/z

I\/S%lgg HlE_er_Qfsol ution of 4 MHO in dioxane (100 nL) was
wi se to a solution of 3-
Ethyl 2- 0X0- 2, 3-di hydi O |
:;:§th ?}gagz)tltox } %Sﬁ {Soi(lo (yg o%rf?%?déx%-z%-&ihy'@& -111d &%ﬁo—

THﬁc,azcﬂldnh ﬁylﬂmthyljfcaxﬁmmbldmeﬂﬁybesteesul tant m xt ur e was

stirred overnjght a add i se

" esul ¢ e helcptom e (b ol B5g MR ARG Al PPk Ry -
prﬁﬁﬁ@ﬁ&hyl—&hﬁoma{zblimﬁS%)Sl q&n@ﬁjpylnmﬂﬂhym ummpmne (0.150 g, 0.373
one-third of its ori VO

c dPP%‘éfl%dl’éPl%’fo?ka“i’}fl%{?lP%W 278 |anle4cP %ﬂ?lﬁ mefllﬂéwomatﬁaled? ipt 0°C.

UNpReAAGH RikQl Hove f(grh’»@ Iﬁlh&t!:sedng QLR QliGhd tM\’%ﬁﬁ‘ at\’f@ocm temperature.
used wi thout further purification. 1H NVR

DVB®)reacgorgmixqurg isrdilyted Yigh diciloganethape, wayhed wi gvafqgj @nd brine, dried
;S%Iadﬂg)%zi?nﬂ etbgporalte!d) Thé regﬁu%l pugf“ é% b%/ (ﬁjg.c (% h%ébl—?/%d@zto give the
| Hjtle cemgound@s aryeff-wRit¢solid H)’LC@ t. %7(rgm IEI—I)IMK’-‘( QQIMHM CDCl;) 7.54

2%&%426(@ 1%? Zog gﬁg ﬁ%ﬁf 1%?\' SAIP?{ 11 4% i, FebPu.0R % 7= 8.7

553 1H3-3(41-(éd, iy 6&-9(1{4201]2) 3:68 Kdngﬁ),@ 511-3.64 (m, 2H), 3.49 (s, 2H), 2.63 (m,

e R ﬁ’?f AN %EWO%HNS%‘%%%@? éb?cr?. 026

0.33 mol) is added dropwi se to (5i7?)-

?i o Egylorée}?agt?o oég\égg— f— loie%ygwﬁq}yf 53%%“2 |3 d3 hy%ro Yﬁ-lndol 5-yD)-
di z'-s;apmwidemylhﬁmyn&mﬁa@mibhéidﬁﬁexhy%s@&%nma| ) in

di chl oronethane (3 nl) at 00C. The reaction is stirred

at 0 OC for 30 m nutes and | owed to warm at

room tenperature. The Wéa tfreum.s diluted with

di chl or onet hane, washed wat er’;, i tr| c acid

andbrine, dried (Na2SO4) and evaporated. The residue

i sStpput:i Preplatiop oPTR)C3-( BescMplay DEMy]-2-0xg 3 alilydodLif-indakS-glamino)-

solid 597 mn. Method B
5%13 Xy&%""ﬁ’&rrea#’ﬁﬁﬁ Tl gb%t%fe“f{. din-3 -yl)-1-ethyl -
1, 3-di hydr o-i ndol - 2- one hydroc oride (4, 3.7 g, 11.8
mmol ), 50 nL of THF, 25 nL of water, sodium

bi carbonate (3.0 g, 35.5 mmol) and net hyl
chI oroformate (1.4 m_ 17 7 rmol) were stlrred at RT

o . ' A NN




93.6 mmol) in ethanol (100 m) and water (50 m) at
900C. The reaction mxture is stirred vigorously and

whe@baob4O©r 30mi n, cool ed to room tenperat ure, PENTB2006/000952
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diluted with dichloromethane (200 ml). The m xture is
filter eﬁAhﬁHooﬂ&Qloﬁﬁlpyﬁ&thyI Dg dﬁ{y&%flh&bllz%\ﬁ@ fo. @c@%aﬁ % ﬁﬁ’nol) ()-

and washed with watér and briné, dried over sod

s mmramémetaﬂrfa@aw@tt@&bw eV @3 & 1.9% maoh @nfbbthwail as

zgﬁg@%&ﬁ%{ﬂ% u}@gétg :g’cl b Engi 119 gcemng Jile g@n‘@%re heated at 90 °C for

( 72houf<2 - Ty daction- rﬁx(uke 1Bréiiltt9d with ctkyl -a@stBe, daklyed rvdthl water and brine,

r1e? ?Ig%i%%s re]uégn? gr?tﬁé/) erOIF)a}{, gllrgICﬁtIOdl r rHa:s:]ta gvoxaatt e ?7% Lthyl

g acamtémemej gives iz)titie xbihpouyl aed lﬂghlt badoanty salid. CHPLC r.t. 3.76 min;

et 6R e 1o 7 308 mmol) in

acetonitrile (10 m) are heated at 70 OC for 1 hour.

The r tion mxture is diluted th ethyl etate,

oS R Ob TR B B LD pred Sy o snds-5-y1) 2 oxo-
evaamlatnesiylmmgurc%arﬂluamuserpwtylfegteld by fl ash col urm

chr omat ogr aph 70% Et OAc/ Hexane) ve the

compourSas O gRIdER Byiptuer: 425 THL s it sl R 3-(1-
N&I}fcﬁfprfgﬂrﬂa@i\ggx 23 ﬁ%@rﬁﬁ%ﬁ%l 5t gf/lau%fn%le BydrBXeRBp AL da@hmic acid

- 2- 0X0- 2, 3-
I—I-"F’rﬁ'&’é‘ly astey (Sterpl, (9%80 6)&%IW¢1hand5U§ﬁhﬂ@tnﬁ9 (9-520awly HZhmgol) in

acc}l&l&r@%&tr‘lg]%t(y hﬂ)eagb i’é} %a&l%? @ﬁ‘ﬁf)\%(cy to %Varm to room temperature and
O0XO0-
l—l—aturd«bfor ShylllrarrTlm)mcpxr@qs ylih]lted wilh Biamtoonethage, tvestied it yater and
sbtlr Ea({rr‘% El@a[z 204 )andé%za ratg(z %) gg‘{fﬂﬂotltie(fongC}und su ta)ble for use directly in
acthe waxi $tep. IPE’LC&trﬂ()l hig; mufm@nmmscb@mzem au+ay. OC f or
2 hours. The reaction mxture is diluted with ethyl
acetate, washed with water and brine, dried (Na 2SO4)
argiere apepagdted of (M)S-(5-asiimbuRthweS-ofditakdlRith-By1) A ldyElofridPPlenethyl-

MeQ H t ive the title conpound as a |ight brown
soﬁ%‘&‘?‘%@oﬁzgm 4.24 mn; MB for G 8H23N30 nVz
362. 3( Ns¥3- (1~Cy&o§1fbpﬁmeﬁfyﬁ®@icﬁ2 B-@hy@b-1H-indol-5-y1)-2-oxo-oxazolidin-5-

oGRS 9 e Ay Bren2) 1Pt PR BED isireged with S0%

( SIFA/BCeM ('4|\ﬁ J['&)‘1"30 iR aPso3mAédpeditlie. The reaction is evaporated and the
H- i ndol - - 0X0- oxazol i di n- 5- )élémst hg/{%@gcar am ¢

adity CP@P?HHB u%owedééf*@rTF@Qalé gHELC i 581 gin; CheR N3OS m/z
trepat gl et h 50% TFA/DCM (3 nl) for 30 m nutes at room
tenperature. The reaction is evaporated to give the
t|tIe conmpound as the TFA salt. HPLC r.t. 2.46 mn; M

oSt ek pabNECH offet. ﬁgﬁégﬁ%@é@g%%@g:ga-aihlj’arsﬂmm&usoﬁ>-z-oxo_
H-dxagibidinss- xlm)eﬂlzﬂﬁa@bngﬂmtml esgry| met hyl ] - car bami ¢

d t. :
O e
mnmqth?ﬂ-ﬁdoykézolldmé{yﬂﬁyﬂ gylc]’oal:qpymd‘ybl B {dl‘hytl ©-ifdadbdane (Example

) . .
(RERE 81 810552580 B B GpMBHAAP g o o

di clicfﬂlcﬁbmém:trb&m&ﬂ)(&mﬂ ) Thd refbtiOfis stiled 4t ®@Ctfbo30 mﬁutes and then
stirred at 0 OC for 30 m nutes and then_ all owed t

Inved GGt OAPTERANS. Thrcreactigr PHe i diuiFd ey Iﬁhsdlcmorometha“e’

diwdsh&dwivd %dtering thﬂJlE Qied U@d&%h) riﬂlbd hrheatgdue is plll‘lfled by
citric acid and brine, dried (Na2S$ and evapor at ed

t d 1iG/e % MeOHRG) fe@ﬁﬁélamleégmawnsm ) ¥irhopesolid HEC 14pt. &) min;
' IIéI?NﬁR( dg&ioJMHB cﬂﬁg)% ((13f100 %;1}1()3%7?(}11 ZHSS% s@féd Jl-"94Hz 1H),
Ii—|),516(mIH) 4734’81_(%12_| 4’05(t J 87
Hz, IH), 3.82 (dd, J = 6.3, 9 Hz, , 3.69 (s, 3H),
3.56-3.64 (m 2H), 3.54 (s, 2H), 3.21 (s, 3H); M for
C15H17N3O6 mfz 320 (M+H) +. Exanple 3 Preparation of

(5) f_{_.:_g.'[l (2 fI uor o- et hyI) 2 0Xx0- 2, 3Mdl hydro I




0.279 mmol ) and diisopropylethylamne (0.194 m, 1.12
mmol ) in dichloronmethane (4 mM) at 00C. The reaction

w0 s00stidgseed at 0 OC for 30 m nutes and t hen al POTEBRR006@000952
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warm at room tenperature. The reaction mxture is

dlﬁM(eolHMMB agp@h qmmﬂsﬁaoasmhﬁﬁ Mlt(hdwai@é 96}lfzd1H) 3.69 (s,
rine, drie and evapor ated. The resi due

pﬁH>f$ E%I(dW SRIE, @%%%Wbéﬁf (P2t 4 (i B 4.9, 21), 0.39
c gH”dMgsr, N, 0M/4 Sso9qhidpr HPLC r.t. 3.45 min; 1H
N (3 Omé%& 76352?m I)H) 7.24 (m IH), 6.92
(d J:81Hz 5.13 (t, IH, 4.75 (m |IH, 474
(tE 8 t o fioRy. ik 0

xa1]np1'é]8 H’Yrepi;}ag%n ?14(553?3 E)l 0 ﬂﬁo%_sm’_@ybé}l@(l)tz ?s;}o ?3 hi/dro 1H-
Hzmdql-|5|)yl] %o@iox@zjﬂldlmﬁ -Hngthgl}-cgrbptnic acid)metiyl 6@er( s, 3H),
3.58 (s, 2H), 3.50-3.64 (m 2Hg M for CL6HL8FN3CH
mz 352.1 (MrH) +. Example reparation of
(S)-[3-(1-isopropyl - 2- oxg\;@? Qolte
H i ndol - 5-yl ) - 2- oxooxazef™di n- 5-yl ngt hyl ] - carbam c
acid nethyl ester Step 1. Preparation of |-isopropyl-I
H i ndol e- 2, 3-di one | HIndole-2, 3-dione (5.0 g, 0.034
Mtdp 1: | FRERRKIOR IS X | 5.
Carégonate 91 2%{@)@ { %fmoro Pn{éﬁl%{@ﬂz%ﬁ@n%@%‘hﬁﬁ& Hlndol-5
staopee] %ﬁydmé&ﬂqpéﬂﬁéﬁbam@ra@dff@? bytgl ésistir s. The reacti on
m Xt ur &_Agindiil st J
nerer o a R B RO, P P i URE b8 ) o
t KS-xirnydmethyhsetbanicasiddert-bitareger ©S08 ¢, 1. FPnGob abd htmuﬁs
rtﬂél%%oﬁ{lglt%ﬁesggfm% &J%[dg, 1.71'79mmol) (n ac'ej)omtrﬂe ESe rgl) are heated at 90 °C for
| 3itoopr heyteadtioB ndxttmgdy dikuited dath-e2ryd etatd, $ae®Pith water and brine,

n edlg cg ﬁk} g’ir(é%l nelvggr;)gart%f' glnellgglnﬁfz)tmg{)m%& é% m}]w?lgg 9ch\llgr(§rgethane)

h@mesthe Tiiecongmoid amnwaswidRabled] HPUTIrdt3esh tint MSif6:€C19H28EN304
wat ei;?g A xtracted with ethyl acetate. The organic
| &er®] Hed with brine, dried (Na2SO4), and
evaporat ed to gl ve the title conpound as a |ight brown
HPLC .r 4,54 min; M5 for CL1IHI3NO mz 176.
%l&f}p frepgrlagg,n %f (Sbff’e[da(? Hprori-wethylethyhFr-exo-2,3-dihydro-1H-indol-5-yl]-
I plox8-0RiZ6H A5,y Bméthf1y-S4rBarkiB 494 12108 e
| -1 sopropyl - yﬁl’ldl}%dro i ndol -2-%&2 S(teér 50 g, 14.3

mol ) i Osgaﬁéao% solufiain folysae. D38 mloisrnmeld i adedr o (R)alt3el 1-(2-
( F1uéf1 mlﬁylzeqm bxd-53 h[ﬂy&llol-i?f fﬁ@&lejt }Ll 8]' éjh}(dﬁ(ggl I‘F)[ vé)]j}dcarbanuc

stirred at roomte erature for reacti

d it feaigbuiylesfer (e el 330 ;aAG6F @ml)tanﬁgleﬁwmrm (040@ml, 4.32 mmol)
fid & ¢! under vacyum t

g :n{/ &ela{l emtet;ﬁ’?rﬁg§ g%)v\ﬁtb CV\@Lee{eact%Hgs a(ill bvg to avarlp“gt]ao l{etan_lperzgure and
4 sq'zry_edrfbml hdvB. e H@ﬂt&e@s diMked)with dﬁhkpoﬂiethdﬁb,esmhtﬁl witthw&ér and

AL 3 ol B R B R B

t chealem sich UHRLOf.t. 278 min; MS for C20H26FN305 m/z 408.1 (M+H)".
i sorropyl -5-nitro-1, 3-di hydro-i ndol -2-one (2.60 g,
11.8 mmol ) and ammoni um chl oride (6.27 g, 118 mmol) in

estepao Prep@@tio Jf (RASH Saahi@smdtkA-20dxD- oﬁizoﬁ@n@?l)hﬂ_ t%ﬂuoro 1-methyl-
eated for

n mxtur is stirred vigorously an

tﬁ?’%ﬁlgtqﬁ@' 00186 g0 roomtenperature and dil uted
WI th diHHBor-orELbaNEméRARMy))-2-HBE, Iy dth-8 Hiigddlislyies- &Q)
throu]gegrtg |te the qrganic I&ier separ at ed and "'washed
PO sty Usrarbranic ghid ey 2@8@@%2@ B0 2p bkt meob) ¢ treated
OiwitB SOPEHADCRI (& 2IPR UFH DY,
DpL e PFATDCY (m B f'\‘;smlfnglrﬁtegatq%rh tﬂg@%ﬁ;&glgl ea%%w evaporated
S@ngdhejtlth:qog}gamg!tli;ngﬁecbqs the TFA salt. HPLC r.t. 2.95 min; MS for C15H18EN303
( ) 3080fyAEgXY- 3- (| - i sopropyl - 2- oxo- 2, 3-di hydr o-|
H i ndol - 5- yl am no) - pr opi oni ¢,aci d rret hyl ester
5- Am no- | -i sopropyl -1, 3-di hydro i ndol -2-one (1.00 g,
5.25 nmol ), nethyl (2R)- gl ycidate (0.536 g, 5.25
nmol ) and lithiumtrifluoronethanesul fonate (0.81 g,
5.25 rmol) in acetonltrlle (10 m) are heated at 70 0oC

.



Phosgene (20% solution in toluene, 0.978 m, 10.0
mol) is added to (R)-[ 2-
W yaw08642@3- ( 2- oxo- | - propyl - 2, 3-di hydr o- | PCT/IB2006/000952
H i ndol - 5-yl am no) - propyl ] -carbam c acid tertbutyl
ester (Step 1, 0.520 g, 1.43 nmol) and triethyl am ne
(0.998 M, 7.15 mol) in dichloronmethane (10 m) at O
oCtardl Rreparttion of 69-(301-A frpre s metibethylx2wre2 Attt Findol-5-y1-
W 1O4TRY . .L£r and brine,
d rjl %%)%621%%4 g%g&gvcgif%ﬁgt%gg"i%%ﬂ% }é\%ée the title
conpou nMefdixl Célomfglmatet(ﬂ@%mé O131¢8 mmgbLiCadded dropwis8® (@)-H:(5-

5 Nsaﬁggme(ﬁ%g E'%H}I%QELOMﬁG%OI 62%115'}0 1~m§ h?/f’etﬁyl) FB %ﬁ@d@)-lh@ol 2-one -
/ "UEXGHI(IS 6%&6@&1@()&%@ 0208 xmod)ead dlisogiopyl8thyladninle-(f i FBoyil, 01835

, d
5. nérrr]xgl?és c[p%% I‘EEI(l%th@le ((5 m(l?)('z(t) 09C DF%%V?CU?H SHFF%/%}PO CI for 30 minutes and
H- therckllowbd 10l Warmaazohi teimfmﬁury | Med daydtibn nab adikited Giith

t er.t - but este Step 2, 220 g, .0. 564 ) is .

¢ rECBEGPE: %ﬁg}efﬁ*ﬁﬁb%w a(ng iogs Jisg 3\1953%> Hﬁ]i}f%\)ép%{ete(? obfipresidue
10 teiﬁpﬁ[f&ﬁllb&@TL('Elaﬁ%ﬂ\MﬂI/D@M)R(Sgl@NﬂI@@H@E oaﬂ@lasta 11&%&1@1 HPLC

conpognd I solated as the TFA sa

i 55 s il YR8 09 MHze6BCh) - ﬁﬁrﬁ)‘ 1H$t7e?d @P 15} éﬁar(‘étfu-oﬁﬂ Hz,
0f1H)S9 1-:[(2 19504.88 (o2 1H)<Q§2 M?QHMBH?—MM mé@f}ﬁ ), 3. SOédd J=6.6,9

Hi ndol - 5- 3 oxazol i di n- - - car bam ¢ aci

nethyD: éé@émi@sﬁ?ﬁ (Se%ﬁibﬁé?éré%m@ )o 056l ft=7.20H% 8H); MS for
M@l7H208NRHSE. 386 oM. t 0 (R) - 5- (5- _

am nonet hyl - 2- oxo- oxazol i di n-3-yl ) -1 -propyl -1, 3-di hydr
o-i ndol -2-one (0.180 g, 0.446 mml) and

di i sopropyl ethylamne (0.326 m, 1.78 nmol) in

di chl oronmet hane (4 m) at 00C. The reaction is stirred
at 0 OC for 30 mnutes and then allowed to warm at
roomtenperature. The reaction mxture is diluted with
di chl or onet hane, washed with water and brine, dried
(Na2SO4) and evaporated. The residue is purified by
PTLC (10% MeOH/ DCM to give the title conpound as an
off-white solid. HPLC r.t. 3.97 mn; 1H NWVR (300 Mz,
cbA3) 7.56 (m IH), 7.22-7.27 (m IH, 6.79 (d, J =

8.4 Hz, IH), 5.13 (t, IH), 4.76 (m IH), 4.05 (t, / =
8.7 Hz, IH), 3.81 (dd, J =6.6, 9 Hz, IH), 3.69 (s,
3H), 3.54 (s, 2H), 3.49-3.67 (m 4H), 1.69 (m 2H)
0.96 (t, / = 7.5 Hz, 3H); Ms for C17H2I N3G5 niz 348.3
(MtH) +. Exanple 6 Preparation of
(S)-[3 (I -cycl opropyl - 2- oxo- 2, 3-di hydr o-

H i ndol -5-yl )-2- oxo-oxazolidin-5-yl methyl]-carbamc
acid nethyl ester Step 1: Preparationof (
)-[3-(I-cycl opropyl - 2- oxo- 2, 3-di hydr o-
H- i ndol - 5-yl ammp) - 2- hydr oxy- propyl]-carbam c acid

fert-butyl ester

5- Am no-| -cycl opropyl -1, 3-di hydro-i ndol -2-one (1.30 g,
6.90 mmol ), (S)- oxiranyl nethyl-carbamc acid
tert-butyl ester (1.20 g, 6.90 mml) and lithium
trifluoronmethanesul fonate (1.06 g, 6.90 mMmmol) in
acetonitrile (10 m) are heated at 90 OC for 3 hours.
The reaction mxture is diluted with ethyl acetate,
washed with water and brine, dried (Na2SO»4) and
evaporated. Final purification by flash chronatography
(70% et hyl acet ate/ hexane) gives pure the title
conmpound as a |light brown solid. HPLC r.t. 3.48 mn;
M5 for CLOH27N3O4nm z 362.3 (MHH)+. Step 2: Preparation
of (S)-[3-(I-cyc|opropyl-2-oxo-2,3-dihydro-

H i ndol - 5-yl ) - 2- oxooxazol i di n- 5-yl net hyl ]-carbam c
acid ferf-butyl esterPhosgene:£209630Iutlon in
toluene, 1.95 m, 19.9 mol) I's added to

(1?)-[3- (Icyclopropyl 2- 0x0- 2, 3-di hydro- |

H i ndol - 5-yl am no) - 2- hydroxy propyl ] -carbam c aci
tertbutyl ester (Step , 0. 720 g, 1.99 mmol) and

A ~ N ~ N~ \ - I L T T



trifluoronmethanesul fonate (0.304 g, 1.98 nmmol) in
acetonitrile (5 mM) are heated at 90 0OC for 4 hours.

wab@oneaed i on m xture is diluted with ethyl acRCEHIB2006/000952
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washed with water and brine, dried (Na2SO ) and
evaporated. Final purificatigmie flash chromat ography
(R2eRiy! acetate/ hexane) gives the title conmpound as
a lirght brown foany solid. HPLC r.t. 3.76 nin; M for
OH29 H) +. Step 2: Preparation of
(Cé)'-[s’}%%ﬁ?‘g%f&%%q%t hyl - 2-pxo- 2, 3-di hydr o- |
H i ndol - 5-yl ) - 2- oxooxa1zol n- 5 yI met hyl ] - carbam c
acid tert-butyl ester Rphdgsgens gtion in
toluene, 0.728 m, 7.43 piml) ?éj\a/jgd‘e’gito (i ?2)-13-(1-
Cycl opr opyl et hyl - 2- o%o0- 2, 3-di hydro-f
H i ndol - 5-yl am no) - 2- hydroxy p{opyl] carbamc acid
tert-butyl ester (Step 1, 0.280 0..745 mmol ) and
t rar & Phypagaurienlly ecosrz@blﬁfalt thergof “f’f'ﬁ’t?ln)R iif Cotiabini), eptipnallhuhgituted
( Qvifl  fiidko HofdCor RTRE: dyBREobAS: &y%ltﬁ‘)kdpzﬁ‘&%yﬁ :QndRF Dnlebhyl or ethyl.
roomterrperature and stirred for The m xture
is diluted with dichloronmethane, washed with water and
bri ne, Ard %[?f% d to give the title
conpound sul 138;1)1 Vﬁfélceél giglt%@glel n the next step.
HPLC r.t. 5. 01 mn; M for 021H27N305 mz 402 (M+H) +.
Step 3
3’e>) 5 ?%flﬁ%ﬁﬁ%%% ﬁgﬁzq%e{%(nol{olig%l idin-3-yl)-1-cycl opr
opylnethyll 3- dlhydro i ndol - 2- one

(5 -[3 I 12- 0X 3-di€)ﬂdro-l

() LS A Lo OB ORI BL I .2 X85 2R SN G, proow,
aaiycloprepiil -dytibyop syl (rA-ypr 1-o2thk&hg, 0.523 nmol) is
treated with 50% TFA/DCM (4 m) for 30 m nutes at room
tenperature. The reaction is evaporated and the title
C @rpounplias@hcited] @spbsi€onldompsisihg a cdiiflotnd oftclaid. 12t am n;
I\P/E)étar%}rag\%]ﬁg ' yglpl\clgge%bmsglt &xgr'%bf,l arl(dl\e/ll+pli1|)ar4r-ﬁaceslltti%glly4ac'ceptable carrier.
)-[3-(l -cycI opr opyl net hyl - 2- oxo 2, 3-di hydro-|

H-| ndoI %I - 2- oxooxazol i.di n- 5-yl met hyl]-carbamc
et Ao £ grpatipg PririadppEions empsisias G@n'@kﬁ?ﬂﬁfg to a mammal

O b'éﬁﬁ@ R 3 1&%&@&%@119&&%&%&1& df Ble-cdmbeimd of claim 1.
am nonet hyl - 2- oxo- oxazol i di n-3-yl)-1-cycl opr opyl net hyl

-1, 3-di hydro i ndol - 2-one (Exanple 59, Step 3, 0.155 g,
0. 73 73 mlrﬂeth"@)ﬁ @f dhﬁrﬁ@@ﬁé}m{ lt}fétcmﬁl)@lﬁqﬁ %Fclslgl 2ib %dﬂnmtel‘edzl(gally
mol ) in dichloronethane (4 C. The reaction
is stirred at 0 OC for 30 mnutes and then allowed to

m atyy);

Ut ot RRRelRERFLRS hin FaSob Rl of el i ooy
bmaweteradlmtepic Na@@@@ oninttaravadlyor at ed. The residue is
purified by PTLC (5% MeOH DCM) to give the title
conmpound as a yellow solid. HPLC r.t. 4.10 m n; 1HNWMR
( 300 Mthe n@ﬂ@d&f cl@inbd whetein Faid c@npdaind tsladmifistfed iman hinpynt of from

q?out&)dlotg a?ctut 1W%{kg]%§y ]Nﬁbgl(ltyd\?y81 (dfjIr 7\?- iGSé, (r9n Hz,

3.69 (s, 3H), 3.59 (d, = 6.6 Hz, 2H), 3.55 (s,

G A A TRINE RO Fe e W

8 ABb@Aasb abduds0 Mf/ke of body weight/day.
(5)-{3-[1-(2-fluoro-I|-nethyl-ethyl)-2-o0xo0-2, 3-di hydro-
| Hi ndol - 5-yl]-2-0xo0-o0xazolidin-5-ylnethyl}-carbamc
acliid metHavphct@d igfectRin®P clhim FHWARAHat Rfecéns, eye infections, resp1ratory
(7?)-{3-[I-(2-fluoro-I-nethyl-ethyl)-2-o0xo0-2, 3- dlhyd
- | trapt ipfegiégns. srkinyang pkip W@wéﬁw tﬁ?‘éﬁb})le}ld%aﬁdﬁ’émsﬁeoﬁlﬁlﬂls’
t &hliodakiithl or BRB&L foor. _ _
5- Am no-1-(2-fluoro-I|-nethyl-efhyl)-1,3-di hydro-indol -
2-one (0.370 g, 1.77 mmol), r-oxiranyl methyl-carbam c
acid tert-butyl ester (0.308 g, 1.77 mml) and |ithium
trifluoronmethanesul fonate (0.271 g, 1.77 mol) in
acetonltrlle (5 n1) are heated at 90 OC for 3 hours.

. e




IH), 5.12 (t, IH), 4.93 (m IH, 4.52-4.77 (m 3H)
4.04 (t, =9 Hz, IH), 3.80 (dd, = 6.6, 9 Hz, IH, 3.69
W@ 2006368426 3. 55 (s, 2H), 3.49-3.69 (m 2H), 1.5BCT/tB2066/000952
7.2 Hz, 3H); MS for CL7H20FN3Cc mlz 366.1
(MrH) +. CLAIM5S W Caim 1. A conmpound of fornula I |
or a pharmaceutically acceptable salt thereof wherein
R112| s @“helpmtwl infeespomiof plaint § whigh &tcausgd By giaotiosisive bagiseia, gram
ol Q Q{ﬁpylnethyl and
rplivEbacit Saftofiy laRRGRR Y Bl GHRLARBARY. T 1
mhereln R2 |s methyl. 3. A conpound of claim2 wherein
und 0 [ s
5 R]]I3hy| ?ﬁﬁ%?na 1 ﬁct onrg@s 61161} % \gy s%a{gslsé P%%geg a%oﬁ%rbé)ll :
C)stalph)yiﬁc@pgll smi!eptbg/dcm Britededcki, Hnmdphﬂmthbydxeld}t, hadteroiBes, Aostridia,
utlc osition conprising a conpound of
CH§¥%$%”%P‘§ g@teutlcally acceptabl e salt thereof,
and a pharnaceutlcally acceptable carrier. 6. A nethod

achh i SRS T WS S PUA o . idermis

10 PhafersReatsbiotdk] I SeSrkmfdHiMef armugune@fwhtniaﬁl Efxsieostals @f faecalis;
claim1, 7. The nethod of c|aim6 wh rel theﬂwg g ﬂ
ofwhered Hemaplilus dtfnidyeasasy Vaein | Moragella il o wherein
ClI i d¥bsteMasys Bl AbdBRoSHIPIYDaQbrifh did.1 1S
adm ni st ered parenterally, topically, rectally, or
intranasally. 9. The nethod of claim®6 wherein said
cogpou nﬁle'b%ctél%ﬁbt?&ng bEaitn™ PiRr@ARioffis EAuS BRQIE-drug
0.1 to about O mg/ kg of body weight/day. 10. The

15 nﬁ?%ﬁ@“@fm@waln16 wherein said conmpound is
adm ni stered in an anmount of from about 1 to about 50
ng/ kg of body wei ght/day. 11. The bacteria infection
of16¢| aiAre@npoiund of dlamd awhi¢hnis & brssthyddoxpAPedibydspsi-indol-5-y1)-

r d skin structure
| o D Ry L Dbl AR B b e 2 el 11 5.
~endocarditis or diabetic foot.12. The bacteria

20 Ibnlf ect I’ﬂqe 8rfn (():un om:l 1mV\fg I?ar Therdit sa% yo%neg)un %{ %tﬁ)a(l)lglf}eé Uit

acterla n1nega e b S TARAeT b ¢ or
an¢pam£dnﬁmsmmorganlsns. 13 The bacteria |nfect|on of
claim6 which is caused by bacteria conprising

st aphyl ococci, streptococci, Enterococci, Haenophil us,
Morsax el T, cobp@ing ootlfigs]6 hepdi saidltompodddrio bed teastid% enntiomeric
Chl anydia. 14. The bacteria of claim 13 wherein

stBpHyl ococci is S. aureus and S. epidermdis; wherein
streptococci is S. pneunoni ae of S. pyogenes; wherein
Enterococci is E. faecalis; wherein Haenmophilus is H.

i nfl uenzae; wherein Mraxella isM catarrhalis; and
wherei n Mycobacteria is M tuberculosis; or
Mycobacteri um avium 15. The bacteria infections of
claim 3 wherein infections is caused by nulti-drug
resistant S. aureus. 16. A compound of claim 1 which
Is (55)-[3-(I~ethyl-2-o0x0-2, 3-di hydro-I Hindol-5-yl)-
2- oxo0- oxazol i di n-5-yl nmet hyl ] -carbam c aci d net hyl
ester. 17. The conpound of claim 16 wherein said
conmpound is substantially free of its opposite

enanti omer. 18. The conpound of claim 16 wherein said
conpound is in at |east 90% enanti oneri c excess.
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