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neurotransmtters. These nonoam nes are taken up by
neurons after being released into 5 the synaptic

the synaplTE e Eer I BERAR S BB BF By e
and serotonin trar@@ﬂ&%}wDWng INHENTIONhi bit t he

nor epi ”ﬁﬁhﬁdn@ﬁmﬁ&dno?éﬂ r%b%e%n& Eé}&érﬁl%&\%r a?'va‘ﬁétv ofUiebt9 BY
the effects of nor &ﬁ%ﬁ” ne and seroton

r SSHRERIUISS. TihRSq A 8w aksp 4p Py P‘ﬂﬁo’israétﬁ& hiRog relegsggl into
a theisynepticafefidNsrepisgsvind-and exawmbl &e takbreursiesrothe syrmaptic cleft by

ﬁﬁ@%cﬁd&%@b&%rlﬁé HW&?&@ R3S cﬂ'tg Jeen found to be

r eat ment reSS| on and ot her
ner vousPragastha fphibg |”59d1°6%’r'r§l°h“ﬁﬁé”%€ﬁf PNIR EAMPPTRES Fa8 i edhe
| dffiedts bnfor@ir@mmetahmeerbtaﬁn besectapprivne @yiapte, pARiding treatment

GRS QR el Lor Rl PR RL S e
arh@e% ound @mewsqfvlah@p @fﬁ@tmenﬁ of Hertsession and pthgrmemomwsystgm

b &jideeherte itk (ﬁ&@gnép@.ﬁne Feh@taﬁd ﬁm&féﬁﬁbm&fenﬁé Ms%&@épﬁ)’r@ed ﬁbr the

d| sease that affects é@o t he ad wg I
i rirepinanhef aligntion defiggt 5¥p§§a°“‘f—léi gder (APHR)

C Uhe eotepinepafierapi ecromniy tenspgriéromhititremilnacipah hetetng déveloped for

f 'tPé 959!@%& 'oﬁibrdﬁﬁtﬁ@fadb GQJB%:S'G iffell Qﬁe%ts a%olﬁ'é%o&% a{?jglt PepEiidrtn

nor epi nep
t rt%'s!ﬁt?ﬂtséﬁ*eﬁ miewBYarohe FD4 6?%’?% ﬁlﬂff?”w %B%Ode‘# ?'@'rdf ug for the
[ nfyabmdnoafsmroamgla hatcordinghy, ete e shgbing Aped iR fHaratti® campounds

>Shata %‘Pep@r(e@%@?ra{] Zno?ter n&%ﬁr‘shs%r&én?r% &rte?fnmg ors; GRd that

lf

tl
% In addmon,

1 nc

u r"i‘hi*a'fr%ﬁ’th VPREQWﬂePhT@ﬁ @84 sejelepip HB”SP@@%#Q( |ﬂ?§tt§)eammﬁ of diseases
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13611-11 R7 O -L- 13SUNMARY (it THE pPIVaENTEBeut i cal |y
accept qploﬁe %E& tﬁ@ﬁfe@&ft mv%x@ﬁ Blolitiesfor c%m'bloQ{ds KB 1IR2
is 2-pyridinyl or "phenyl, whereip said 2-pyridinyl or
sai d phenyl may be optlonally substituted with one to
three substltuen&§ i ndepgndent | y/ sel ected fromthe
group consi sting Nal o, nethyl, ethyl,
CF3, nethoxy, CH2F, i L is absent or
nethylene R3is group consi sting
of : 3-pyrrolidinyl, 3- pi peridinyl, and
2 30 nor phol i nyl gs@nd and R7 are H, or
three of R4, R5, R6, andl R7 are and one of R4, R5,
R6, and R7 is sel ect ed nagn1the @-eufl—eorRi sting of:
hal o, met hoxy, and a Cl- al kyl . Exanpl es df a R2
phenyl group substituted with one to three
S t I
c gﬁ%l E%M%%Lﬁl?allb ﬁgcgpﬁglgégﬁ {lqn}ére&ellvﬁe(f% ﬁqf |fs JPcisr:%'? F%E%Jﬁ/{ldmyl or
V@hgm@gyl’@@ggspgi aa@pplpgfgo%qi gl@ggwgay be optlonally substituted with one to

three substituents independently selected from the group consisting of: hydrogen, halo,
methyl, ethyl, CF,, methoxy, CH;F, CHF,, and CH,OH; L is absent or methylene; R%is
selected from the group consisting of: 3-|:§yrrolidinyl, 4-piperidinyl, 3-piperidinyl, and 2-
morpholinyl; and R%, R®, R®, and R” are H; or three of R*, R®, R®, and R’ are H and one of

R* R®, R®, and R’is selected from the group consisting of: halo, methoxy, and a C1-Cs

alkyl. Examples of a R? phenyl group substituted with one to three substituents
independently selected from the group consisting of: hydrogen, halo, methyl, ethyl, CF3,
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met hoxy, CH2F, CHF2, and CH2CH i ncl ude, but are not
limted to, 3-chlorophenyl, 2,6-dibronophenyl,

wWQ2ebs@5d873 br omophenyl , 2, 6-di chl or ophenyl PCT/IB2005/003549

4-trifluoronethyl phenyl, 3- nethyl-phenyl,
4- et hyl - phenyl , 3, 5-di net hyl - phenyl ,
3,4,5-trinmethoxy-phenyl, 3,5- dinethoxy-phenyl,

5
3,4-d - ph -net h - ph l
T SR Lo R BB Mo s cnropren,
4-2¢ﬁ|=ﬂhim*pmganhe§m)a 4.6-Bibtanidphenyk aﬁ’eliohWoppmyhWtrlﬂuoromethylphenyl 3-
3 rtid-Fih r@m@thﬁrb‘t‘llemyl %‘Eﬂaﬁw&ﬂ%){)her@ﬁ ARt RBEPReny1, 3,5-

2-fluoro-
R GPRDREDy $AATEPIVL SASHGIo-Phand. +REnpPRREeT 35
C @iffuabiphatyl) o-dhinerihenyf 3-tiwomulethyl-pheXyli 3,5-GcRdrp;ph&yl, i2emethoxy-

Rg%%l’éyl p g %ﬁuo{ﬁ%amﬁd %J?eﬂﬂ W‘}kﬁég% tH g%ﬁﬁ%blrpﬂg Oﬁ ﬁﬁaﬂwe like.
sel ect é’blce”\a'f‘ SmPpeimenir SLPrEYA L XJg P%Pg) s pheyb angiBt, ﬁb)@/ and
amd ar Hlor Ededk R§/|R5 R, @rwnﬂcamnld afd orfe0st IR RE, Fielé)nd Ris édlbcted

C?rognab %‘&H) Odllg% ?hglo m%ﬁw a%gl |C1 tdqélkal aCP]mBOL%H of Ij—%rmula

t Wo Irsesinigin Iet“Q@(iﬂ'tngmﬁ ﬁﬂ@ﬂélﬂi@l érﬁ |5, BelaééﬁeéfefH ard Rhie OEfIOOGFb(
C%U@élﬁﬁédﬂ\tﬁth oﬁ% or FtWM gﬁ&ﬂ@@nt@ﬁ%ﬁeh&&ﬂ?selé&b&@hﬁﬂé §1roup consisting
i nent s or nul a ol
Eeb puraEn ar fesuol Fashpesieals Pordaal B draghgny.
3-Hxgmples ofdomgdunisef Aegeula (| R)mrQRf 18,a63-pyrrolidinyl include: (R)-1-(2,5-
d'dfflhbﬁ'@fpﬂerﬂlb 80Wrclidin @Q%ﬁertf@x dl'l-ﬁn@azﬁlta J?Q%X}i‘fll}oro -phenyl)-3-
ol e 1- 31

(2 uoro
( Fgwrlobql a»wﬂme%uo X)rﬂrglfm%g}l? (§) H3 An(ag.féq éhenyl -3- (pyrrohdln -3-
( Fdmethok); 14+—mhidzblup(rs¢>( -pingatylojopBenly P pF(pyotolidin-a-yitrethoxy)-1H-indazole;

Ié?;ef %‘ %) ;ﬁehﬂf@gﬁ/ rardln =3- %m?thoxly} 1H- m(giazole (R I1 rﬁalﬂ'eﬂyl -3-

1 (pyriof %&Im@thoxy()gyi nj_dazole and (8)-(- 1 -(2- quorophenyl) -(pyrrolidin- 2y -yloxy)-
(12Ir|ﬁdadblé | MeeaipBebytinents &fwrrnnm i, OH° -a33-Yok Bpib&riuiy). -Ekamples

% aoouTo% of &CI):%IUE’EI P& ke 83 3(£>ﬁrp§|;9elnldqgllr|]ncﬁ1dg lnELd o()éy‘?-ZZJ,B-

( Q)fluqu)phqny() 2=(piperistirophigeiioyy-3H-nsarales |1t @iflere-phanybypy(piperidin-4-
H‘yloﬂﬂaﬂ-pih(%zolb M-SR} - PipMERPLL)IBBAY 8- nﬂfazcﬁ@ﬁf@b@ﬂl&o pﬁ@wyl

dpekiki Plogi i B Sas-gk 06:”%@“&? L wgazone

i rmotl (#he =(3-{Iyord-pliedyd-3-(piperidin-3-yimethoxy)-1H-indazole. Additional compounds

d 'o? #MFHU% IRRRYRis §3( &' Welng hyt m%l’uMé ??)((tbo‘?(éé)ﬂ'ugrophenyl

y mw)dlr\ﬂ e R ezl K@ﬁ¢¥ Ggﬂfbiﬁmw@ﬁw. FipRerinsyimethoxy)-

H-1HFid®ZOIb end 1S)((;16phan st pip@idipkeeyiyibihexd)-1H-indazole. In certain
@gg}nght?f)fﬁ%oyrhﬂéﬁ)ﬂﬂ? f érﬂ)g@ ﬁ)rlgp ngamplis o compgunfs of Formula Il

Gre3 i @2-mogghglinyl mclu e: 2 5- dlfluorophenyl morphohn -2-

( )ymieﬂ(o?(y EIHiAd 20BNy ( 2 6-3ifl(1gro- pwwmemmarpydﬂmtmwdxy)h H-
ngcﬁﬁgé e(+ %}1& l@oﬂ%heny@@f 8rp gllm ﬁm?fha)éy?'ilmr'n azole (8)-1-

( :(;; 4(dtﬂyorgpbezuywampmpw@rwmetaowm hbmdamlm (- n@iferrghent))-3-

H‘l'nB AgiAL dimethoxy)-1H- mdazole and (S) +)-3-(morpholin-2- ylmethoxy) -1-phenyl-

1}1"{'%%3? ollnglext%ﬁgr%gocp ent acompo gd gf%‘umddlanl is ( Sy ?Eg Iagﬁx(}{%

( Pherfyi))3-(inophelimyd-yi@ethpiypeHirdiazoied o4 pretihaceplically acceptable salt

Fh&g&gzole In certain enbodi mrents of Fornmnul a II RB

is a 2-norpholinyl. Exanples of conmpounds of Fo

Il whé? @eﬂﬁ@ er@oglmznwmwefqnhwenmrbwra\ﬂ%es f?f§)<2{'usr°ahenvl

'Hg(gﬂp%rdﬁhl-lf -Jlok@)- thdinelaxdlie), oda fHaemdebaicam aécelflabyd sat tHeasoy.) In &nother
i ndazol e;

(S)-1-(2, 6-difluoro-phenyl)-3-(norpholin-2-yl met hoxy) -

1 H indazol e;

(S)-(+)-1-(2,4-dif|uorophenyk?-B-(nnrpholin-2-y|nethox

y)-1 Hindazole; (S)-1-

(3,4-difluoro- phenyl) 3- (nor phol i n- 2-yl met hoxy) - 1

H-indazole (S) (+) (2 fluorophenyl) 3
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1 Hindazole L-tartrate. In certain enbodi nents of
Formula I, Xis C(R4), R2 is phenyl, and R6 is

w@eloeosasd fromthe group consisting of: hal o, POBIBROOSN03549

and a Cl-C3 al kyl -a conpound of Formula 5 II1l. In
certain enbodi ments of Fornmula Ill, R2 is optionally
substltuted W th one or tmo substltuents i ndependent |y

ected fromthe . rogen and
7+ BBk % Rurghg) SRR R P i)
a 3Hqngezol Li-ditrgd.. An exanpl e of a conpound of Formul a

1l where R3 is 3-pyrrolidinyl is
(R) - 1- (' coaip ?ﬂnwrae%h@ﬁwn)wad IsUIRO- B ig pianyloanciis selected
3- ek lyeay Lodsisting Bﬂﬁ?el@h%thoky’l aﬁd?é b@CQalmbdﬁ%ﬁdﬁd &fFormula

FO IImIH c%rt%rn embgg’ r’Rnr’?ts of Fr%rﬁtélg Elf is 8émslb/ﬁagstlwed%wrﬂge gr two
| | Pubﬁh’i@ﬂn@ lmpeedeatmsqiﬂcwdrfrprojutmromcoaastmg pk hydiegepland uoro. In

1- ¢etalorbbdimentd oPERAME I, B & a@ﬁ)ﬂ'oﬁd'r(yp' Wxaﬂblg 014a Udn?d@énd of

ole _sln cer
RaF VR DRt B A Fpie A e CoroT LS REB e BT o i
Fo8-imethoxy)-1Hviezele RB cedaimer@batipngisodf iFayrula I *usle 4-piperidiny! or

( Sﬁ pr’ber(di?ﬂfyf‘sAFni lefdn%?é &r #B%Wn}js or FohHQA A vt Y 9 led derlglnyl or 3-

s?'Pﬁl”dM 5 éﬁ 'S F"ﬂldﬂf% PR iyors 3e(piprsidi-yipathingraole. do gertain
rreerhbndyr)entslﬁ Fdrrdtel InoRE20h B-morpholinyl. Examples of compounds of Formula II

( S%rﬁére h &a(?%qé‘igﬂdhﬁw)g lrn%{uﬁg fa§)n1y{§)6 oﬁflufo 0- &1 Ryl ?‘5 &urolr) hrgcl)rlpkl;]ohr‘?‘ 2-

sylmeﬂilgxyls '1* indazaie (S) 22e5ditypiophemt tugra hrtmqmphelin-2ryimegtony)-
et hﬂ%}dézo[bHS)-l(l-qatZ(Ql4ﬁdlfluoioﬁhéh9ﬂ) BalsroBRREHhARBL FmetBoxy)-1H-

’nga%gl (%) (? 5161%%'0 Aﬁ%ﬁ%rciph%ny )r (g}oaohglln -2-yImethoxy)-1H-indazole.

eclizy) ¢mh09mwntﬁet1 lgorgAund ofHiprimuidd 220(Sg-1-(2F-diluoro-phenyl)-5-fluoro-3-
pggﬁdgﬁ&fﬂé -yIfe hbW)-ﬂFl%@ﬁ"z@@'o?a §l@drﬁ1a&&hﬁ6a‘ﬁ9£cced@ble cafth@bst. In

Ssjerteln_)emg (f r§e S %wrgﬂiéﬁwl li ig; jE‘f)r(Ju)o} @ 43d|f§@rophenyl) -5-fluoro-3-
( nforquiholink2yl@etpbxypt1 Hondayeld, oHa pimdi@zcdutigallpicceptable salt thereof.
pharmaceutical |y acceptable salt thereof In cert ain
enbodi rgaerginemimsimantsof Formulaj1sX i§GAY), R F@phesylmwrfy lis, selected

anfbnirtfe t g@u§ Eér%%tnﬁjjof Ifalld)methbﬁ/ BP0, -CPRI/A Std é@)@np@ﬁnd of Formula

Rolvo T SR GbpaiARRs Brrcma v Bt K oni Rl UBGAH Wi cpe oo

SSL@E’(ﬁUGDiSmdepeIBinmSetegfleéﬂommergrwe:omlstmm hydrogen and fluoro. In
Su&?rblh bMS&leﬁentQQﬂﬂﬁrﬂg§W h%s%%l SAbREhy!. rlﬁ’&@rfalneeng;ogmnts of
Si st \p% 3 % en and fluoro. 'In 25 certa s
%@F'ﬁ% S S 3-8 ?fmﬁ’ dpinyy EXerspips of.comppunds of Foavw9 |'V wheie R
CeIE aat or 4epigeaidinyiintiusle otcludd:drfinorod -(R¥uorBPhérgyl)-3- (ﬁpetﬁiin 4-yloxy)-
4- ﬂ-'l H@szlg' P}Q 5- dlﬁd@d"ﬁne‘ﬁl Qhuo%’ ?ﬂwgﬁ‘\ P)Floxg)o{%h%o o 1-(2,4-

4- ‘i"fl'%@rpae'l‘y')(“zﬂW%%f@%ﬁl@ﬁw%y JHcipeazelei @i-r2us-giflexgpheny)-4-
H- fluobesz piper;ldln 3-yimethoxy)-1H- lndazole and (S )-4-fluoro-1-(2-fluoro-phenyl)-3

1- (Q@L rﬁf in= %IllnPf%)&{ﬂ Ejﬁ%&gle In ce a?nr é)m d{npen of |=ormula4ivylli30|§( X L

di mPfefaﬂ“faYJ pheexAmplesf picompaund of Forme \dwheretRYis @:2yorpholiny is
H('SP@-@ZEQdilﬂimrd ﬁ)en% L42uro gl ﬂnbr‘é%lﬁ 'Zmﬁ&bfdxll)‘ fH r%@azole

]E |S;JO£10f ISEI tio%mﬁnﬁ&}/ Eorqu m%’ Cé:i ) & phenyl and F%gls selected
( prqpehé gowp @}nylsm dichelp) méthbky ardiser@F@; aldyn—@ein@ound of Formula

enog 'céF%me?»nt% iR By k&m‘u\é 1 >ﬁ§ d( 8. Ehz?s\'A%HER;H p%g I f%’erectA&‘from
ex a a conpou nd
rﬁ‘l’Poqopﬂi‘/tlngl% hapgyetlioxy and a C1 Ca alkyl —a compound of Formula VL.

(Iﬁ c&riathi ehibadirrenialoe Aytmutad,-X ik COR‘p add (:{FTIQ@FHV%WH =2g Mdnﬁ’&hh@of

Xyﬁorrﬂrn&_w[nlq%éga#emo(ﬂj ‘?]go?'For gg E ti 'EHE EETE} om

t he group consisting of hal o, nethoxy, and a Cl-C3
al kyl -a conmpound of Formul a 3V. In certain

enbodi nents of Fornmula I, X is C(R4), R2 is phenyl,
and R4 |s sel ect ed from the group conS| stl ng. of

. o ~A P~ o
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pyridinyl -a compound of Fornmula I X In certain
enbodi nents of Formula |, Xis C(R4), R2 is phenyl

wWopitcomsrd y substituted with one or two substiPCEMB2905/003549

i ndependently selected fromthe group consisting of:
hydrogen and fluoro (e.g., 2,6-difluoro-phenyl,
2-fluoro 5 phenyl 4- fluoro phenyl ,

2, ifl I 5-difl s,
Nk R
Foqyﬁejjmé —+a cgmpoyn@fp?@)mulm il cevtatrapibodipents waFdrypula |, X is C(R“)
S UkFSd ﬂ)ﬁeHSIIQ)gndMatl)hsuﬁﬁﬂn&f wnEhV%e%H%téuﬁéﬁ%@ﬁﬁ Mo@ﬁ’@rﬁ@ﬁk@%ﬁ&a&%

| eC, (lil consi stin dr ogen
he 9%HY Corﬁ's% ‘?&y REFN angyildera (?g%ez %Wor PiPReNY!, 2-fluoro-
i rm\ﬁmé\t‘léklotol‘wlea!htm tifiond-pheoi/ing, 54dlﬂu¢rb}ﬁhem$l$ br 3,4-Qifladro-behyl).
Cormounﬁi cerldih &%Jdﬁﬁeﬂts%’f'p&mu[ﬁ% R 08 %'I::Pr{?{H gylv\mrﬁafgs

s pheny t1ona

%%t%‘ﬁﬁ‘tqnﬁﬁéﬁ*ﬁ%‘;”?sﬁ%ﬂé mﬂ*ewﬁndwﬂg EPleRiediPn tergrqup eonsisting
gandegmemﬁmma@,wﬂfLRhydrogen and fluoro, and -L-R3
is: S5~ (R) (S) NH NHCNH, or , where the wavy
l'ine i ndi cates the attachment point to the rest of
the conpouhd. In certain enbodinments of Fornmula I, X
is C(R4), is phenyl optionally substituted mﬁth
one or t tituents independently selected from
the grou ting of: hydrogen and fluoro, and
-L-R3 is:\7 OMHONHO ,NH or \-// , where the wavy
line i ndi c H 20wbdiethatiiagy Imaaindicape tHatatta€hridh® pdig3d the fest

t hewne wm.lncenanweMmmrmms -LF@is 4 WO
2006/056 /3 PCT/ 1 B2005/ 003549 é? -- - ONH \--J/ ,
wher e theerRAMbopiments ghF watiad % BERL, tﬁaémlﬂémt' opiishalty t o

t tsebstiteedd vaith onb er two @ugBEts inbiEpehBéiREdlectdIR KB BFodp dnsisting

FOf MYdrBodn ant ligko FaffY)pe 2 1S pheny’ optionally

one or two substituents independently
selected fromthe group consisting 5 of: hydrogen and
oro, and - R3 i S: (R) (SONH NH NH o r where the
line in cates t he a\yachnent point to the rest

comnpodun I n anot herz aspect, the present
|nven i on prOVI es for coqpounds of formula Xl:
€ NH ‘

, Where the wavy line
indicates the attachment point to the rest of the compound.
In certain embodiments of Formula 1, X is C(R*), R? is phenyl optionally
substituted with one or two substituents independently selected from the group consisting

2

5 5
N

\_/ \—/ \_/ , Where the wavy line indicates

the attachment point to the rest of the compound. In certain embodiments, -L-R® is

of: hydrogen and fluoro, and -L-R® is:
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R2 RSB X/ / NN R6 RT O-L R3 XI 10 or a
phar maceutical ly acceptable salt thereof; wherein: X

WO 200008687C( R4) ; R2 is 2-pyridinyl or phenyl, PMEIE005/003549

said 2-pyridinyl or said phenyl may be optionally
substituted wwth one to three substituents

i ndependently selected fromthe group consisting of:
hydrogen, halo, nmethyl, ethyl, CF3, nethoxy, CH2F,
and CH2OH;, L is absent or nethylene; R4, RS,

R7 are H, or three of R4, R5, R6, and R7 are H
and offe of R4, R5, R6, and R7 is 15 selected fromthe

group isting of: hal o, methoxy, and a Cl-C3 al kyl;
R3 i¢/ selegted fromthe group consisting of:
3-pyyrolidipyl, 4-piperidinyl, 3-piperidinyl, and

2- moNphol i gyl , wherein the nitrogen in the ring of

said r ol .ivdhierpythe wavygine edicalesihé att@hmiepianointionlyd restof the
2-compbio! i nyl is substituted wth a Cl C3 aIkyI or a
qq ?CL@& . In_certain enbodi,

conmpount °8f2% %Ptt?ﬂ'l”?”%"f AU %ig R &t‘%@‘eﬁy OPWM ng

s aubistiteddBitiAMe at kplsubstituefls Gidef@ntdntiC4albityd frém magkdupg cérdting
”!Jf:rrR/G Ber dtfggrordnggl_ fbsaid 3-pyrrolidinyl, 4-

pi peri |ny peridinyl, or 2- nDrphollnyI usi ng

sui¢ abl e reagehts and condftions to forma conpound

WO 2006/ 0 6873 PCT/ | B2005/ 003549 In

to a nannal in need
er.apeut ef fecti ve ampunt
of a conpourd of formula |. 5 In ant‘.’ft‘?f@rthea‘%%é@te'”@‘f?ées"he
pragigehment poi i the respof dhe abewolirar et hods of treating
attenti ' .
corpri o At sk I RRER Mo reblaBlol Blmpclidh o x:
treatnment a therapeutically eff %ive amount of a
conpound of for n anot hgr aspect, the present

i nvention provi hods-Nof treating a disorder
or condition sel ect épathic pain, stress
urinary incontinenc ressjm®n, and

schi zophreni a, conpgl tering to a mammal in
need of such tnig eutically effective
anmount of a conpound of |fornula\l. In another aspect,
the present invention p QV|des for—npthods of treating
fi bromyal gi a conpri si ngRadni nistering to a mdhmal in

need podrmatticdlly ecbprable salt thél’ﬁ@fr wHeedi: ixaaNloy C(i’ﬁ“f &E s MSridinyl or
a

o PR, ufibrch SEISHBAY 8] sl el pe Blcf S shbglurypn one to
né'tfﬂ%%f@st!iﬂefﬂ% ladarerdgntly siesiegdiogitee gf@tmmongstrmg of: hydrogen, halo,
?drmtrm sth?r Cn§|3 meth6>]9?CF'l§m@|t Fy,iafd Oﬂgﬁh -0fis 8s6h: dr MR BRI R R°,

r | C e elsV, a

| AR LRI Bl B U IR Qo o
plseleeted tser ihearaup corsisting atblhaéo swihoxy, ainba 61-C; alkylF1id siented
e%ﬁdhé‘@rﬁ&&eon‘ét@tﬁlg Bf: @ﬁﬁﬁ&ldln?lv@ Plbérﬁlﬂtypf’) y)'eﬁ@ﬁyl aRb 2-morpholinyl,

of tre h ﬁ roq% gla co
aéﬂ" rr‘?f”sti‘e‘eP' r?ﬁge”t'rb‘ & rRephsaid SiRyTolEiay ‘bP'P%ft?éW' Prpé’&t'%'ht)f &
2 narpielirgpie stbstitatel Wltbﬁm-@g la}kg oBra{0}- -0ag,-Calkyl. In certain
Lohodiin b SRBRMY koo /1 el i diprtleRisk by hd Mg 348 L e,
alkyl or -C(O)-0O-C4-Cyalkyl from the the nitrogen in the ring of said 3-pyrrolidinyl, 4-
piperidinyl, 3-piperidinyl, or 2-morpholinyl using suitable reagents and conditions to form a
compound of formula I.
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tartrate. In another aspect, the present invention
provi des for nethods of treating a mamal suffering

WO e@i0s68mdr epi nephri ne- medi at ed and/ or PCT/IB2005/003549

serot oni n-nedi at ed di sorder conprising adm ni stering
to a mamual in need of such treatnent: (a) a conpound
of the 25 fornmula | or a phar maceutically acceptabl e
salt there b not he [mace C
conpouﬂ'aa”toﬁg'i 5% g ﬁ ARt d 'neerng%ns%n orfor%%t%ds'%%éaﬁp
agermmal erffewgﬁwarmmnepbrmerryedlaéﬁﬂ@eg@aw@oeemed'ﬁﬁé figgrpler
aa&n;{rféhq %drﬂﬂ@feﬂ@d?t@létnh&\%é% r@@@efmuab{r@at@amtraltmrapemml n
are present in

ﬁfgﬁfﬁ‘fe a’?%a‘t&%gﬁra%?“"?ﬁbfa%@f’poy tion effective in
treati ﬂ%@%ﬁpasgé& %éjﬁjese% m%)ﬂc‘iﬂ 6rb\9(§1§§ f&%&ﬁ'oo@%%é&ﬁl{g attention

aspect I nvent
pp\%{pﬁﬁwﬁcil\@tmdlsorggrr\(ﬁQ@pi @WISI%ng’cFW@ to g mammal in need of

]E Btﬁih&l}@@iﬁ}dnﬁ@ﬂhglﬁp&ﬁléﬂsibifétﬂve&’ilﬁbﬂxﬁ{of afcompemanoisntulorf

or mu and a_phar maceut | e ier.

I cor PuRrBN BB RET R he BBt BET AR of Bl
i diserder arcerglition prleatdd f@nnramemaﬁemhw ieesprurtiiant iexpniingtdeor

S BERESMHN nar{dr%@hlﬂfpﬁr‘ema ddo%bf'lgﬁé adnﬁ’rﬁstéﬁhga@ ahh@imaARRB&d of such
the F}rese r ov for cré{afalll e 1-(2-

b horpseian e BER P 7 bt0potnd B Pl & oF
phar madreartothat dspe@dbepesdnt @vertidr providesreohethdds obineating
eﬂﬂ%ﬁ#g{@gtcomﬂrgf RIS RYing 18\4HHninUD inHeBY b [&diment a

cryst
f Fn?fﬁpﬁﬁﬁéwfffc’fﬁe PBPE P &FamIPRURF b Sapuig | Hn; CRRi gphediments, the
L pteaént irabiition brovidey foamethadsiod deaiegtigomyatgiy sdnadrising @dministering

RSB P b i

Pérorons20053- (PR i 4- Y}Qé)ﬁdé‘r'n‘éﬁzf"ﬁ o4 8 Phymaseiiedlly geReptable salt
C @H¥Rst] Bl daflaifh BRbdarhdr@smagredehtiiabmior pldiRiBs fdd mbthoBaS teilg

o TPy R R Bien iR el p 238 of S wedifeta
f thetapeptiveiwaifpciBe appyd pi t2rilugrophenyly $-(dipaddinrfelaoxy]- B-indazole L-
Lidrdtbr ate has a X-ray powder di ffractl on spectrum

Coih. BRSenEPath nprese Fxot Roviges mettess TR & -
C eraanah s@isbaoframea b @ epitaphigicahédiate and/or serotonin-mediated disorder

c&r%?rfslirg%ﬁﬁﬁ%%% ' eﬁnérﬁr‘ng% hé&j gf sAUch kr@é(tbﬁ)antl @dfa cbﬁ\gﬁﬂglomethe

racti on spec rum
c Eﬁf‘b‘i‘”\‘"‘é ph@prtaﬁgaopat’cpwc[aﬁ)t@le Staﬁ terpof; 4p) gaetherpharmageidicaliy g
USittivg cbipSeunt &Gt iabh amideprésdint & antBanxikby &yent] dr DphalrBacBytically

2 7 . . .

2 Jogptaly Pngipl,aha 5 hayfitsttoat roptabe i ot e
efPoUTEn tas endd‘p”yage alepg i amounts that render the composition effective in
Libinklsue dgoRRAY dondtidnpi per i di n-4-yl oxy) - 1H i ndazol e
edi syl ate has a X-ray powder diffraction spectrum

conpr i $n agtteheaspba) thepiesant Rwverttibepravived fogsharr@acéuticelasur ed

u%fgrﬂgos%@cornﬂﬂél@s Qﬁ]al'ra;%gtlélly &Qci@e aﬁﬁgnt%?'a gomdoﬂn&& rf&rﬁ\hlﬁ ]

nent s
1-apgaphayBresstieaiy pocenialio paEer # geriain pmggiments, thesp gripropitons
edresuelem B thdtRatnienofadirapMeptaine-thebibied ahd/omnscsqaai-metated
n‘g Fc,l ng the followng 2-theta values 0.1 15
red usi ng CuKa radi ati on:
33. 0, 180 amolrer aSpM, the p@sent fgention grogdesroncrystalipe 2525
241uéropﬁb?1ylﬁ3 (Fhridin- 4%@»(9 1I—ﬁ|ﬂ8|azgl@ oPa phdime&iutialy Bcceptable salt

nbodi nents, cr

TR e BB 41 BEBH PHsmienroN s T CORINe i of o
f lﬂmsrbla’(eeylhason;End(n-ma/jpxy)d\mhedazdleLﬂaraetbl Orcesipie embediments,
C .
TRl o haoh b BB o 301 RIS g RO
20 enbodlnents crystalline
1-(2-fl uorophenyl) 3- (piperi 4l n- 4- yl oxy)-1 Hindazol e
fumar at e



10

15

20

25

30

35

has a X-ray powder diffraction spectrum conprising the
following 2-theta values 0.1 neasured using CuKa

w0 ageasdsoh: 12.7, 31.5, 11.7, 27.8, 22.4, 26.6pCRIB29(05/003549

17.2, 15.9, 29.5, 28.4, 25.3, 18.1, 24.6, 20.1, and
23.2. In certain enbodi nents, crystalline
1-(2- fluorophenyl) 3- (plperldln 4-yl oxy)-1H 25

d | d f .
IS%%va\} e?r ﬁ'ﬁq’%}ﬁ r{{)sl%géﬁxnm CO eqﬁ%tﬁ? ?Sllovﬁég b %\%\ya ugg 6{1 3’2‘%"%&%‘1 ismg
mEakoratihtiosi 280, €0.Raanda@itatn eeriain 28108¢iMmeds. 8rysm#de 2e2-1.
| Ry&BhHeRI3- (p%’ﬁé?%%&%)& H- |ﬁ(§a¥§lﬁ @ltér‘trgl% has a X- ra owder dlffractlon

1-(2-fluoro henge Perl |n4¥ i ndazol e
hyEREHMEAMESINgS a“%wga%z heig Wefeqs ffiea&%f?w'f%éléwiﬂlﬁhon
cqtmriﬁs ragdud’na following 2-theta values 0.1 neasured

Usi 09 QU QBRI ol 3 sborgSRelh s asteig b1
24 dgzolRB tegirate BAsey X725, @Wdﬁﬁﬁfragm@pevtwn@mpgplng the following 2-

eﬁﬁ&?&’bdﬂ%@&% rﬁéaﬁéﬁﬁe@'uhuh&@um ragiation; 37.8, 338 188,119, 13.2,200,
2-fl uoraoph

ol 3% BPBRI N AL BRSO o K)ozl B 478! ©
spect riarecomngnbasinngitst brgstélrel 1e@4flngrophenyii @4 @pevidih-detoxy)olLHE

MEARYLE gdl%é\%oqgt(ﬁag Iﬁ)@\gﬁ(g'ﬂﬁf&@hon?é%eérun;ggm%nslme %ﬂovang 2-

In certal
1-tifea yalues =@pinaepsHied Bisipg Cple rad'?m-zﬁl%?(@‘? apd .2 niagsdrin
hefbokimadfts teafstaning €- (@ﬂ&)r@bhéﬁyﬂ@}’( |B@NM1*€4 yiiyh-f Hakdak edisylate

S ey SORL dBiaitn aghrif g v ol 29t Fhues
19ne£b,surﬂd)u§ng QKoGadididn7 33.8,359, 12.2447, 228,.3,1, 2773, _27 1298.8 25.5,

3?24q 1 27185?%”?? g 39.2. In certa| n enbodl nents
|ne u

crysf or op heny)@ (pi peri din-
H |nd'§£8'lt%“ ebqeinentse cpygtalling 1 2ﬁ'a9r°afaﬁw'é?(@WWIMMQX%“*

S ptﬁ%tzdilél %ﬁ%@asﬁg)n@aytﬁﬁdérﬂlffPa@er@eéirunVCdﬁ@rlﬁﬂ@lﬁé HeaTB2-
P | B 5 54 t het a sur, usi ng. .
= Pt one-cpoy SRy BullPielfEions e, BB 2

erelmjxddmen&s;rystaﬂysﬂ 42-Flugnephenyl)-3-(piperidin-4-yloxy)-1H- 1ndazole fumarate

1 Hadz f>d HA&’B&F&&?&W azt.oﬁ sg&tmrcbrﬂm. ta/é @mmglthqéta@aa&Im1

- malate has a X-ray diffraction s

SOOI HE T BRRIE 1B STt A7 5248, 256 800,18 del R 405
U%mngf:gl,ﬁaﬂ@zdﬁ abipard 8.8, 24.5, 26.3, 28.7, 12.2,

ig g’ %ée%am bcéﬁme%g én’ystglﬁngalz(ﬁﬁ%g\%p?englzg perlgilg'l 4églloxy) 1H-
emw;aplﬁbyﬁr@ror@lplg/gqs@ )1(1Tay€powder diffraction spectrum compnsmg the following

éhz((-)lﬁet% 'g%'lgésﬂ_m‘? Mghguredr L(sﬁ}igré;%k& Qeloﬁhnén Y3 DKM ‘81an|d'25'1 NYAcRrhif

has diffraction.s
g I A e SR R SO
uydi@bicohikia haad Xaby mwde@djtfractloﬂép@truramdmﬁl&ma the fnllowiflthaha.fta

‘13”\7‘(%@@? 2 ugtrngeaﬁ&gg ﬁ% @3&(}{& adation:, 18.9,21,6,980, 154, 14.1, 304, 26,3,
pHSspRE, 925ﬁ012h@§9§ 30.1.2¢ OpZﬁ/ﬁiéﬁ 3025‘? ﬁa@?(? 9n spect rum
conpri fidagaik Qﬂbédﬁhédﬂéﬂﬂc?gtalﬁneﬁh@ﬂ%oﬁéﬁﬂméﬂ'@&S &p&ldmmﬂﬁt&wﬁﬂd

Zgnc%gol%ergfl L- ti'g’ %thlagg )%ray R%ngr dlfﬂ'ﬁ%IIOQ sp%}ru%\ coQantlng tWol?wmg
172-Beta2dlués + @4 mdasugttustig. CiKo Fatliatien:t 34.5) 38 2badi39@n rsgertain
Crezéxt ?Hehl@ crystallin (% fIL(orophgr}yll ﬁglpﬁndm -4~ )¥I05<y) 1H_|ndaz<()Je herpl L-
suptratedas Qé( ray 9@"‘“)55/‘1'%'@93@@ ﬁpeéir‘#rf' F’%WS&\Q f@ﬁde@wmﬁrthefa values =

CQmJFnb%uF&i Jsiﬂgom& LB 193t 1, a5.71 57 g aloweso. 5,81 5, 22.7, 23.9,
measur e ﬁ%%}%ﬁﬁeﬁradl ation. 24. 3 20. 2, and 12. 1.

r124c76?§§| % 36y t33I2I ine 1-(2-f

I uor oprme:teydalb eBb¢dinqees, ch'stal-llrib-NdZdMyI)Opliel’in-BmldMldineﬂf yloxy)-1H-
S h

c rasBhE e Rags (A, AR b SR SR b HeTowing 2
usi ng CuKa radi ati on: 267 .6, 17.2, 21.4, 25.4,
29.7, 16.4, 15.0, 20.0, 18.3," 23.0, 24.3, 20.2, and
12.1. 20 DEFI NI TI ONS
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The term "al kyl group” or "al kyl" includes straight
and branched carbon chain radicals. The term

wO alokpbasne” refers to a diradi cal of an unsubspPCT/IR2665/003549

or substituted al kane. For exanple, a "Cl-6 alkyl" is
an al kyl group having from1l to 6 carbon atons.
Exanples of Cl-C6 stralght chai n al kyl groups i ncl ude,

t t = [ ..
fbe{ﬁa ‘;ﬂ ues * tO 1 erﬂ?m%ﬂ”% A5 ag ﬁr‘iﬁ%g?éllatlor\z?gé,p@ OC?QOD 1r %’ Xertam
brearbohmdntsmwswlhada ky2-flyprapbersy)-3r (nipbridiies- ylbxw 1dirslapait L- malate

| ipak & &day &)wdbrsé?frﬂxa&%)‘ |spec¥rt%ﬁ torRbHaHg thé @@Wﬂgﬂthetﬂ/éiues +0.1
Exanpl es” of al kyl ene s 1 nclude, but are

| ifRapad vsing Ctﬂflqz’ad'a“ 2, 26.-3148. 7CFK g}gg)z &3-bH- 18 Za?ﬂj‘* 27.3,
- (1@H22d19, 11.3, 194, kg l7 e, gr ewpﬁ 20an be substituted with

groups e b r I

A ?*«%‘?é‘“ e gfbbenent i B Ik

alindprae phospiiate 1B & Xatay@pwest diActon erp@qatmngcqrrtpngmg(typ following 2-

Myh &4 Vs R rﬂ&sﬁh&@%&h% g |%dfaﬁcm 3q Izng4 8 ahar d@ QQ@ree@an
one or nore carbons o

ar bon Such
s ATPPimgRIRCEysigfine il ey E‘tPé‘fﬁ’B%'“rYi)T%(p'p%q'%éty '86’ T1 Fé’iﬁaf‘ﬂ% ph°Sphate
grias p Xeraysovwaier dntyacifon sb\@trum cbmpriBing tied folidwing-28hbta va@¥sH; 0.1

”nhéas&?& S’J@tcfl}f{ocrta 121 314 87 90'2§:% 2@% 34 K¥ko, 206, 156,

ica alk groups’ thas
2 2@—9614‘?%%269027&“1?19 2132 ﬁﬁéfﬁﬁw;?ﬁ* 235 5-car boxyhexyl

2-am nm@ér@myémbmnaé: Brlyaamétnt?@lﬂuorbbmé‘nwgizma.h;alwoxy) -1H-
ITE‘ e
R SrRYren e &g PO AR R EPTRP BB RO o g plpwing 2ot

| nxalua@lﬁe 1 freasured using Quko, radiatonn24.8,r89.2, ertb12.1Sdmeerafn t he

c [ r i &
MR e R SRp AP pORTRY Bl oo
arfl-F G FE“@%Y@P%"“”@H}?E’E'?Q e follgwiag 2 ”@ta\ﬁ@“es +0.1

2 e o8 By G raB2A5L003549 17 b real 4) 884 GOV 0810 dS.0050.0, 18.3,

L'I;@ooéfi?ggsl nv t| on that have al kenyl groups, which

gegen or zusanmmen confornations, in
whi ch case all geometric DERINEIQNRreof, both entgegen

and ZusgERR “alky)i aroaﬂfbrtan@nﬁc|uaég%tmgxiéﬁe%%n&%@rc§@6m cifire
w thin the scq ent inve

cdRYeAlndSe trmt ﬁ@’ '%‘Pe@@“ﬁ to ?ﬁ’{F%‘H‘ﬁ' BW”H‘H?/‘E’S@%‘F Bra?“W!t“"ed
gratkaps., Fdb exdmpdd) arf@y.g latkylsis s bkl @t ol hatingfome? toreqarkmn @atoms.

carbon ato which case all ge tric forns

© PRS2t Brhchan R Aetendadh Bt i<diot IRl metyh gt
wi ri-propyl, inFoetyl o gpetylpénd hieexylp Egarepiés ¢f iemnliddahain Alkyl gafups
thmefﬁgﬁnd If?r‘r}i!eHQ:J Egprgﬁ ter‘-l@tyl lgorB'uﬁfPE xamp s of alkylene

Bq?%?ééﬁ%? hetay %lr‘?id}mﬁ%Panlg) *Eéiﬁizoncéﬁ§ Q'ﬁé YRR EGH:)-

t hemagibne greups can bé sutplitaibedith groiifseascenipiiugtay fof alkyne
or ety U A0y L LSETLRIL S bl v e

pg@ﬁgyf vg'py@@gfprg tgalkyl @o(eQethaw@g @%@tﬁw’g teglacmg a hydrogen on one or
( hére EarBorB oftthi hparydartondadkBeayz Aueh budstéritdrs indEpehdérly

qeﬁ8t§§ﬁ?r8th§gqrr§ |cgp%st%9:9fgb$l8ple§ 8| E L&)H yéc?d‘ﬂ )trlfl:!]oromethyl
1- m@,fmw@m@wqgaky( pi peridin-4-yloxy)-1 H 15

i nd I

o B SRR (it e e 2 grrgReni vk ol o
hy@eastmxhexd.e- @Tﬂhgupnyl #¥ntachlorobutyl, trifluoromethyl, methoxyethyl,

1- :(Rydfdxybéh@pn%ﬂwobu@l {@Jdﬁ%my%rspﬁ axh p¥¥audbkthyidazol e

rﬁcr)nr olr;hgﬁ'%'?c"‘a‘fef ﬂé%%rcf"ﬂio b')ﬂmw 3(9)‘3)/)‘301 H i ndazol e

L mal at3smekr thercemp@jnds in the present invention may exist as stereoisomers,
|£t§un{1rl 95&.8%‘%}’& As}%éérpér? Ghd gééd?ﬁe‘t‘r’[o%o%@(& “Gddrle Ml anR:R

phosphat e gure

fluor ophenyl ) 3 (pi peridin- 4e%| oxy)-1 Hindazole

sulfate (Figure 8). 20 Figur 9-16 are differenti al

scanning calorinetry thermal profiles of: 1-(2-
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W@ piopesdsds n- 4-

fl uorophenyl)-3-(piperidin-4-yloxy)-1 Hindazol e
L-tartrate (Figure 9); 1-(2-fluorophenyl)-3-

yl oxy)-1 Hindazol e edi syl ate ( FPQIIB2005/003549
10); 1-(2-fluorophenyl)-3-(piperidin-4- yloxy)-

H i ndazol e fumarate (Figure 11);

1-(2-fl uorophenyl )-3-(piperidin-4-yloxy)-1 H indazole

h¥n€g|8?b %chngrogrgq? h%)preg.er:(lt r)ventlon Jxat hﬁve allken{/?roiﬁ)_?_ whlgh maP/ exist as
2Bnthegen or_zqsamtnﬁap@ﬁfqrp:a@g\pen wg):h case all geometric forms thereof, both
L eﬁtéééeh WA ARARA%h) cisdanl RaRE bh @ nfktufethrsdr) ard Withim thaz6dp2 of the

1P(929'f‘ rnef@?tlfafmg?m 70%‘?"%'&13;%?‘?8(%9% PPN WPRGAISH R
pIMJ&p may be §FEistjuted aflrbyre thapede carbon atom, in which case all geometric
{ @ s fnbHif B&H %B)éhéi 'tl§ns zﬁ}idﬁﬁfdhl%h ﬂTe4éoY Iaw%mlth& sqgazche

X pfe§9ntmqutpag{rkl?@‘ﬁhe(spqub§l lljrgc@élglp r(la)r’r{ ecp?rrie(f'i éilastegeo%e\r,\spmg

f lirdeg, eyphemy () (3), 6pivaer (indiudingt hydraias)) tadtorhbrs, redd pott@es thereof,

L-ta 0) : THE | NVENTI ON

AR B B BRI BB RS nde 5P ne pr esent

invention (e.g., conpounds of Fornula I) can be

prepared by appl ] i known in

t hﬁ art and Syrﬁ%lEPl%EiﬁBﬁg%§8wgﬂf4vﬁﬁ§g in the

schene et .f I )

pCT) | 53906 i o R cpesti Famok et B FEORIGRRAAR

NHEip%dRP&quxyM HEingpEolsyLTRptralg (Rigy® 1); 1H24lugrophenytp3-fgiperigin-4y
ywxbm%lbwdls%t@m@rd-z)Rﬁ(ﬁﬁo%ph&;‘l) -3f(pigeriafPD1-fRaxy)-NH-

f Eaﬁ F é e(%él hré re%ZI> g ipe |Fi 4 )-1H-in azole

‘?qaﬁ%‘?‘ PR AT PERYPERIRR) gﬂr yrikkindazoe

2 -hytirgoiprmide fogye Al fﬁ%yuordwaenyhéis pbé@lm £ Nl@alb -¢d- "waFfHe bemi-L-

W' térﬂQtH (ﬁl%lrrn@%)z ¢- (zﬁﬂlg?opﬁ&ymiﬂplpgﬁdlrﬁ@-?lbfx? H%BXJI@M&t&Flgure

5 Sk RSy ERr U PRy Bl pseree (SR A0 ene e

a fluerophenyl)-S-gtig@ridinalnixgr ittiedazble syifaie (Fiduee 8)hydr azi de c

(e.g., 2-am no-benzoic acid

N - ( 2- fAiquensd- 1rrsegifiyrentiabiscamninmgalorigeiry thermahproties ofi +2ed

anfofopnliLel (MherbBinSOfix W HIMEdAolel -tafti@lel (PBEE oY - (241 biMeny)-3

t Oplgerldln 4a onxy} ﬂ? mdazo?e eo’lsyla% (Figure 10); 1-(2-fluorophenyl)-3-(piperidin-4-
yloxy)-1H-indazole fumarate (Figure 11); 1-(2-fluorophenyl)-3-(piperidin-4- -yloxy)-1H-
indazole hydrobromide (Figure 12); 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole
hemi-L-tartrate (Figure 13); 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole L-malate
(Figure 14); 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole phosphate (Figure 15);
and 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole sulfate (Figure 16).

Figure 17 is a calculated powder x-ray diffraction (PXRD) spectrum of: 1-(2-
fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole L-tartrate.

DETAILED DESCRIPTION OF THE INVENTION

PREPARATION OF COMPOUNDS
Compounds of the present invention (e.g., compounds of Formula l) can be
prepared by applying synthetic methodology known in the art and synthetic methodology
outlined in the schemes set forth below.
Scheme 1
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(e.g., 1-(2-fluoro-phenyl)-1 Hindazol-3-0l). A
m xture of the 1-(2-fluoro-phenyl)-1 Hindazol-3-o0l d,

wa2ee/0psthd e (LG O L-R3- 10 PG and a base surtI/a0e5/003549

hydri de base (e.g., sodium hydride, potassium

hydri de), 2-tert-

but yl i m no- 2-di et hyl am no- 1, 3- di net hyl - per hydr o1, 3, 2-d
|azaphosphpr|ne (BEMP), 2-tert-

but yl i 20 di qulno IPrBNGT Fdt hy| - ﬁfSﬁg d
I azaph \?}ne @/,polystyggn%.ﬁEPS-BENP
Na2Cog™ 2C3B in anhydrous DME

(dlnethyhfornan1dé§ are reacted to provide @ (e.g.,
4-[1-(2-fluoro-phenyl)-1
Hindazol - 3-yl oxy] - pi peridine-1 15 carboxyl|c acid
tert-butyl ester). af e is a suitable | eawprng group
such as et hanesul odyloxy, benzenesul f ony oiy,

t ol uene-4-sul fonyl oxy, and |g.0o.Rpg
trifluoronethanefu Qnyloxy——F€}e#—e—+s|a\ Uhtable
am ne protectlng/ up such as t-butyl- » r (BOO)
Those of skill in th&E“&r® will recognize that a w de
variety of protecting groups in addition 90 BOC can
be used as a suitablje am ne protecting group for R3
(see 20 e.g., Geeng and Wits, Protective Goups in

Organi c Synthesis,ﬁ%ﬁi@y-lnterscience; 3rd edition

(1999). Thus, an e le of eis

4- met hanesul f onyLQxy- pi peri dine-1 -carboxylic acid
tert-butyl ester, )¢ PG substituent of f is then
remwedtornow/ (8.9, 1-(2-

FI uor o- phenyl ) - 3- plperldln 4-yl oxy)-1 Hindazole).

G oups ch ed under _a
cond & ARTETYRErARE b00s, SR ePeHaBeN PR aytrace (o, 2
ScydmEndDyIMHE:) Hat hasGR@ORatedWithRr withaHa Gase s@HRES MON- a

Scch%pé Qﬁ&hﬁ%&%nﬁ@\ﬁw iRd %?ﬁu?at% T&J&ﬁt @ghygnidle, a- a

(i B Eraciot D s sty o v he
5 Hy@raglde ¢ &-QB-a0indbdnzoio baD BiNEGIuOroabibel))-yiikFide). bastRen

r . t
o RS RAE Y GRIBA0R o lolBRE by op o] GYEer-R oMz o
p-(? QIH?'@'@[’O pwwh dazol-pRl)- /R2 H YROH H Y EDAC or DCC

Rte/ N midufe dilit2t-(2Budro- pgéhyﬁqlnﬂrr@az&,s -84, @bdnqcronﬁd é {&-0-L-R*
S e

S% & ?éas&os%rgasta?%yr%d%baéﬁl 08&’%%'&0%3%?@%55'“[“ ygrlé:e JZQer’t-
r émtytlreldowdteimymn‘m}od‘r &leﬁ@ylh)eﬁ“e'dgﬂ 3,22i&aphosphorine (BEMP), 2-tert-
d'tfulyh#ﬁlﬁé?a%fb@ﬂ/)élln)lnJ‘VﬁH@Either)erH rdt RS- RER BRGNS ofpolystyrene
dFﬁ@FN@W i n'gﬁzﬁpef;ﬁ%ﬁ’a’ 8 %ﬁzhg? BATBYHRYS MFdimethiyfgrmamide)
dlarg/[eb@bIE’oO)ph'c!ymebm:ig 141ﬁ1 d2-flgdeEhenyl)-1 H-indazol-3-yloxy]-piperidine-1-
CEU'aFEBﬂX + g&lé {é\'t% é ?er @?lc)f eﬁysﬁagé?‘é%vﬁdj&gu@@ch as

di net am nop I ne
d|m@lﬁ?ﬁPﬁ‘ﬂf?’I‘y&XM)ﬂeﬂ?ﬁnﬁ%‘[f?ﬂ}ﬁlopEA‘?'“er@r"' fuienvoRy A% ne t o
aftfifubdmethblesgifonyx@ A& -eSs & Bliable amine protecting group such as t-butyl-

ester (BOC). Those of skill in the art will recognize that a wide variety of protecting
groups in addition to BOGC can be used as a suitable amine protecting group for R® (see
e.g., Greene and Wuts, Protective Groups in Organic Synthesis, Wiley-interscience; 3rd
edition (1999). Thus, an example of e is 4-methanesulfonyloxy-piperidine-1-carboxylic
acid tert-butyl ester. The PG substituent of f is then removed to provide g (e.g., 1-(2-
Fluoro-phenyl)-3-(piperidin-4-yloxy)-1H-indazole). Groups such as BOC may be
hydrolyzed under acidic conditions.
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15 benzoic acid N -(2,5-difluoro-phenyl)-hydrazide).
Alternatively, j can be reacted with b and HOBT (1

WO bgodiosssgbenzot ri azol e hydrate) in a sol vent SBCHIBE2905/003549

dry THE (tetrahydrofuran). N-Me-norpholine (NW is
t hen added and before addi ng EDAC- HCI

(1-[ 3- (di met hyl am no) propyl ] - 3-et hyl car bodi i m de
hydrochl ori de) to provi deé&gﬁg%nd c. Schenre 4 NCI N
Cl + HN R - Q HI/~ N\\RlOROH
R2 k mO NpR2 % CND N N N sN "N OHER 1
L-R3 R P 11 WO 20061480873 PCT/ 49
Schene 4 dei s @ synthesis gf the

H pyrazol 0%3 4- bllpyri dine q. A ni cotlrp;g( ch r|de k
(e.g., 2-chloronkcotinoyl chloride) is react@d with a
hydrazine m(e.g., phenyl hydrazi ne) and base such
as triethylanfne in a solvent such as anhydrous

net hy| Scberod® dejiateihe syntjiesie obth¢ entyydridela. -galagn WHiudro-1H-
H'bQNzroﬂgﬂ |3ﬁ>£< CPAE pl ﬁbﬂé gér‘pbegsyﬂ I'IIBSIZG% réacﬁﬁﬁ?@ Hm%ogen'z&c acid j

t hen Cto provid

r 628t FaMEe-FijyofoRenzoie P‘éﬂ)s"f”@rafﬁi’fsﬁ BYENGP seriyp Cﬂb‘i’rﬁtesﬂ Wétﬁé

1 féllowed DMthé addition BVAbHdAJdneNoforGROMREGWNDS Conpounds of

the present invention (e. Ige &grgpounds of Formula |

and 10 pharmaceutical |y accep abl e salts thereof) can

be wed for thei ity HOBL,NMMIt a NH2 /j
&

nor [epi ephyr i e HN.g gzir er nIn
trgfispoyter. The ability of tHeDAGAPHMAds @

pr esent O nvention to inhibit a norepinephrine o
transporter and/orpa serotonin transporter can ke
determ ned usi ng conventional radioligand receptor

t r anspdi? Pehegeal, an altppativesypiyelisraute I f ip demded 1k 66‘6‘9?19%?0'0
epiti ¢ &s5@ L-ind-5- cﬁleriolbehzd’t&ﬁ:ld)Meﬁxqaﬁﬁl1hrﬁﬂ1’ytlr32|ﬁ@BQiél@t2351
' rb.ﬂﬁ&ﬁ’ga%a{bﬁ r&&%?ﬁ‘eg lEwhgEr%s%nrc@%% 4 &%Pﬁq‘ls rJear?g t%%&a£$ﬁb-

rans
sé@l@ﬁﬂjﬂﬁmlnﬂp&ﬂwb@re gearbadiimisle (EREH diskitielgkyieanpaslimide (OCC), 1,1°-

C Qamewmmdafzmé (Utmt)elna albaS®uch s amfalyReMhiNoBYridin8 €DIMAP), N,N-
i 2 D L o R
Nebanzesacish it €2,5- m(lolephensmwms) AlteFrativedyx hegpl be, reaetadatith b
A& HOBT (F-ARBEIFdIotdB MGGl RRAVeRIsuch as dry THF
(tetrahydrofuran). N-Me-morpholine (NMM) is then added and before adding EDAC-HCI
(1-[3-(dimethylamino)propyl]-3-ethylcarbodiimide hydrochloride) to provide compound e¢.

Scheme 4
Ng -C! | \_Rz Ng -C! ~
I + HoN{ F - I H I
I Cl INl Y N‘N NN
R1 R1 H R2
o] 0O
m o
=Y, 2 ///
/ X
S N
N
[N\ N‘N [ /\N
A~ H//
4 Y f OH
“L-R? p
q
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20 allodynia) can be carried out as follows: On day O,
mal e Sprague-Dawl ey rats (-150 g) in the dark cycle

wae@epb@ced i n suspended W re-bottom cages anPiCHIB200%3549

to acclimate for 0.5 h in a darkened, quiet room The
day O paw w thdrawal threshold (PW) is determ ned on
the left hind paw by Von Frey hair assessnent using

the Di t he

ol ant ar oty R GnFRLE Bty "A’aﬁf’?ﬁ AL e o A0
wiicptinpgigniaride éng i 2PHOTOUCaE0 CRorBYs EeRg oI UG-
89heriylﬂyc§5r£1ﬁrﬁd) lagd §Bdslel’éaah as@ﬂetﬁ'ﬁéfmn@mfa&elv&?\l\lu@f astdhﬁydlrcﬁjfst

dg}egff/ é or*rét&'&c?%ate I1L;§ar]%rr®|'1 ey?atzl b8 a%s n%nﬁ Ty
plcenmuds oV thén BWiee byl Heafingati78 °@ llInSO\dEﬂEd3 ialréagtddas o the
&ﬁlﬁtro%o’flﬂ‘i’o fn &ﬁ&ﬁ%g\gdes@ that each cage had
SI mlar nean ues ay 7, responders are
dosed (e.g. oraIIy i ntraperitoneally, and
s&bmuuanlewsnzomewasw th 10 m/kg vehicle (0.5% 30

PPV P BB iR LARY LEERI Gfibh W P38 hph g S FLURGATMASO)

era
v aharmeceically aecspiabln saltsdrergoikasn b agsgyecHer thejorhlitt Réhibit e

C%Jesﬁ@mﬂéfagqsb@temﬁi/or%saewfaﬁraebn@mér) after the single
dose, nvest i

S oh e Thé R St thd Sepbo i e o Bt Ve 1 BER 1 heghrine
aypnsppriérane/ot & spEotorin tantspertar nan herdetanoined Bdirg eonvdntieNAT

v ff‘édi’cﬁ%f;arﬁ%&ptor ﬂ=arl§9<5|"f assgysh@ﬁ’er ReepfrSeah- be%@tchﬂHgo@ﬁ@&pressed in

PGl M RPREY GTHeIed 1 Gempra PP o0 PR AE oo Ines that
I eppresseicgefinephrinla snagsporter dAWbr alserotbon trérep@tenour dr ug
treat W&erta*n%&b%ﬂrqbﬁtb Ghl c&rﬂ%uﬁjcﬁ%f @rnﬁﬁg I thay bcé‘éyséﬂ@?o? their ability to

fromthe glLve basel i ne w nd
a|allwmaa3%?"é§@med meckatiog %l'ﬁPWiﬁ i 2 1 (Rt SR K 6902) J of
i MNeubistiérize, 22(13xI5b8y893R i e, a it ildel o capsaitbinreidcetioniechanical

.oming formula is used: 12 WD
S S bDEn e R w5 Bs5040 o6 P bi ti on-of
Al | ody fingday 01 male Rprags- ngwlgwp{sdrlﬁg))g ) in thgadask exslerage placed in suspended
P\WIew8itdng b And £II5@§&ﬂolaB@|matd\‘fB|3@5 Pl d duridWed, \qaiat 1ob®) The day 0 paw

Cg@ﬁg a\‘%gr ?%Abgg\uf)e F;%@QBﬁ 5 OFS\ L-I-IgfﬁpNﬁP ﬂ%oﬁ\(\/%?@g}]a'f assessment

exisisg therDixon siplagchdayah rhegthors Afer zasessaient, ths plolayausat of the right hind paw
];g{ H}Ectec’j \W@o‘HﬂU ;Pgapgéf &1 d@éjo fnolror’fsethejngl ‘P\F\l@én’ 80t lﬂ%terlle sal&we) On day

vat ed |nc y r at ed ornB are | ntend
t & thePWACHWE ledtdindP fcﬁ'i“ﬁﬂ'% pral fopypiection sitehis dsteaniagf for each animal,
| Meild feom thd ldey @maum\dmw PV T ihie. 7y s edtbiderad amddytitiresponders and are

ge%gl)urﬁ)eg g%%y&gﬁ' ca?g had rarpéa)n ﬁ?l\?'levatlu%g 69 dg){ ?fregpgﬁateﬁee[re dosed

ceu I cal acce
i e u@rﬁWg infseiRerigpeally, B SLbLasEously, ¢1b) WARUT KD yRHie 9/58

bmaﬁgld#os(y TdeTwﬁqmaflsamogéyl/d) y%msrm stl & vamélé §|us>éontda@nd The
ounds 0 i nclu

b 4GB TR ST 1R IS SEN A PouB 5 aFou IR Aeagespyang to he

S wistiradibdeC g.@ lafter tosasindireddse uwith thoinvesiiganp binded td8haHésingrscheme. Those

\é\ﬁgg@r ’t?lthgs H%gﬁ P@%‘"’%ﬁ‘hg Q;ﬂ%%@%ﬁ?&té@ &_ﬁhe %tralﬁteral PWT value

Gde- Eraht)m(rﬁ)ml)’s elghd Berge et al. Phar maceut i cal
Sal t's, 'Fodeachfanital, e aaye Pawt vanalis %trmronﬂ.tﬂg 2;h66r:PivTLlue to give a

RGBS ol P PRS0 AL 183 20 4 Pl
deddiierdthedeyt iPHOTigeubirectee irer theweno BWTHy dlﬁ/@&ﬁlb@mhce window of

n 'aﬁl&dyﬁla pre@Bﬁ%p&aQﬁ 'aﬁimaﬁ lJHOfdé’fe'rrﬁlne W %&%%IBdYM Seh@tinmal
phosphorus, and t e sa

P R Al piyeh B sariot. e fatenng lmuia B tsed o o8 2 oo

and di carboxylic acids, phenyl
12
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20 substituted al kanoi ¢ aci ds, hydroxy al kanoi ¢ aci ds,
al kanedi oi ¢ acids, aromatic acids, aliphatic and

wee@amsise3 sul foni c acids, etc. Such salts thusPCnTB200k003549

the acetate, aspartate, benzoate, besylate
(benzenesul fonat e), bicarbonate/carbonate, bisulfate,
capryl ate, cansylate (canphor sulfonate),

E.h's&r gg/gg{%%@sneﬁ dhdl e cﬁ)dk g%é|at@v£;&u@-_%gmlta PWT(vehice))/
e $5asgline (raedndieda B Tﬂ‘@gﬁleg fumarate, 25 gl uceptate,
g |PHMNHIGEUT%AL<LWAII(EERTABNEW8MD SOLVATES

hyd de/ dr
hzdg glc IOEd‘IeT Ieoggfﬂ &8 BJ—; gsé in Fh% etggﬁt?nve ﬁg%{\ogllsq?h unsolvated forms

plas wphag wolvated umpi lwr@ hymatedéqrm eln QEDEPfdc‘halS@VEthﬁHmeSe
MicR@E hydFRb @Rk Lare FHAGHIBH LR enbBf4bstdSvithin the scope of the present
(et hanesul fonate), netaphosphate, nethyl benzoate,
mERYI°8ul f at e, 2-napsyl ate (2- naphthal ene sul fonate),

ni cot i Tt epmpoubdsad the poesehiEinenticoXab atenpopadsd &breula I) are
PRESY, L ﬁﬁgér@orm?hg b@tﬁ%@nﬁécﬁuncglma@&alp?atb% sal¥, %lu@ﬂ@ﬁlﬁ not

%! rosul fate, saccharate, seb
S Uioctip @cicagdiion 2peUor 235 Shlisa PENERPI Y BesoPIPle éa'ts of the
Dcbrapdungs ef,forlmuladl) Inciati@ihetacid wbiditiod aqt bhaeesaks (irklwbihg tisdig) |

a%r&ﬁlf %Fa%ﬁﬁg ofss%llté ?ﬁtg @?ﬁ ?eefabﬁd(fgr &%mﬁlg W?[Hﬁl%?d Wermuth,

are

adiagebogly ehP'e?gnae?P'quﬁb‘iaés RyPRegigRatoectifaprt Y3 Wr'i%)t\éCH and
t Weeithels, Geaﬁarmzodz)adﬁu Bér@@ et PRarplacdufienl Bakd, o). of

c ounds, by contacting the free base
%rmacfﬁ’cgps%'e??efm@h aﬁfaount of the desired acid to

pr oduc &haimecedirally aqieptaplecsid agditian splty ohtheegpnipeunds of Formula |
r %ﬁas héﬂ f8lic QMts@@Ne@Wofnﬂ&)rée{hﬂz a%@!s Eucfh%% ledifoéﬁbn@ RAS €

PhesoRSic Bilitn bytForrert Byt anbpihony e85 el o the sals
c eietl\aeld frompingesic @eaibls, pucipas dlipieatic swodt aad disabonyiid acidg, phanyl-
Y %bl?&ntu?é?jl a\l’l%ﬂtgéamd]ssh))%X? QF&Q&%@%@ %xf%& (l) gg&@?é@pﬁ%lds

har maceut | cal acce base dition salts may b
f @PRP@HC M aromatie éﬁ”@”@rac'gﬁ%§“°%§?étﬁ théfé ingjugefhe a&‘ﬂ%le aSPa”ate
albsadoateeb&giatebameérakultoyigie)) sicatbenateddartmhatey aultate, capiylaes .

E’&?ﬂ%ﬁé (@ ﬁ%‘?%&m‘oﬁat&é‘éﬂo@ﬁen%‘été e é&sﬁa‘t&@"%‘%@nﬁ ‘e

Eﬂé#mne@) &fhy@regqnamse i q*rétsobpwéﬁfeo%sylaiegeth@wesulfoﬁt@D ifyfearate,

5 gﬁbé&&t@m]mmtm glucmoﬁ&te hieary) |hﬁ1rd$t¥ﬁ|oﬂﬂ@d1lc&ﬂb ne,
m.ne d| ol.am ne

d

R PR e i) FloPARRIAEHES oblhPu et ydrogen prosphater
mesgihioniatee D-ladtates Liagtate, medale, maleategalaiate mapdelaiai mesylate

( Qﬁ%%é@hlﬂﬁﬁte ﬁx@ﬁpﬁééﬁﬁﬁ& hﬁ&h%nzoﬁ@m@ﬁf?@ul@%d bhiflate (2

o SR Sons ol e, PRt N Pot iR DGR LairPR ——
arpboErWatef phttated propioeate ysphdsphaie, pwswiatehsacsidrate, sébaeate,
E ge%gateflgu@e%tg stl&fnmer%)fatg ajrn{%QB '?é?irréfl% ft%:%w%@&@& kibifthe

formwt an acl I solatin
acipnatph ang F'@%O%%?%FS#%‘F&%B g of @mppwds of bR di /NSO
I esmenplaied akahd salt® oisnisoamistsath asrargitad, ighicongid) gaaat@bnate,
phﬁﬁm‘&ti s such as solubility in polar solvents.
JTI CAL COVPCSI TI ONS AND METHODS OF
ADM NI SFRATRIIRN sphofiheasitcoMmAgudrs Menbeaprseared eidodiesting die
?h@é BB&;Q‘?M fithla eﬁlﬂﬁﬁﬁﬁdrﬁduﬁﬂcﬁ tl%%ﬁfe'd%blﬂ% préducd the salt The free
her eutl C

i

PR mad By el Brasr b ep TR =R e i ABpee giplating e
t liree bade. (Thg Gbdimase varink diffepihz theic esitactal daly forns equteadbhian certain
c erefor. The phrase

g’hgérl(%{a%rgg‘%dlléégwhcag%ggﬁ??doﬁlﬁg&}{ég%é to a conposition
suitable for admnnistration in nmedical or veteri nary
use. The phrase "therapeuti cgljl ef fective anount”
nmeans an anmount of a conpoun or a pharnmaceutically
accept abl e
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20 salt thereof, sufficient to inhibit, halt, or allow
an i nprovenent in the disease being treated when

wa@eaovsisaster ed al one or in conjunction wth anorP¢iBIB2005/003549

pharmaceuti cal agent or treatnment in a particular

subj ect or subject popul ation. For exanple in a human
or other mammal, a therapeutically effective anount
can be I t

olini Cglggrtm% {Ut@aqlg ?&p&FL%& QJ[dI’an dts ﬂ’g.ly bgpo(%g't}\mhym&&s or
s @BjneetsupasRiaf P@Ch@‘lé%!'“e 2@’”1 rpeta) fgdr Pﬁd%‘eo@é Bﬁgé@‘? %{f"é%fi

t Ea&m@l@é SmtRAlse®Bs Bdtiols &P alumiRmAGACId, rri‘f&gneﬁ@ﬁ dPRssium,
mnistrati

| evelljm %ndg\{]gr%ol?xamglasl suq bl% ﬁmmes |HclLﬁ<ﬂa ar%m{\ g?hnand
medlpoalocaing, I, N’-arbdnzy@tfd@sedlartne@i db&iykammepdlefbww@mm diblamine,
t I@ﬁ\y@ﬁ&ﬁ‘ﬁﬂﬁe a{ﬂé{#ﬂ b‘aﬂmﬁr@? g@@mg Q)VsLﬂél ?E@G’mﬁ? l\ﬁmethylglucamine,

phaf maceut i c corrp05|t| on int ormof a syrup, an

eplagiine, pracaingdprrzathpR), asd Femgi@mines granul e, a tabl et

30 a capsuise adandncsaemg@,mda compalngs manbaprepdesby contacting the

S?Je{;‘%é é’ﬂyrm%tr?é ?Lg n?ngllﬂ%ﬂﬁ@&esw@d tLa%g H@;F}o?l% %%lsalt the free
st on, Fer a a conmpoun e

i Agig FﬁfmdﬁaY\hP Figenerpiod by comAst et oal formsyianaeis 2 sglating the

dirsease THedie6 b&id a9 Flafd ufier twind thelﬁrespectlve salt forms somewnhat in

nar epi hr| ne ser ni n- medi at ed
dlcgrg%j@}yg'g% pWB%rETES 3“85 aﬁaﬂl@? b PYR S)?R’S'(PJ‘ ‘qual i tatively.
For preparing pharmaceutical conpositions fromthe

c FAGIHREUTICALROWPESEHONS ANDIMRIHODSAF ADMINISTRATION

ph Iar gamb‘f)iew ‘nyerﬁ‘@l@ QIB& l/lﬁescfa’f phh@fz2c@RA c@ﬁp@.slitlblli‘ﬁd’om prising
SOl | or

D &Wé?pseutl(iag)g# ?tg/e amol.l §’f a Hpcgéﬁiroﬁé%%gf)rsa Hw%rmaq:eutlcally

s appotsblecal bereofdogbthed vdipe pmrma@ugcaémncestablﬁcgmn diluent, or

C%&&bu&{t tHeRdtor DEh OB R p il SceBiitd 6&on” WS a'l%bﬁp@éut%ﬂ
14 2006/ 056873 PCT/ 1 B2005/ 003549 as di |l uents,

f ISEN?BH PlRdisRtoN I Madieq! or velpriaark Heey [hpelrase Apsrapeutically

dieffectivegmaint’ ngaag@ndrsounosf asnompeund s suphatmasgutinglly ecdeptable

I , S an ki ' i Vi ;

V\Elalgﬁ)gﬁég{ Fuﬁflcgegﬁoﬁﬁf}')ﬁt,el‘?ar\}.t\j érﬁall%éﬂ .p\:%h&eofﬂéﬁé (lﬂjtﬁ? 812%1'3& geln%treated
c dfhpd AdRINistered alogp pigp sonjyneionawithiapeiherdinpBineptica! 4oeqt Ried
WitrehtriehiEin @ parfiduRlr sbbjdta i sﬁ@jebth‘.ﬁplﬂﬁlbﬁs s@rreyarhple gh aﬂ'@:man or other
pr oa?r% aetﬁerél&aﬁc%s!%gfgaﬁve ogr(ll[rc%.rlm 8(5] get(\?\ﬁw(?ne ex earTFnt{en %llly |n a

c dﬂbp@itqﬁy err%mais%rlgofogmfdoeww)r d@eaqeh@d a@tneot/ belragdreet@dnd
I'n Cefﬁ@hﬂul@ﬁ&é{ﬁkd&%@d&haﬁ&@m@%bw& PREPEPA3LAGE foitd8Ssage
gRe¥

f %

PR o skt b AR me Rl orSlna S TfE oo U
p@barmageutiCal deenedical arts, andtin desgathegitbielow. t r agacant h,

et hyl (Ae&ohﬁl)@ﬁ%f th%%?gsé’mlﬁ/@ﬁtgﬁ)ééﬁnﬁé ijabﬁl\d?eﬁéd 44 %@rm&eutf&y

mel tin cocoa butter, and The
" GPEpRsgp f"d’ﬁe o5 of; 33V &He by 31%'699088“ tarPé’Wd? ? Qfﬁ'i‘%ﬁ daplet,
ofa capsilena ldzergye COMHE,Eth aguedus solctivpsaitradr e drirhet, iadbtioasa gel,
aﬁ @FnUsﬁ)Fs e\?\a,r tcﬁrﬁéfgﬂaglg flh nﬁ%gﬁ}‘c}]&e'pgeasr@&' |@Enﬁdﬂ%vllﬂ%hé &/£decrease
S UT%VHlH’FR'}&Pr B fliseasedngliig associaip] Witk 4 @rQHﬂlﬁ’ﬁh’?fﬁ regsligteciiand/oon

Wisbrdtohin-meviatddl dsoldér aSineaites q@ﬁ\ﬁtdﬂfbﬁﬁcﬁl’@ﬁ&htﬁﬁ@W ncl uded.
| S,. cachet

15T b d
ozengdd LR BbP RS Rt 1y g RELE ol prosert
f dnvengionl phadrecelitically actaptablerarriefscep be pithgr salip poliiiti didlie &rm

pl'éﬁﬁfaﬂ&{stnﬁcnuge PE&rderss %@t@%lll@ cﬁﬂsﬁlteé‘ rc@cr%fs g@pt)é(to@éé' de
erjd or Ccocaoa Utter is first nelted and

aé’iéP?f é'b'{?&r‘ﬁS'B'ﬁ%rﬁ sqlig caifigiyzap begne parsy BRSNSy Wi ‘H‘éP%V gigo act
as by stirring. The nolten honbgeneous m xture is then
poured 20 into convenient sized nolds, allowed to

cool, and thereby to solidify. Liquid form

preparatlons i ncl ude solutloni suspensi ons, and
emul si ons, for
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exanpl e, water or water/propyl ene glycol solutions.
For parenteral injection, liquid preparations can be

wo evoaiosared i n sol ution in agqueous pol yet hyl eneCTiB20eH/003549

solution. Aqueous solutions suitable for oral use can
be prepared by dissolving the active 25 conponent in
wat er and addi ng suitable colorants, flavors,

S

Ag%lg'!oulﬁé% glléZdrlnﬁQ?enttéq lo%E&F éxge[%ervgtglgg gé‘oé(%%ﬁglgeﬁcagﬁ&%ggnts (g an
9”%@§%§m@mﬁ@”wthe finely divided active conponent in

Wat eL WM dolld¥is RO bsiridrad £f deﬁﬁ d,lwc%bl @blldaﬁrhlﬁh’lits H @hix@fe with the finely
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( mn?g?cﬂ\ ssd.&*agé* Wﬂ?\)eme?gﬁlséa{sﬁ' AR Q%H#aw berm¥Rd LARE -

t1rons cause cnroni c pal n,
arf’%hewrawee d@%‘i“é&@?%‘?ﬁf%ﬂ%s eomseeHiive ynatign f“iaB‘%LHﬂWQP@]“a and
P atret Bdrieriiag] forayarifid Guéwﬂw dRBassDiicad radyAFatkirBoiByisease,

tend..t

b B D 8Pl V0
betiplegie cwvenen dlseréersywptae@kmw@ %@@wae‘»( ipelvdingsiemiia)) |

SQ)ER)Xi}énkHI @Mﬁhﬂé@sﬂh@ﬁdlt@mﬁuf&tgg syridfoade, S@Hﬁ%yndi@rﬁ@ palsys (e.g.,

t t h
(HoD Pasy, CaRiDRy, SR et BS adRa el ool ey,
e riomkssiza bulbdr palse ampt @ise palsysheod ekicaticrigh ayretsone extreepyramidal
abQYBmBRL AR eraMiel & Rediddforhdied ﬁ'{ov&ﬁen@ 815‘6“1&5 Q6 dkbiAdle,

is being treated 1s selected from ressi
sinRYePEnindirsd PREHFESS): Bﬁ“m'F@t‘,’lﬁ?aﬂ'@ﬁ‘(‘ %QﬁP@gs’?e&F?‘epE%'f‘?L&ed
alugste diystohia edurdiepticeishicaethacutebathjsar teuwmlapti@ngsaiddardive

dy@&d%@?aaang %%'c%h%@edaﬂagtym ﬁ&h@w cﬁérﬁeél%ssendé%%%ﬁé

esent 1 nventio
r @dd@%‘st(%g + fRPeRgRGies o or JAdicHens tM@P‘%ﬂ' Aefoie C%ﬁa@ér der
OrbeRRIARIZEHINE, hibdAihe, 0B pHi@bIgbilol) @ad BéhaMSraBa&id&ﬂdrﬁ&péHaslm
3%21'8@802: 5 S.'ern@ Ing: Z%rgdeozcglg%élso% I/ gucﬂ § @5&%%& aﬂg §I§‘elrnfi3|cr>1 %#ir?og?thy.
psychoﬂnQnﬂbgwwaéﬁmb%hmﬁé@abgyﬁﬁﬁﬂm@ﬁ@mé@mﬁyﬂgaam
PSYdred Q'th%@efpg&rcal@léﬁeét@e é‘moxﬂ'ﬁ Bﬂ{ @np B@Qi & ﬂerula l,ora

condi tion ren

= et erb e SOk Eia AR e S G500 B 5

t @exhihiea alswneof wiisspreddesih, Whtbme pres¢érige Otba&rmtdebum 18 points upon
%'aﬁ iGN(sbd @g \/\Rﬂf@&'an% d‘.?f))eﬁl‘f?ﬂs ReuRehe ety g T Ebm algia
|sn1 pervasi ve devel opnent di sorder, atten 1'on

def|C|t hyperactivity di sorder. Another nDre specific

enbodi nent of the present invgption relates to the

above 1
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met hod wherein the disorder or condition that is being
treated is selected fromgeneralized anxiety

wale@eisksry pani c di sorder, obsessive-conpul si VRCT/IB2005/003549

di sorder, post-traumatic stress 30 disorder, and
phobi as, including social phobia, agoraphobia, and
speci fic phobias. Another nore specific enbodi nent of
t he. i I

Sleﬂ{sﬁéﬁﬁglly égéf%?é%? B%ﬂégdé@h gtﬁ} rr?ah{u{lqn ?\%qgr of 'gg‘th IAﬁ)oqiyma (pain
t Freratnegeyoys sEMERipRlEne Peragsperemncrezsed é?'?:fé'r"%\' T§ @@H'”féﬂh
akinm@&ioA)s dysklne3|as |nclud|ng fan1I|aI par oxysmal
gzﬁglr QE@'onaig\gla );P {El e(ntts tépmall IF? e>81lt|)|t glran e o(f:gr grgsrrygnp ogmé |nc(l)udt ing
palkerydistiyibande apdfadigue. Hithaighddss p@mregn themeai, rigfigpalasysleep
i §|%BI%H% Ca %let%)bf otﬁér%%ﬁﬁﬁh \»H%y Qéébbé&fwénaﬁﬁé/se iRdse PbaRAERes,

P Rorsyame ac R rafasiveie & Slengiog PraklaR et afects the sma
ano@wEs@memeMWaaawwméﬂammOMBmmrdﬂdsmamemeXawpbme As
645 BPL Gl Rchi oo BAOKE BROSHY REUEALERALR common i

nant ronme, neuro PtIC |n uced acute
dii*%fPrBYﬁ'%la P?G”W%@GBWGB%W OB o[98 FYBPOGS SRy tend to come and
Ngolr Tedptanbel padats ethen thatsgmpisat hiesbastant (flares), that may be followed
ngg Fé)r,o P \tlvh&n thg % dﬁg‘n teﬁ% gir)s\aé t (ﬂ%‘ﬁéﬂoﬂg)s '?'groml)h)lpia patients find
S H@bq’cﬂq éa@we@fhwotmal F?‘@vaé@éqﬂ'onl thrﬁtq@@)@g%gate
tthbﬁn@bmye met hod mhereln the di sorder or condltlon
;2 af/vei néore Egﬁer gﬁ elgg%ogrp?{m% 0 Prgse}g?‘lp\hen%%n r&zLa?eglttcr t)f)e above meﬂ?od
s Wberein thedisgrdgnet cprelitign theids bar@rewe@ Is shiggied fsam meiot gepigésion,

t Qiﬁ%k? ¥Rk B brbssion SEMAES: dBYrabEum chir IR RBuH Yepression,
pos

eratlve ain_an ronic painis
et B R E Brdlipo B D5 S s
and i Acbtbetesresspetiiceybodinentaf the prebnpisyantiogekies topha alvove
Ofafod E/ﬂérein ke q@%bﬁﬁ‘ %r{d\fﬁn thgﬁﬁ%g ¢ead 1stsgl@ctéé’

pai n t can treated npounds o or m,II a
1gchlzoalpre9|ﬁescblg%9§f@q@/e fisQreert dehsiogd Gllspﬁig; pubstance-induced psychotic
p droraEC Bridf p@hdtly dB6@ier tiadpddpssetoticsdisonddr d@cHoaad disorder due to a

' g&#&'rél %H?e% ich cgﬁa.t?oﬂfénd sbrﬁf'o?ﬁreﬁﬁqu QEBMBP eral damage, such

th osteoarthritis
and r hé\nwmrcmqﬂe wflmprqmuoélmenh%m prgsenkiayestief relgigs i, thesabeye

a&lefhau mmeram m@rd.samsm céHdttien thbtn@m@ reStBl BAbleftad fom &lAgH,al

d
R N T
such a#néibermore $egilic ambogdinnettiobthppriesent ipyeantigyaielates to the above

Ot RiRE WhdreiR ?der@iulsorfdetror %&ﬁjﬂ&k Pt |§515‘i?1@tt@5t96 B selB&EPHnNGheralized
naeco

D Sty ATk B Al et oBareh o P 5 ISRk Bpstiraai tiess
e ddandet andgdblsias, peludingassiaiphabie cgevaHobiacandepenifid phabiss.
damage p,sH&hRSs é}l'ld"l:inﬁx%ﬁﬁght%? fd pr\%énhmvéﬁ%ﬂ @%@%%l the{;%BYee

di sorders, for , _herve entrapnment rac
D meihgd wgg,relp §'|e(55,;§§rder of ﬁmna@ }ha’rds beﬁ\grtrieﬁtﬁ% |8 $plected from movement
Neigorapra ishiress, akineslas) oyskinedias, ncludiig/pmdial pafcﬁszsrﬁdl dy3Rinésias,

n g as‘ﬁcn;et%g'}%lg%e@%p&%&% ?{ %Ebtgﬁﬂh@ﬁ%/ pQEV %2‘ ﬁ Ipal%yél E:eﬁ'ebral

paalﬁy blrfba?ﬁ@brbrqcélala?ta@m W?éurmmmceerp@mlsy diregiessive bulbar palsy
N@RY SR&Jalsys) péﬂdrakmar@d;gwrs@ﬁd}&aé dh& é)&ra @%M afomn%nt @&ders

non- neur o n asso

R R L RO T N
p &arkinsenigrh, nagrolepiicrmaligeant syngvimeaieumiaptic-mduded atuie gysomia,
damage; |ower back pain; sciatica; phantomlinb pain,
headache, including mgraine and other vascul ar 25
headaches, acute or chronic tension headache, cluster
headache, tenperomandi bul ar ain and maxillary sinus
pain; pain resulting fron1an%€losing spondylitis and
gout; pain caused by increased bl adder contractions;
post operatlve paln scar pain and chronlc

T I T - - S L S I T
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osteoarthritis, arthralgia and nyal gia, sprains,
strains and trauma such as broken bones; 30 and post

W@ 00gi0s@li3 pain. Still other pain is caused by PCj/iB2p0i03549

infection of peripheral sensory nerves. It includes,
but is not limted to pain from peripheral nerve
traunme, herpes virus infection, diabetes nellitus,

fhﬁ{)&g&% @J B o a%ag%eét%g ne*alo;?gé@tsma% ?gram- SRR

vascu pain is
aF@é'G@tkﬁ?Oﬁ@dCWOﬁéﬁa{ﬁ@%ﬂage from chr on| c 35
al ¢ OhOIAh&h@r nﬂwméblﬂcr&ﬁlbﬁﬁlﬂ]@ﬁtloﬁth&ﬂﬁ%nvm‘wﬂﬁorﬂ rBlbe€ foitiabove

hypot h
Né’%%8%§5?{?l hsgisorger éfzorfai élon th%t stbemg trﬁ%[f:& |Is pam p:an {e?ersp to. acute
casweltespranispaie. Aayte pgin issusodlly akort-lived am(laﬁgﬁoelateﬂ Wi pal n

d hﬁﬂ?&c&nﬁﬁ osmé Ewpafrre@men%w @ﬁ%@ r\b@w@% Rrd [ﬁ)SfoB&Etlv\MBhlﬁ Bnd

an or
O Syt Gl a et S oP I B i her e BomeTna anets 2y
WBcR G500t ®gei e ROTANdBBOdbO03H#I Otitdripein it nqoeeptivé. pai n

are: | E&érﬁ;ﬂg@tﬁ %Xyp@é‘bppalrplﬁgt%gﬁﬁé Pé’a‘té(fl %ﬂﬁé ¢bmpounds of formula

tri qem nal  neur al cancer pain
néLfrRHAPHA! INyaaEn %@éhq'fé)@a%@%% accepiable Sﬁk!,sr pRtde@aigng
pf&hlﬂﬁgf}a@ﬁ sddt tiaQudranb gephe @it @iggisach &y @ute tedump) pzumsocuated

H||1 8&t8&ghﬁ%%&’ h%ef%al%%%?tﬁnlltg' rﬁuﬁc% ‘é&e|eta|%'afﬂ”&{8ﬁ‘a£ bdfp

i emﬂamw eftqs Ry sgipaidal n@entamm Fupfapgial @aig ﬁqum%‘
e wg%m@ rahm adnd bﬁiﬁ r&ﬁﬁﬁ@ﬁ&m b€ abémdr@bé\hﬁ@d; such Beheart

e rr Sapbash o Rebaae By SRpabactacFRbiR, tonellEin,
agwaamimai mainafed exsnipe, csaEmdTiope lahvounain entkngisrpssasiatedenitn

E"eﬁ(%lfn%{o%ls p%h'%s&%ted: vﬂfhlﬂeﬂ/%‘éﬂd ﬁ)opda?r%g S5ubiPE pain assomated with
unt | znel

n
i S R e n%rvmfﬁem%rangkwa@ PlegrbSns,
diamputdins peribiossa nefiropetidies) tic d@lduwuxtatxpmal faciglpain] rarve root

dggﬁgésé 9rgﬁrﬁ|ﬂ n@&rglﬁﬁa %@A Acwer BQJK p%?ﬁalqw r@lateq WEurbgatHid Phin,

di sea tradm |nson S
Hgmqehr@{a@ﬂql @u@p@l@%\g%n digibgtio rgeur@paai@gg@n and arachn0|d|t|s neuropathic

Cﬁﬁdlhd!'ﬁrﬁdudipatﬂﬁlpé)lh atddBR&BIyith 0fircinghi® otten ratdriet! pl & cancer pain;
e%érﬁ aﬂ%r\?o%s sg %b% &aﬁ'@@éﬁ%@}u &fdué PJespP\ E&%ﬂér btreﬁﬁ/ Sgph 'dgrﬂag%aﬂwer

@@c@m m@p@rpwtomr@ahﬁam H@a@éfﬁﬁ Hickieing MigRnRNc aiker wascular
MAE&adhdsf &fufértﬁ' chrﬁmafeﬁﬁﬁﬁh’éddﬁtﬁlb dm;wahsadabhd lfee@temh&bular
(e.qg.,.ra h ati.on treatrrentl% ne adm nj st er o a
< e PRSIRLTE pal G R 90 Beehl B Rl o ok b
c oagzes by inorased biadgeicanteactiqais noptepperativeckain; eeampag;and chrenic
ThHﬁn&Qoﬁ%ﬂﬂﬂ ﬂ.ﬁ@&@&é ;SH"n éé%&ét&?\ﬁltl’ﬁﬁb'mnWafiﬁar AV, Haudhtoit BRd

tical conpo
c GBIy R AP0 RRCEH T Bl v RyhETgyen bones:
adna poss surgital pain.of two or nore different conpositions

to the S%@{;ﬁﬁer%la{mhse(%qhs&t byl lﬂﬁry oﬁuﬁ@a Alof B pﬁ@rﬁ%@ﬁsoﬂ r{@r:v%s It

For ex m ni stere
d@‘@h‘@%ﬁ Ph’fa% ot &'B'FPGF‘? B@%fo“cPS'i‘P;BB@HEP“@f”%UH@ *pﬂf@aséfﬁ‘fs 'nfeCtlon
| lmeabs mBlliia$, fibromy4lyiaasadsdidie pleks avdision, relemading angrzasr]

FPS{)Llﬂttl Né"l%%g{hﬁ tam:tl)ls grlgo pa%ggdsoa) r%‘ﬁ;rc{amgggfmm ?hrgmcgn

c@l?phmﬁm fsiman lff@mlpmé%f@wncy Yilie irtectinn., Rupathyieisisgr gmég, or vitamin

t ﬁ@ir eS| l@e@ﬁ)ﬁmc pa%5neNo(e§ Moeis hot@hited fo@ain@YAEB bEnerde injury
ubj.ect_coul wi th a single dosage

08 35sf Oﬁ‘a(aﬁ’pl?olﬁ%Bﬂﬂg'a %t'c? ﬁ@gbffoé%ent i nvention and a
second Psimboggn@wpainds hgewitichedce@s without arhergartireaigin such as low back

CQz Li9dinWddthAnt MRR@ERI of the present
i%\e}@gﬂ%ﬁ%ﬁd%ﬁﬂe secr:]orqd t herapeutic agent.
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The conpounds of the present invention may further be
co-admnistered for the 30 treatnent of fibronyal gia

WOWwak/0nse3 or nore agents useful for treating OPET/DB2005/003549

nore indicia of fibronyalgia selected fromthe group
consi sting of: non-steroidal anti-inflammtory agents
(herei nafter NSAID s) such as piroxicam | oxoprofen,

di cl of %ﬂ,‘ ?gﬁ&r(ggéﬁg}e g%ﬂ%e@g;ﬁ%?e%a%gl} Pﬁﬁ ringe]mmal

flurbip nopr o en an
kewalalpa@ncer ﬁ@'ﬁ&%ﬁ’?ﬁ"ﬁ@“f%’é@f mt'ﬁwdqaﬁewndmﬁa%ﬁaieé@r%m%d

a§o§iﬂ9a‘r@éﬁa A BaI@s, lodusdlg'hd @rmh.a@rebmh ailslonétapital 3suragiazoue,

géﬁ%ﬁ ﬁrﬁtﬁ%usuc dé)ﬁw r?Enq?r;Xf ng ragégri]%‘l”czaoa lIC Mc)spg%h
(§3§1decmm<| b), BEXTRA(r) (val decoxi b) and etori coxib:

st eroi %@mé}%ﬁé s‘b@éif% en%mgm%ﬂﬂ@pregaﬁ%srﬁb&masrﬂlena?éafatt@ above
i ncl ud enz a rne

o shes 8 gRa % s B pstnol s  cte e,

ndempéitiapgndBentstinghd othércapmiile lor nanatiegereratidadioorddrs,sach as

2%%} gé%sa)sea%cﬁ Bzoo5d: ‘%Bgéa&%é&ﬁ Eg{f?gﬁﬁ ﬁugéa@@ S(Taé%? VIO
véemenigrJemeiant freHizheingr Eitypgmqryj gisorgiglp.d9as o] FygoUty uhction,

( EBALdeeniig, and dtbgridemienis, féMWAN(we)tc) HIM ddeasd, Beamitrauma,

al e 0
o;%%ﬁs&&s@%%%l—gu?t%%gexa dl?eog%g aCr?Tng'LEﬁel .ﬂk&b’ﬂlsease or
ZOLUOPT(itplesaiplogies-i ne HC ), ant| depr essants, tricyclic
ant i depghessadlisds of\metprés@myrh\fem@n cErh b@@f@&drﬁwstered to a subject.

IS BT S PRSP R ET ﬁ’a TSR Bl T more stfsrenh g
t eharaaeqitien| agenteres eatments (&g rpdiation reatnien) Ehaé@fe gdministered to a
t Qphi6RBRESbirRRSh iR Qfets%hﬁtp}iérhﬁé‘eutlé@ @om&ﬁﬁ@@b@p&&et he

FE MG Nl S S

I |t|g1ara>ds sihge phasreaomumdal ¢dngogiticasemprising/ten or moreghamabadenl

pmy&%gm%%ﬂ%téoﬁl gcbrr n%pee&ﬂ‘efr nt @+rhé’osﬁ*br$sctl) #R&dmb Qut}ﬂ!z%t at the

articu abapent |
( NEUR@\WWWrF ypes. @6%@%@ a guhiact @aﬁv%ﬁwmﬁie@ggxggﬁt fesage that
( loiRbrish} a chifpddad effthe prileent bEhBdn7d 8 AMBBAIIBMEs administered a

R RIS 12 WARRL L, oR 7B Bhmo cay hasboon o

RagRINESBY eCBN 'W@Iﬁoﬁ'@ﬁ%’ldwm)gkﬁ’ﬁ?% inyprgiop apg ﬁp@g@cogd {elapeiciagent.

aWItQmatlvwngn?el(Qrﬁﬁle Mb}ebfdéhl@bb ¥drinfstbred with a single dosage

n ggnmg%am%téh Tpo%f 09@1 Yeserrr‘ﬁ vantl)on gnl_g L sécohé lhgr)él%(ejutlg%gelnt g’t 8a.m.

Hhee beemzotadBinistanast with| ) compolnalteé e presentenveytioa @ the second
%,gg e@rticularly 15

(3S, 45):

- am nonet hy| 4-di e 0 a
O e RSP E o Rl o S Atndired for e
a trﬁétmeﬁta@f (iBromaydigimwitredrieydr siorecagehts 8@ i@ tleetng-oBe g erandicia

[

ot P S et T e e
a@pents (heeinafe @-,sgch FaReYieEm égxp@;ofen dlclofenac propionic acids
( %Scr’éé%) naBroRdNi, M@bibrofea} falidprdier kaoynbien asd Bupréids kbolac,

h nopan n o . .
( SERstpseacRinbebadh BART G 86 o AR nams cony pompaciy syindeo,

Emma@og,zmr@zolm9mmhemmmwcylmwassespmn COX-2
W08 Glieh as\) £2B8ABRY cel\ém%ﬂ- @@&9%A® w@fa%&@%% etoricoxib:
wW0242414, \W0232736 and l §3 ]I l d
pﬁ’}ff BQIHSoRSPTRINE NG FHEHT '§2%3Ys 'aC ‘é‘?‘(&? “§/8 PRAqEagine an
t hiearédide; hydrécoddneydeixtcdpreposypharcn ligroaiag,@gioids gnaphindy fentanyl,
;
C BB g el (B T iesBperh RS b ik
conditions referred to above in the descriptions of
t he nmet hods and pharnmaceuti g;;ll conpositions of the
present invention, the conpotnds of the present
i nvention can be used in conjunction with one or nore
ot her anti depr essants or antl anX| et y agent S.
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with the active conmpounds of the present invention
i ncl ude norepi nephrine reuptake 30 inhibitors,

W@ 2006056872 ser ot oni n reuptake inhibitors (SRl sSPCT/NIR0AS/003549

receptor antagoni sts, nonoam ne oxidase inhibitors
(MAO's), reversible inhibitors of nonoam ne oxi dase
(RI MAs), serotonin and noradrenaline reuptake

@éﬂ%&p‘r&ﬂ&iﬁ%é%@ G e{xﬁwgi(é% F¥®?'D%?o§étfﬁ9 (Cf!\ﬂ&/h%@

ant eceptor "ant agoni
aITBFH%IVQU AN bﬁﬁﬁ?“(”m (Ve(i‘@”g) CVNE@R@H‘F'I‘GNPIPF 21and
L ¥BdiGAbKDate (XYREM ®), Celexa™ (citalopram HBr), ZOLOFT® (sertraline HCI),

[ %j;lﬂ%b%r{assa% tric &’Qnﬂ&’%‘?&a%’t&, Rim(l;t&%!yﬁ)r{e?’FI%oXO irbee(BhbéAé‘%,

sic(plaraa\ﬁ! r@gw@tohgam bgrzodirersiefitchwing - diadepam, drofjagsredi 200!
%@E@aﬁnﬂlaﬁéeﬁlﬂ clc(rrlpramme lmlpramlne toplramate and nortrlptylme The

l(_l-ﬁé%f’rgﬁa}é thea‘?ﬁ\’(?‘%ﬁ‘ai"?v{v n '§ '%ﬂ%f&%@;*ﬂlrw%ereg wi al{,]qa o-delta

c Vigdndp eifanples acadphac2-dadte tiganfis for use with the present invention are those
a c%ﬁ%ug@s) éeﬁet%m &%pé@kﬁ%‘dns@lbé‘éﬁ% gb?Pa%npﬂl@ QR)tZZI $7Ey |p5ﬁlaﬁeﬁfy

| C acCl
L Grlsppentia NEHTORTING, FaoL 5 Py srosibe (NEUGAD. US Patent

( 8IS, 5B} 173; WOONEBS58, VRO HREBSIIOWAIN0B 1052,0N 09881074, WO9729101,

é@%@@%ﬁ%}%@@i@ [W??t gﬁ/ éS) gﬁ%ﬁ@gﬁwgthﬁgﬂ%ﬁ gg%ﬁ{e&%ﬁ]?igetlc acid,
aM{ QB Ecnaliseiarly %@. mmr@;ef%? hﬁwbmfhwémé gifloxrdazol-5-one
| BRd OI[1-OHSetrdzB1d-yiRlethyIBEycloRepYyjandtRgarhiné, YOI ca24Asteticularly
J&g?{ momél[ﬁ R c‘ﬁé bl %SclopéHt'y@ %ck:)eltlg at Srv(/bé‘{g}ﬂ?&”b\/?)‘?nzagm,
I CS an % § g ICS I NC de
anarttwulapwm ma)@kmmqamaﬂwlﬂeycleazément -3-yI}-ariefir aoid, k0641330,
t W(B@Bﬁ’f@m W@OO%@B@'pgﬂib@arly@g 5F§)Q¥£rhnﬂ§meth3ﬁ-@n%ﬂ'ﬂzll -Gotanoic acid,

| of epram ne, nortriptyline, Erotrlﬁeé%
ARG ABR3097]y pati ?H'aé%( SRR ARG P IS hRptaneig A¢id (38 5R)-
selamta ymeisﬁmonmicramdraew@Saﬂ%&-aminndasmrs'l octebbio deid,

f 'E#?%P%L{"ﬁ gmﬁdégg@)@f’(ggsgﬁggaﬂﬁbeéﬁobﬁ? Wc5d b3s8 RN?B%:%O%W

sert noam ne oxi ase In

| H@Q@@@B& SW@Q?WQ?( y\(p02bq9§ﬁ'é|V\éq)(p?é24‘laﬂnW00232736 and W00228881,
t @ﬁ@Wa@rﬁ@de@@éwﬁw@ptab‘Maﬂt@Q{oﬁsor@tée itk dok, €allionWhibh 4@ fir8o@brated
ng ( ng n ero%(cl dase include nocl obemi de. Suitable
serotodin ana nor adr enal i ne reupt ake i nhibitors of use

i n t he FeOhgireadreent of dapeassiorp AnXigtis| sgdieophteniazr ai af themtigr

d H|s@r)63r% gﬂ@conambﬂﬁbﬁeﬁe%:ﬁb?@l@&t@ "(‘ib&irrgtldng o ’[Héj RethbfOH8
oun esc nt er nat i ona
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anti psychoti c agents include™both conventional and
atypi cal antipsychotics. Conventional antipsychotics
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kinetics to these receptors and activity at other
receptors, particularly 5-HT2A, 5-HT2c and 30 5-HT2D

W@ 3vhodadr3 B et al, Soc. Neurosci. Abstr. 24: 21FGT1/1B2005/003549

1998). The class of atypical antipsychotics includes
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added to the white suspension and the precipitates
were renoved by filtration. The 30 residue was washed

wo epoces56873 h 10 nl of ether. The conbi ned fil t r B BIBMGE/003549

washi ngs were concentrated on a rotary evaporator.
The residue oil was chromatographed on silica gel
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and stirred at 100 C for 3.5 hours. [a] D24= +16.0
(CHCI 3, ¢=5.0), Ms (APCl): 410 (M+H, 80%, 310

WO 2@085687570 a sol ution of the Internediate 7 (PCB629(05/003549

2.00 mol) in 6 M of EtCAc was added 6 m of a 4 M
solution of HCl in dioxane at roomtenperature. The
reaction mxture 35 was stirred at roomtenperature
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Exanpl es 4-13 were synthesized in a manner simlar to
that described for Exanple 1. Exanple 14:

w@ R)ospsgshenyl - 3- (pyrrolidin-3-yl met hoxy) -1 H i POEER065/003549

hydrochloride. To a slurry of isatoic anhydride (50.0
g, 308.3 mol) in 514 mM EtOH was added
phenyl hydrazine (30.33 m, 308.3 mmmol) and the slurry
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Exqgﬁwllyd@zme (80.33 mi, 308.3 mmol) and the slurry was heated to reflux. Upon reflux,
1-¢1 3¢ fhe Gbtial wept toRbIETY ahd &he(rpnmmg wals Borfinydd@y)5 Hours. The

fe?cggrggqﬂqlf)% gvg{s‘%l% é{c}' q%g)l'tc? Fiqm 85 &ﬁr@?ﬁé ?r)ag’%%\?might. The solid
prthqm aregiitated way fdterieg off end Weshgd witlke BOHO alye @ 5% 9 (660HhyKeld) of a

prvﬁﬂ@%@b'a@%@ées#&ﬂ@ﬁﬁﬁ@é af H“é h%grakiﬁé 8 58 g5204 8 mmol) was slurried
di fl uorop %‘Iql dr azi ne

seip 675 R 10! ton 7 sV aist e 9 058 an b Rigte 2526
mat eri al s and heati ng the reaction at reflux for 3.5
hours. The hydrazide was isqgl.ated as a |ight sand
colored solid (15.6 g, 59%yi€ld): M5 (APCl):

(M+1) =264, (M 30 1)=262. Foll ow ng the same procedure,

t he hydrazide (15.6 g, 59.3 mmvol) was converted
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to the Internediate 33 (12.89 g, 88%yield) as a putty
colored solid: M5 (APClI): (M:l)=247, (M1)=245. To a

wa@eloasesms of | ntermedi ate 33 (0.300 g, 1.22 mpC)/IB2003103549

m DMF was added 0.600 g (1.80 mmol) of cesium
carbonate foll owed by the Internmediate 2 (0.370 g,
1.30 35 mmol). The m xture was heated to 80 C for 24

hgbg ?Q' mﬁ\%ﬂ |r¥ {b%rhd Qvg%hﬁl% Lcﬁieﬁoﬂg%tur A P%@kll%a%iada—&gand the slurry

reactil on was
ewes beagr(p reﬂvht@h2 B4r$: deanegoisd 10 AR teiPe RIS oyl a”wﬁ@ to stand
e&wrm@itsm&reeulm%maﬂ wapaierad tb givk26y of yerow sdiee Thanilitdie

OLRGm8f (o5 4 RO AN OGS A A8 o o
C hacosstatlivest feqoings:g smmwm mﬁfpnq@ﬁéa g§61°/9c9>f ight vellpw 89lid e
| $AbGa2 s \QRAPEH 0RGEER BT B3O(-003549

I nternmedi at e i‘ % é ?/%
H i nda#tgrmedige R {R1-pilh *Fei”éﬁ%‘”‘i Z°'<§’a¥' hyR-pyEqligjne-1-
t eﬁfbo)lybtt adid es-betyles@s waspedphmdiaibing e Me@;re B&s¥ibed above for

rfe é)?%% C#}@n gf]\@ %r)(rzeé%%é l@lﬂ&q@)enyjfg%g Z(SM) 2&%)1 19 mmol) CFnd R)h3
Hmethanewifwwm@wmaroll@n%r&@@'ia@whrga%dderﬁ H@fy'mSE% @diZP & ¥t
I TMnGHI Maiﬂd%c&@dmg%t!hMS& iCHeinNTP9aL 42 O hs BEREFRY Watrifl®bnd

i P aPe 8P Wt 6% hE 708 oS lmalR sy Rl g cov

V\I&&Hexdd hedting akod RC For 2D hodirs T heabsiditelul waa niskohaiogephied oa silica

m&W@ﬁeﬁﬁ(‘r%ﬁgﬁ%&Qto OA]: (§§7§| ?ﬁfﬁteﬁfg&% %ﬁ%? Qgh'elléar%ﬁ a
(Mﬁth{')«)s@% 2@ (MBP@s 28-40 were synt hesi zed in a
manner Ir’ﬁérmebﬁfe 2b Q0.2 154, 008 ainid)@ds BiesoNganp B enl BiDAc 2Ad 2.3 ml

4&/ﬁp g|,06arbep1\gﬁsy?c5de§ at( rB?rB é%rrp Irart]un%I /gxlffer stlrslnglovl_ll:mqt]\t the sPIvent
hy\@s evapostadd & he msidghwas igstrehiyithhya mheh BieAR ot fbefmoo@qna@ted
( ZnikWas Bepedttd Yoaem Al tNEGoaHSE BRI d ThéreBlifaht W@ solidlwas

eat e 253
msrﬁvrfteﬂwﬁﬁs% i 3AOREYNS MhetehdsRod iR i o ner
( Bn®@d®ddn a vaduumGvematlep °Gaseraigictedatmrtthé kit productase ligbigan
h f far 3 hours. The reaction m xture wa
c%gfvg% ((%.ggz[ig?n%‘»?g%er ature and 15 stirred overni ght. )
THeamplee3-28 wela synehmsizeth ineanawet nigr iprilal desprbeq fag-xample 14.
r eaﬁuinblerw r1q: sx&umordwﬁer@grﬁopmeamad WetyheRndz68c (- 25

| 56’8'}008';% @gm a %g&ggé q?'uloro ao%grcym 1)H I]na_az%l :P 8IF \ggsrﬂrgpared

V\mcmdwmmtr@e mcned'de abovyederdhenreparatgn ekiniereediaiémad uswa@ S5
d rd.frésiro%ﬁm HV&%% @rad gc %mmbw atoaghtdl@arﬂﬁdmeqnmg 9101 hhol) a

filt d d
T aclER e st haating e Yedtbitrat Rrkgeror b S purs . Tig G05gaS
C Gsutadant asat light spod chioredbsaid §15cB 4, 58%tye) WMBHABIIM (M+1)=264, (M-
( OHZ b OEQISRING %%%me}srb%eauréttwrﬁ/d%ae 18t D%\ﬂ@@ n%w&e @bHverted

m Xt ur e, Wwas ereo rinsed WI E %
sdP h&"ﬂ‘?fﬁ@ﬂ'aie&%ﬁ?o‘%ﬁ Q:Iés/"i"eédéésap%@@@/ﬁ”e&fm“d i b -
2-(mi )apsmenapees.aci d N - (4-chl oro- phenyl ) - hydr azi de

| nt |
o) T B R g1 i g
( 06998 (80 mwgﬂ;)pf Wmca&mafwé'%%@dhq Inteqmegligig? (3¢9 9, 1.30
M dmolf Ol Kfixturd Nad RedlodGo BDAC tdr 82 h&fs SHIARM BleWhd Bord

| di
g U P S R R U
att?&% egir (ﬁiéd éjﬁlﬁg Wit (2, 01 The %&Qﬂs%@e whshed Bhok: thhq’*p(t) §fbnidAce

hour s hen cooled to roomte rature
arWi"h@f'”? SieR 8T MOS0 CPrRGTF o FHES THEElES n@a@e produot was
f idutifsoent flasttehrdnasceehphiy (57108 EEYAC/HERaneb, 00| gadilied) t6 Bbiaid  Was
treated with Et20 and EtOAc, followed by 1 N NaCH A

| arge anobunt of solid remain g 30 that woul d not

di ssol ve. The mixture was podred into a separatory
funnel and allowed to
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separate. Al of the solid partitioned into the
organic | ayer, so the aqueous |ayer was drained

W@ desiogsas ed aqueous | ayer 1). The organi c | ayRPCT/We905/003549

then treated with additional 1 N NaCH The solid then
partitioned into the aqueous |ayer and this too was
drained (with solid -- designated agueous | ayer 2).

B
c %&%rg%@?tégg g@[ﬁ_g B! ldﬁl{tl)l’?%ﬁgr&)vﬁlrﬁd Sll%ytog(guy‘ﬁetr lng’ i carbox hc
| agiefertbutybestasipsR m"@\eow 348 9t §584 vieldla M (M- r4a( m'rrqr)n §%QJ|(M

weblp)wat er and dried. The solid was dried in a vacuum

f 9.
o 2 aBsSyn 8 S KA RSt S i Hlaone
4 ajcosdingdo tremrasedurelfor firrmediate Bayeth swrlnm@mretemper@turmfer 35

| a5 98 Ahdi TR @ wemupsme BolldQRK ki@ ated Rlth 86mI FRHSEIOAC: ether
material was allo to stand at roomtenperature fo

2 fllée&% W@ﬂ'@ﬁ tv«gqel \fnp"lefdml ggﬂg@t@m@q @'@é dhyggvacuum oven at 60 °C to
Peffdrt 3205 proflidbada whitegmwasishb zaauigitsate vidid): B1S (APE!):¢Mutps30.

bro t ; ) , 1. xt
oSBT R R BB SR g bl e o
f Ew@replemaﬂnﬂ‘l cilatecrhenydR-(pipenidin-4-ylaxy)-Hhindgzelg Rydipehderide. 4-
i @h@r W/Edr@ﬂﬁhy@?ocﬁl@n& (@M 65 g,11a178 enthastsOspahdediitEQFL(25

t di at t [,id
dfﬁa@d( sshtii £33 T2 B ribuafaaier £
( B0itasy lsalolcza@BYdmd@KD 91\8695 18 GAinred dvapiatdedcing tRIVEIXtUreQvas
n‘h)eated {orr@fﬁ‘&ﬁ)qB%\ﬁrQ ﬂ% r%gtl:\t’Bn Fn%@dr@was cooled to room temperature and

i mno di et hyl a erh
| Sirigasyor Okt Tah BaIHa a5 Lo T G FyPeTr e et et BS [
amds partitianedbdtiweenIDOAT (W26 @8). and 58% Isaturataal N=CI (3 x 30 ml). The

: %Fg%ﬁlg%gbta(glg 1\723 aﬁtyg é.'ymall:lrstn:r)b4 C?'f"gﬂlgllglor‘l \Whlgﬁ YoltMiot Gésufrgte over

W Sse, e mxture was heat ed
t & eximrctionsy g@anlrﬁﬁpver QriaRg Wnée%@dfq n urRag sply- (TBRPRterial
t h&s [rmﬁratﬁd willOEtORd, fiitb@ed has insetvash svitibed EYDAD TheftitrBvas

nce}t a}t&ﬂ% %ryyn\%g and ﬂgﬁ% &ﬁ{e 8M \Scﬂch\{o %Héthan-gr eThe%rH?rg was

onat ogra
|strretdwyermghh Ts%m@rawer M@x%@ssed wFteD@ané Bei satdeir'ed to provide
f r1 as@ta wm% \WES-BmBeHRhAWRCacRIN- (461 & Phdrgh-BpbirkAueqinfephbiate 40)

af fq%lfv%ﬁ?@é?cgsoﬂﬂewﬁ(ﬁpqlh MxHz2861": 98839~ pi peri di ne-
| - car bdxgrimiediatadp 1 .538g, t5-8F 0 mpiol) aas elI‘SPéfldweﬂ’ He HCH 2 m)2g00led
agy o€ M Pdafed %Iro@l/v%%%th M@oﬁ%@f lodttﬂTMﬂlr)e‘(é?ﬁma 11 ]75 mmol) in

el (3191 T8 P AS ST D AT PG i gs R {3 EAQH0
m(25 161), Adaterirol rgflua et 3dtoursy theh cooted o lgbnn tempe’rammand stirred for
L epRRh Ao QHe E&@e Whg(ﬁjfére% a‘ﬁ@ﬁns‘eg '\Mtﬁ RhAtBR |é 106%oliPwas

treated w concentr at ed agal n. 'S
piieated y'ttr\étso rrehERAe folipwer kg N NahE. ﬁé%gﬁ et %Ptdéemamed
S @t Gonasotidisbdg. athe thisslitelvakpaifded ihiolatseparatory firindissme andvida to

Et 5 Aﬁjrfteesol phite RS HID Wiayf s& il acdldu8laferin
Spegley AL e ol paRSE G et

1d(34ne§rtqie§rgaatpmwpys laye(r Bl pTéterowawc lygnwaghenttrepied willy additional

hyifin@eH. o1"h'e dRidasendartlibhed int6 QtelaqueoEK RO 28 tiPodRad\thifed
manner escrlbe

f .
DX oR0 7 SosRied st luBi o el fs pelpiE R e iy
wicbitcetirated Ht@lluatrhaplaroamdte@trteaMI Aqumm layepll frmeld aunitdrsolid that

t ‘éga'é ?ﬁ%fgﬁ ﬂ?éélﬁ gﬁt? | téamd @r?d Exagli wéls4dr|ed in @ vacyum oven at 50 °C
ARy o B A b8 A TIN KRB oiepdl eyt edats

( A1pds Pian olidSAGIDLS lagere, Elevhsyett famhatidqryé tldinpeof(ERwuldngnoking

sol%s [I[R?Hate %? afgwe% %V@oﬁt t@l%éer%%ﬁorf é) ayg'tzten stirred
uxi ng suspensi on
turned into a brown solutlon and gas evol ution mas
observed. At the end of the_17 hour period, the
reaction mxture was cool ed room t enperature and
the brown 30 solution was concentrated on a rotary
evaporator. The residue was chromatographed on
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silica gel with 65% Et OAc i n hexanes. The fractions
containing the product were collected and

w@onwcenisrat ed. The solid was triturated w t h ePE€EIB2005/003549

(100m ) for 15 mnutes and collected by filtration.
It was air-dried to give 2.68 g of 2-am no-benzoic
acid N - pyridin-2-yl-hydrazide (Internediate 9) as a

opct} ?usi)gung?all Iorpf?er magl; }érioégég IglMgéCete{]lQ g/a%tiner:l)’ gdd{&? tfe m5<_ulJre
nvagmade hgsi@ith § & Na@brang the se'@ Wasd! tfaréa and yasseq wn BRAsf The
S 86lid Wk [fidd ih b @adudmMPe@at 5b.8 bvéMmmrbe ddya tdaffthd 552 (369) of

S Dieias P A rPa el S onS AR BB RS R8h  Rlided
and t hénteringdiaie 41 (@98 muefl Rekaahoh wes conthinadgvith TryddMeh(1p enl),

SH@Q@@MWS Bmﬁ %&.d (@It@n ﬁhtylM@rlolzoéﬂétﬁ)%rthb 9R3. dﬂﬁ’JtWTlSerhydrm 3,2
S CO0O

[ Gheiasripios o3 5oy ToRR el S5 AR Bl B e e O
o] rmg\edme R@3779d, 34 mnial)imerg DMFt(D mérwas reddagislogttyl dyppwise, and
s H%I%J’&ﬁ Qs h%%@d ﬁlﬂstog oGeriBi. Tﬁé’ﬂ&ﬁ)?é ad ﬁ@reg i Bmb® A5 Yesin,

orator e soli restdue was di ssol ve In a
SKS)RDP Eesiprwas pagied WitadiohPYIF. Theditralggvagicpncerisien ig yagyo. The
Natd@Emamahl wias fromh8i@gabhedaivet 20ajtsttica G Oeluting wit &g
nk%g#élgex@%% ?F&é é%)%ém e flrag’(%% 5\/3@%851?}1&{ gndifcgﬂce?ﬂzat?%to afford

was col

aam%mg§4Q‘Vayb4~[1wé§hle5©mhaew)ew ingazele3-wpyhpipgridive-1Rrpxdingcid

Thet- &m‘@étmdteﬂﬁ@ﬁuﬂé 12) ok &)(:Gbﬂeswgra@s arg (e\@cgv er)Mpe@4 and
concenﬁrate

i ndazol™3™M8 at? ?ﬁ%e%ﬁ%gdoqg %Q‘M Wﬁgg% OIVGF & %8?(? ()2 mlth rFa"Sd

VBt AREIQ! in djpxene( (ve1 mi 16){}1),@mol) mdahw@djo\@trmhlqr room temperature.
(68 mAaBhRARASHEREV %Nﬁﬁ&éié/d with ERehE dhd\@ndenfr 2 8%ath. i This

C RO gt PR YRR pUp ABDS YR S e B PR b frered

ofindedtwéth B Qiaatl €ricdl inaivaguum oven at 50 °C to afford 155 mg (8 6%) of the title

h L C )
(Rl bAdt vaghl sl Bes BRI AR A AR B
[a‘iﬂ"1924— +18.8 (CHCI 3i c=4.9), M (APCI) 238 (100%,
194 ( 3%nples mt-23 Wedisgitithesizad (n(dFhardef dimiyitd tatittesbripéa fbr

MEAQARE ] ot ORI RhDREd HbRE i SRR df ethanol

pw\@@e&mced wingetrahydrafuggndVidF)- 15 for t he preparati on of
I @&%Bﬁdmam (-3»34§meﬂd.h@t\mhemd*ﬁi1qayihamamﬁ 1H3h@z6RMhAbse. A

1 i of Bty bt (34 87 Prsiplencibjesginofeant g 220
409no(l)M+Bb mmﬁ%H w9 I(E00%Y17 hdthe Afier r@lumg)fdmﬁtmlwass the
@ﬁ)@ﬁ&% ttxrrnerh!org t?rB\W?gdlLﬁfoﬁ aﬁ@gﬁ%@&ﬁtﬂ)‘n%sb@se%@ At the end of

gﬂ%ﬁﬂ% %ﬁ%arx%?@éﬁp%%@\l{g wasocroolteg {)n% tgnrwr%tre{tuorg ancI the brown
( Shletfon)was cbrcantrated on(&rofdryesapgaten yiihp +&idup iwae chirehate@agtedhon
e I L

*shea‘%e\ wgh ﬁw @gme@@% 9k ﬁ?ct.zﬁg B rgtmegdgoo%t ware

enzol ¢ _aci d

asellesisd @mﬁoe%eﬁst &hq 9afid wes tgturaieﬂ)w'él S5 ((§00Mp fop 4B mjputes
ofana\edueétecaﬁy flitREon. t BRREAiBdriet & ohas2.68glokedaraindbdhZoid/heid N'-

h o] , 0°
plpgli'agneg @g as) 39 @rﬁerI 51% di?yg w‘n@e soﬂ?}k I\{/Iél%%% 5583 +11 1 /é'
was f oﬁn@@oumnuqﬁ@tetrmedlafe@u { B%ﬁ) 6 Orrremel k2l lf'féOfv@é/éH I solution at
agbé Uvggacﬁkd aea&mnto?mnaﬁmee(ofg@@ 1391 mnemn%m‘ake%mmﬁe

dition of ene was Co
wRESCPERIp é’é%@?ﬂa i qcpliien pidp n%ﬂu%végtﬁéa'umuﬁt @@'W%Sﬁhen
1QQded andfthevsikiare. wad heflux&dibi Zihavess Take whitk si@gerfson tudtkd into a
e

O ER b pl5 ARBPRRSLL R b Ehcb e oo ofibotlre
to gi ve 17. 36 g of Internediate 21 (6 30 fluoro-1

H benzo[ d] [ 1, 3] oxazi ne- 2, 4- dg&ne) as a yel |l ow solid.

1H NVMR (400 MHz, DMBO-
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d6) 5 ppm 7.16 (dd, J=8.78, 3.90 Hz, 1 H) 7.62 (dd,
J=8.66, 3.29 Hz, 1 H) 7.66 (m 1 H 11.75 (s, 1 H. A

woroob0sas7df | nternedi ate 21 (8.42 g, 46.48 nmmoPQT/@BRA05/003549

2-fl uorophenyl hydrazine (6.00 g, 47.57 mmol) in 100
m of anhydrous THE was ref |uxed for 4 hours. The
reactlon 35 m xture turned gradually froma yel |l ow

? Eﬁﬁ%o%lor S&Qfloﬂ Qurﬁgoalﬁt%%n %%Ing{ goqor%gép}ébé - Th’g‘ti'n )Etllﬂ'g w%Q d

t @omcgatfﬁtqdaﬁﬁerp m\@p@rﬁ@r t e SO'WR%'W%S@Wd'éﬁW%W%f

OIEt@Ad @b EM)YTP@V@DWI)@EQErateENQHC@%d&Hi@n LLiias) a;ridti/\talf@t(aﬂml). The
X

it 1: 1. m xt f n ) f
1 et e Bre U ARE hAMBT RS gyl Ay wae cBlecrec
20610368 08s RET/WaB2BDE: 00851 8ith Tq taf &EQASn The gonplired organic
a'la[yeflrv@e%jdrfee O%I‘\%Sb @4d Qon@éntrlaﬁﬁ@cf@?éji 8% 8 of&d2pyridin-2-yl-1H-

20 e B o Sl B4l M5 (ARY 212 0l O
( APCI ) :Int&6vdiateta, ((S1-G084thandulfenybugpahg-ipparidife-1-carboxylic acid
ng%ﬂﬁ ?été\'? ﬁlaggreﬁgre@;ccgrdmégn ‘rﬁg pr'l';g%{u)re &é@crﬁ)g %ov@ffor%el M

on at ution sodi um
niPraFRIEEon of Inbemgdiag? upo {Rc-yeoymetnyhi-NsBoo-Ripefigipe Astatech) as
N@h@stﬂw@?he(t%l NiBbc \Wad- t%ﬁﬂiﬁ?ba%dylt hel¥k urg.g (BBSI,, c=4. I9) é\ns
S e reaction mxture was cool e
t SLEL@E%?? é%é?&pgﬁg/&nd then concentrated on a rotary
evapor anteymedigigt 12r(6R)-Scl 1 -Ra@in-2sdi1 btindaaol(3ioxngthyeipesidine 36
mc)arbo@i %‘d l@&@Qtyr@s}erm pTéﬂErred Q\é&fpdlﬁﬂ th tNﬁfr&e@@rg @8sdiBed above

c ot R g R of PR R b g R PR el Py the
Ets@ﬂ&g(nib%lamahd st‘Fhael at 00ThE fee d.5biogan [oqoz‘t:agzeBS(Gm,eca&B) MS
concentrated on a rotary

})ﬁél 9;%5& M+W$&?%)‘é‘ {‘}E&@as triturated with ether (40

m ) anoT he fiee Féf@qiqcﬁwﬁﬁa@e%q feogy '@fGrW'a\‘tQ 12 3ogerpipg to tpprocedure

S Qleblib¥@sbovyVRs the Brar@aioh siEkim@e 2. 1 m xture of ether in

hexanes (2x10 nm) and air-dried to give 5.66 g of

I nternmedi ate 23 (5-fluoro-1-(2-fluoro-phenyl)-

H-Exaohaledic: $S)d(t))5-tuoreri-(ofliorabhianyl)3dniperidin- 3NIBn€tAP0)j1H-

24|?da(zM‘é:|maléaQQ%o a &ﬂlﬁloﬁ aﬁé)/ﬁmlné@ fIh&B@JnE&é’héﬁ @5.24 g, 98.86 mmol)

fluor
R AT OBl 0 B8 oD PTSHR T et el pgratur was
acadded ®1.93 ywhydgees sautjon iweislugredfBme d2 a6 ool slaglytwith tvigerous
gﬁﬁ ) ? IIO\Q gfcrp'itgg %a@h)%&j dcugﬁg 1thg %dcm{ énP 35@&1&9}?9 \%s stlrred at

I nter usi n I nternedi ate I nt ernedl at e
230%8 femeragir%\m ?91@'”#@? aitgr feaddifiep ‘§tpf‘?~°r9§'&xe s cpppleteds dpe
4 prsipitste wh Eolletted By fitraidhl @iid wastedioapimieddvith 11 G0Nt dfevater. The

%f‘r‘of \U%sda d'aotr gd ?OLI} 3?91%%‘3% W9 |tt\ABs wa?ned%\gth%r@xrﬁl%fe of ,(Zther in

descr preparation o n“P
ExXgigiee (460 ml). The solid was agam alr -dried to give 17.36 g of Intermediate 21 (6-

( SliofoHhH= b'énid[&]p [forazihe2 fldibns ca@raey@ydvo sofd.( NN dooMHE, PMISO-

o PRt P80 T B (0 YU Hadbe g 7eeth 1 1

yl1d>0y5r(sat1rhm ] - mor phol i ne- 4-carboxylic acid tert-butyl
ester) AVARtu &ﬁ’rﬁ%rﬁ%dﬁﬁ%rghi‘@ 4%Q8%I éﬂﬁ@?l@&ﬁ%l’%nylhydragme

descri bed above for t reparati on
udP-A8 94 mae)) ind o wl %fﬁﬂhyﬁ@“f hEEMRR Eﬁf'3¥e€ foy 4 hgurst T reaction
Strﬁkmten@néwgr@muaw fond A lelBivisigpensiai intbGa oﬁn@@éom’iedwwt@n At the

of tﬂi %(%Kg%d%ca%b ﬁl)d"ll]%' \@!&fé’a‘g ﬁ rz%'%ﬁn% and the

Thenxwretwae cmc@dtmi@d YR rOFANCRYAPEROL. Ihresirue Wﬁ%’tﬂlitmtéd wigh a 1:1
AGHIHAL P EhérAn h&RNEY @mdm; Rr 151am Gt BRANALMY Rad SlebiBEDy
preparation of Exanple 2. 30 Exanples 47-49 were

synt hesi zed in a manner SI mlar to that described for
Exanpl e 45. Exanple 50 was synthesized in a manner

simlar to that described for31ExarrpI e 45,
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except CDI (1,1 -Carbonyl diimdazole) was used in
pl ace of phosgene. Exanple 51:

W® 20060086803 | - (2- f | uor o- phenyl ) - 3- (pi peri di n- 4- yPORIB2005/003549

H i ndazol e hydrochloride. Internmediate 23 (1.00 g,
4.10 mol ) was dissolved in 41 mM CH3CN and 35 10 m
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wWQa2008/0868H, 1 H). T

H, 1.4 (m 2 H),

1. H, 3.0 (d, J=13.2 Hz, 1
H, 3.1 (m 1H, 3
0

(m 2
(m 1 H, 3.5(s, 3 H, 3.7 (d,
0O C stirred sol ution of PCT/IB2005/003549
Internediate 54 (1.17 g, 4.56 mmol ) in dry THF (20 35
m) was added LiAIH4 (1.0 Min THF, 9.11 m, 9.11

mmol ) dropwi se and the reaction was aIIovved to warm
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in EtOAc (0.925 m) was added 0.902 ml of a 4.0 M HC
solution in dioxane. The reaction was allowed to stir

woe®eis@hns at room tenperature. Upon conpl eti oPCEEB2005/003549

i ndi cated by HPLC, the reaction was concentrated
under reduced pressure. EtOAc was added to the 35
solid and then concentrated down under reduced
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resulting m xture was cooled to about -12 C
N- Me- norpholine (3.7 g, 36.7 mmol) was added and the

woroobases7nas stirred for 5 mnutes before addi PQI/IB2005/003549

EDAC-HCI (1 -[3 35
(di met hyl am no) propyl ] - 3- et hyl car bodi i m de
hydrochloride) (3.4 g, 17.5 nmol). The mxture was
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-14 and -10 C for 1 hour, then allowed to slowy warm
to roomtenperature and stirred for 18 hours. The

worRoobsas7nas cooled to 0 C, then filtered throRghB2005/003549

CELI TE(r) 35 (di atomaceous earth). The filtrate was
diluted with Et OAc, treated with saturated NaHCO3 and
the layers separated. The organic |ayer was washed
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m nutes. The solid nelted at 175 C to an orange
colored liquid initially and then solidified to give

wa2@d/ospses a brown solid, Internediate 14 PCT/IB2005/003549

(1- phenyl - 1H pyrazol o[ 3,4 35 b]pyridin-3-ol). M
(APCI) : 212 (Mt1l, 100% . Internediate 15 (3-(1

- phenyl -
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1 2DoVd@r thfBpardtloh ofthtermediatd Susing ItehRstiA PEshddRORELISR 14 as
over a 40 mnute period, a solution of sodium nitrite
(35.5 g, 0.514 noles) in water (175 m). Gas evol ution
was noted. The foany suspension was stirred at 0 Cto
-5 Cfor 0.5 hour. Ethanol (%705 L) was added and the



10

15

20

25

30

35

solution was heated to reflux over a 45-m nute period.
The suspension was stirred at 35 reflux for 1.5 hours.

waEewansds7y - 250 m) was distilled of f at at nbspPer/1B2005/003549

pressure over the next 45 mnutes. The suspension was
cooled with stirring to -10 C for 0.5 hour and
flltered The SO|Id was rinsed four times with 30 nl

noI der phCt th
the ssfarp Q/%r&aus an tngeéjeéﬁﬁ Cdfr?yhg urs al Dor—aggﬁl’s(gﬁgll’ qE) 8),
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I nt er megiAbRitidh of Intermediate 15 0 72 g, 1.75 mmol) in 7 ml of EtOAc at room
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) was added and the m xture was stirred at 80-85
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1Gpe With an ice-water bath. Saturated agueous
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gﬂ_ﬂ' §oi tion was concentrated in vacuo to a
oi | began to soljdif Et h acetate (200
) vvasToa?oeﬂ%d SHAROTRE of Blethactaty 4 158 o QAT SRS 9] MGl G50
sty &te8i°Gib -2’Clab @tidel diopwiselbiver al4temmate iperiosas sdutioh ef sodium
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(A Mt1) =

1 3(“2“°f‘i 'ﬂ’(ﬂ‘%’ WS} I"?CUS a{ il Bé‘?f 7d1°HrSLﬁff9'ld89<§§ 2 98937 &% 0l e
hydrochloride (9.0 g, 0.026 noles) in tetrahydrofuran
(20 m) and water (100 m) was stirred at room
tenperature for 0.5 hour as sol ution fornmed. Sodi um
carbonate (15 g, O 142 nol es?’8 added portion-w se
over a 5-mnute period, foIIovved by ether (150 ml).
The m xture was
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35 shaken and the | ayers were separated. The aqueous
| ayer was extracted with ether (100 m ). The conbi ned

woe@anse73 ayers were dried over magnesi um sul f BEEIE2065/003549

concentrated in vacuo to a gum (8.0 g, 99%crude). To
this gumwas added, all at once, a solution of L-
tartaric acid (4.0 g, 0.0267 nol) in water (80 m).
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) vl s orepired eodse P ) AN .

vva(s 0 ghGez6vaalesi indetrahgdirbferan 420f revamd watere($oo ral) es giered of roem
%ﬁ;?a%iurg Wy O%fhoﬁp%zé% éoﬂﬂorhm EBGuNeNGE R 515, P12 molels) was
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(S) - 3- net hanesul f onyl oxy- net hyl - pi peri di ne-1

WO cawlonosyd i c acid tert-butyl ester |ntermnmed ap€r/IB2005/003549

(11.75 g, 40 mol) in 10 mM of DWMF was added in one
portion and the resulting mxture was stirred at
80-85 C for 18 hours. Saturated, aqueous NH4CI
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35 passed. Exanples 108-111 were synthesized in a
manner simlar to that described for Exanple 107,

We2@e/0568C52CO3 was used instead of K2C03 and HEIT/¥Wee805/003549

used for for deprotection and salt formation. 41 WO
2006/ 056873 PCT/ 1 B2005/ 003549 Ex. NAME Ms # MP (O
CHN NWR and [(YID 24 1 1-(2-Fluorophenyl)- 210-211 C

?éivé(%]llv@@ g%%ér%{r&%tf %85] griﬂc nd c”ed %veéglgSﬁ Thi solvent was

HIanRYec 1der Ut to give asbraw satif ’thamaWSWdPreegﬂ PIHge sticggel

NWxéréQ/chMdbetaMSDﬁde&pmﬁ) 13.906 16.8Y g 2B yield) ot dhtdreleldate
2%88) %[Sé%)omﬁgr (2§ruofébphgryl)Zlé-r%dazglz'}isﬁglgﬂxlﬁgl %Ei &%31 -carboxylic

Jadid tegPutyrest® ) aga Bery Hick yelom)oil. NS {APGIY: (M+11—44442|H ppd “ANMR

H)specﬁa é’ngeédJth e §ruethre. 3. 42 HZ 1 |-|) 7.37 (dt, J=8.48,

( m 2 l[bterm;gl%tEZ4?2§16 gl%i'jnmoi Wag dtsaol ji _ugHztB)g agEtH;té 11 qg‘)m?) and the

9 s@@io( svas 2odtd iR aff B wéiey bath.(4M HUEH ARG e (MiKlmB 28s added in one

EH‘%%QI@% KRS wé’s%ﬁoﬂe@)oto qva(angﬁ fbh’%rh fén%eraﬁf?é’ 'l\‘f’tef pﬁour the
Cl18H18FN302. C4HA0A4.

ﬂﬁnhwwmfmunﬂewacquma%r*é AN E&“axbefetate was
l\/laEtded EMBAsEXe tBe @ilemd Serbded Liser Jarlidm 20give3a BAmbrizyelloviolid.

3, D%Py %l{]eé‘]@qb n%) é?ss%%e%l%é'%@ ?_‘Za%d ?ﬁgpengla%év sggurhr_%d ff'11 Bglzyurs
3 afygorpemppratyre. The 1e§ultncgﬁ;ohq weg filtenedq waghgel H'VICGJ\AHH:I P et diethyl
113thér7and4in&5m HasacimHven at S8PC(161 24%olifs to @vde {5139 dL(8i7) of?S)Z‘ﬁ
f_&gdro/‘? é%ﬂ ro- ptlen%)S (p}pe?éln(? dylm%thtg(sy;/bé-lnhgazo?Wroc@grgf(ama pale
2 yblilpw spligh M§4AP¢Q (¥+Hedpdeeld a(lqi/eaNMFtsmct@ agreed with the structure.
( S) ( +§)15 -KIdord-1- (WO&PEHG% M dosdBin- |r1‘—1ét n%axiag 3-

15 1T 433 §5§§&P@d9531rw§f mgfﬁ ARSRD g U

i md&mloédeseawaeﬂwq ral) Pas-adeled 6T hdegpuiieg mxMeOvhs \dgdsutly
ﬂTre(dzwlj\:J;H’r%ruQ&nﬁ@ydhéi fo ch@@{%’ %Q\pl%l}ﬁl%ﬁ1 hour the two Iayers were

BrREATe dramis Ry e o0 Mbsii 50 ol Stih e S
1]:or317med-_qrge5uoCH3(1racﬁ§ wer8 wadhed with brine and dried over MgSO,. The solvent

was removed under vacuum to give 11.9 g (94%) of the free base (S)-5-fluoro-1-(2-fluoro-
phenyl)-3-(piperidin-3-ylmethoxy)-1H-indazole as a very thick yellow oil. 'H and '*F NMR
spectra agreed with the structure.

The free base (20.9 g, 61 mmol) was dissolved in methanol (200 ml). L-tartaric
acid (2.1 g, 61 mmol) was added in one portion and the mixture was stirred at room
temperature for 10 minutes to give a clear solution. The solvent was removed under
vacuum to give a pale yellow solid, which was slurried in diethyl ether (500 ml) for 2
hours. The solid was filtered, washed with diethyl ether (50 ml) and dried in vacuum oven
at 50 °C and 17 torr for 2 hours and then at room temperature for 48 hours to give 27.8 g
(93%) of the L-tartrate salt (S)-5-fluoro-1-(2-fluorophenyl)-3-(piperidin-3-ylmethoxy)-1H-
indazole L-tartrate as a white solid. 'H and "®F NMR spectra agreed with the structure.
HPLC: chemical purity: 98.7% a/a; chiral: 100% ee. Combustion (CHN) analysis:
passed.

Examples 108-111 were synthesized in a manner similar to that described for
Example 107, except Cs,CO; was used instead of K;CO;and HCI was used for for
deprotection and salt formation.
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chloride 5 (

R -(-)-1-(2- MS(APCI) Mr1=328

Fl uor ophenyl )-3- 103-104 C (norpholin-2- Found for
WEIBb8@BNB02. HCl . 0. 15H20: C, 59.00; H, 5.32; NPCT/IB2005/003549

yl met hoxy)-1 H 11.12; F, 5.42; d,
hydrochl oride [a] D -4 degrees (MeOH, c¢=5.0)

9.55 indazol e 24=
6

(S) ( ) 1 (2 MS(APCI ) M+1=326 FI uorophenyl) - 3-

1\ .I.Jl I Iﬂr‘l 1 dﬂ LIL} 3 Ff\llnf‘l for r\1
9142@: I—MM% HIO C, 62.45; H, 531,0 11. 22;
ylme hoxy) 1H F|{519; d, 9.69 h d | ori de
[ @] D2d= -15.7 degrees (NeCH c=5.1) N&%gg@ (-)-1-(2-
MB(APCl ) Mr1=312 |Fl uorophenyl)-3- 10@; %01 C
( PYT T OF-io0H 05y eﬁﬂwho for L¢6H15FN3U 110c45H20T T
60. 783( erflin/Dyloxd) sfdmﬁdﬁ 81:N§b Hblo%hizdfo %1 éé3,H 5.59; N,
a, 9 96ﬂmydanmhlor0|de [a] 4 71 pde 3g§
c¥5.0) hg@roNDrRB06
(5)- 1 (2, 4-Di f1 uor|o 4:9%%{@9@@[( mﬁ%@@?@? 12’? X 6029286(6?22 ,
Found| f or C18H17F2 '
Ny (pyrrolidi n-S-ﬁ% m, H)’ SDH iagg% @4'_'21'3,2‘]71894(;
y|methoxy) -1 H 1 oK 2H) 7.62
(m 1H, 2.1 (m 5 HRga. @09 'ﬂ)H)
(gt P=1(siy +1 2 T 3.2 M’QAPC!)‘NA+1~%29 1
hydr of Hi@rd , J=11. &s2gdze 1 H), 4.4
(m 2 l-D(morz)halm(z Foinckotz +ﬂ18ﬂ:-&3027o43140;{1 CAotM; H74.84; N, 9.44; F,
( 1| Hlmeffio)4H [L H), 7. 178(td, J=8.9445.9 Hz, 1 H)
7.8 (f,indaz@e malete |1 t
(112, 4111 uorg WS, &%}ﬁ%ﬂ%@@ﬁ%@pm st T oy
Found| f or C_18_H17F2hl$ *rlQh Qa%&zH?FB 7J51%57"b0§H§4 H), 4.15
N|  (pyrrolidin-3-jdh 16445 dd8, B4 7611 49 75 Hz, 2 H), 5.99 (m, 2 H),
ylfmret hoxy) -1 H 1 [F2NWR {K00.28ki), J-BIE8CS. ERSBiszppmsaln& H), 7.49
(m 1{H, 2.1 (m (tnI—Cl)H) 76hda,zldﬂ)e723@l E805HZH) H),B.82 (s, 2H)
(dd, P=1 1.7, 7.1 Hz, ,_[Blo?= {219 delgrdde (MBOB, ¢=@5) 1
h?tqd80"hl(6)r(i+)3le(, , 3.4 (dd, J 1 1 MS(ARGIDMiH=346 H) 4.4
( 2 g)fluor;ap@n(/ 1 H), 3 (m 2 HSJ0-®BI5C(m 1
716 (M omﬁohn fp@d fgr—%ggl17@NBO[2|£)4H4OH)C 57@9 8, {é{z N, 8.99; F,
Ji8. 1 r&'d ‘:l; 1 (bs, 2 H) 10 1-(2842Difl uoro-
MB( APCITHaRA I %6“3 1| pheny! ) - 3oL} ptbiiegress (MeOhidc45d
Cl8H1[/+=@N3@ordphanyidl ; C, 58. 32; HMSIARSE) MNi=324. 22; F,
41yl okyB-(hipetidim@tazpl e 9. 61; C, 11.3N- ﬁydCochIorlde 1
H| NVR (wmethqu THDMEOFDBY 167 Gohp@ENaQHE!LR4HA0: C26B8T; i 6.26; N,
HY, 3.3 (m 2 H,1187IF,6og; A, ¢H1 7.2 (m
1|H), 7*@'g1f€ﬁ'?'°fﬁ’e . 7.5(m 1H, 7.6 (m 1H, 7.7
(tds J=8(@,(-)a-@ Fz[ 1 H), 7.8 [dMSAPCI) M+1=328
Fluorophenyl)-3- 103-104 °C
(morpholin-2- Found for C4gH1gFN302.HCI.0.15H20: C, 59.00; H, 5.32; N,
yimethoxy)-1H- 11.12; F, 5.42; Cl, 9.55
hy:jr:giﬁﬁ)l?i o [o]p?*= -4 degrees (MeOH, ¢=5.0)
6 (S)-()-1-(2- MS(APCI) M+1=326
Fluoropheny})-3- 196-197 °C
(piperidin-3-  [Found for C1gH20FN30.HCI.0.2H50: C, 62.45; H, 5.96; N, 11.22;
ylmethoxy)-1H- F, 5.19; Cl, 9.69
hy:jr;gzlﬁ%ﬁ do [o]**= -15.7 degrees (MeOH, ¢=5.1)
7 (S)-(-)-1-(2- MS(APCI) M+1=312
Fluorophenyl)-3- 100-101 °C
(pyrrolidin-3- Found for C1gH4gFN30.HCI.0.45H,0: C, 60.78; H, 5.70; N,
ylmetgoxy|)-1 H- 11.97; F, 5.43; Cl, 9.96
hycl:ir;oile‘ljo;de [oJo>* = -1 degree (MeOH, ¢=5.0)
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, 3.4 (dd, J=1 196BCL1M87 1 H), 5
THHIMR (408 MHz, DISD-%5) BippmP.1 (), 2 HY, 28 (m, 2
3A8mS2 Hy,,3.2(nHiR H), B.18(n(, ddH), 7215 .1H), 783 @n, 2
, 125 H),.1 A)37.5¢n 20067 0 ©%63/78.9, 6.1 Hz, 1 H), 7.8 (d,
15 () - 1- Phel90H2. 1 N5 AREY. R H-1=294
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),

blipe
| 8H1
dro
Di pe
H2 1

hdaz
1=3

[ | (&)-N-(SFpbrox Yy
ON3ZOety(i3- C,

| yjmﬁthgpsy M5

D Snich ¢

D8  (pi peridi

chi @yrralidng6 (|)

) - 183-184 C IM$APGNMzo+Z2Round f or

BHNG for ChigH@F18;0 N5 QL0681 HaQ; C, 08371, 5.59;
-1 - Phenyl - B; 11\M3( AFXCGIQ; CVit0.7308
Zlﬁ\u@m(ldmmlihom)solodgs eunglinf 81H),GH (m, 1 H),
6. 28 (mH HP343n, NH), 3 vﬁg 1 HGB.3 6:01 |4p34(dd
rd=des, slVHg,)1-H); Plnean 372&15(:;«%&)1 H), 7.3 (dd,
n=8.5, 21 8z2119), T4 (m, 1 H), 7.5 (m, 3 H), 7.6 (t, J=7.8 Hz, 1
H), 7.8 (d, J=7.8 Hz, 1 H), 9.2 (bs, 2 H).

Fluorophenyl)-3-
(pyrrolidin-2-yloxy)-
1H-indazole maleate

12 ©)-()1-- MS(APCI) M+1=298
Fluorophenyl)-3- 130-131°C
(pyrrolidin-2-yloxy)- | Found for C17H4gFN30.1.05HCI.0.3H20: C, 59.98; H, 5.27; N,
1H-indazole 12.26; F, 5.53; Cl, 10.76
hydrochloride [e]o**= -10.5 degrees (MeOH, c=6.1)
13| (Rr-®-1-@ MS(APCI) M+1=298

116-117 °C
Found for C17H1gFN30.C4H404: C, 60.97; H, 4.81; N, 10.13; F,
4.67
[o]o®*= +10.1 degrees (MeOH, ¢=7.3)

14

(R)-1-Phenyl-3-
(pyrrolidin-3-
ylmethoxy)-1H-
indazole
hydrochloride

MS(APCI) M+1=294.1
Found for C1gH1gN30.1.0 HCI.0.23 Ho0; C, 64.35; H, 6.17; N,
12.21; Cl, 10.52

TH NMR (400 MHz, DMSO-DS6) 8 ppm 1.9 (m, 1 H), 2.2 (m, 1 H),
2.9 (m, 1 H), 3.1 (m, 1H), 3.2 (m, 1 H), 3.3 (m, 1 H), 3.4 (dd,
U=11.7, 8.1 Hz, 1 H), 4.5 (m, 2 H), 7.2 (m, 1 H), 7.3 (t, J=7.9 Hz, 1
H), 7.5 (m, 3 H), 7.7 (d, J=8.8 Hz, 2 H), 7.8 (dd, J=15.7, 8.9 Hz, 2
H), 9.2 (bs, 2 H).
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dazole hydrochloride 24
o- 217 218 C pM@H}HC)')L'%H#?%nd for Cl1
10, 95;

6RE
50@8 Wl%ﬁ'ﬁ‘rﬂ%%?)“cl %65221% i 6efi27 11 18-58; CI, 10.90
es (MeOH, c=7.2) hydrochloride

21

(S)-(+)-3-(Morpholin-
2-ylmethoxy)-1-

phenyl-1H-indazole
hydrochloride

MS(APCI) M+1=310
165-166 °C
Found for C1gH1gNg02.HCI: C, 62.22; H, 5.79; N, 12.00; CI,
10.54
= +3.3 degrees (MeOH, ¢=10.2)

22

(8)-1-Phenyl-3-
(pyrrolidin-3-
yimethoxy)-1H-
indazole
hydrochloride

[a]p*
MS(APCI) M+1=294.1
Found for C1gH4gN30.1.05 HCI.0.39 Ho0; C, 63.79; H, 5.96; N,

12.12; Cl, 11.16

TH NMR (400 MHz, DMSO-D6) & ppm 1.9 (m, 1 H), 2.2 (m, 1 H),
2.9 (m, 1 H), 3.1 (m, 1 H), 3.2 (m, 1 H) 3.3 (m, 1 H), 3.4 (dd,
J=11.6, 7.9 Hz, 1 H), 4.5 (m, 2 H), 7.2 (m, 1 H), 7.3 (t, J=7.4 Hz, 1
H), 7.5 (m, 3 H), 7.7 (d, J=7.6 Hz, 2 H), 7.8 (dd, J=14.9, 8.3 Hz, 2
H), 9.3 (bs, 2 H).

23

(S)-1-(3,4-Difluoro-
phenyl)-3-
(morpholin-2-
ylmethoxy)-1H-
indazole
hydrochloride

177-179 °C
Found for C4gH{7FoN302.1.05 HCI. 0.15 HoO; C, 55.67; H,

4.43; N, 10.67; Cl, 9.38; F, 10.00

24

(8)-1-(2,6-Difluoro-
phenyl)-3-
(morpholin-2-
ylmethoxy)-1H-
indazole
hydrochloride

217-218 °C
Found for C1gH4gF2oN301.1.0 HCI; C, 56.45; H, 4.55; N, 10.95;
Cl, 9.26
[o]p® = +2.2 degrees (MeOH, ¢=7.2)
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R e
- ! H@Ié&te
phenyl) Z 3- (pi peri di n- Found b gﬁ Eﬂ”?‘f:%W?H C"JZHCI
d 264.9)8-(215;Ditor®;| N, 11.35; F, 4-1gbaxgic1l H- i ndazol e
10. 24:ph@ly)-591u6-yf oot | gties FsNgOMNRHU @GS, KB Q; H, 4.14; N, 8.67;
0D6m06pf]9|@h?2 1 (m 2H, 2.3 (mF,2189, 3.1 (m 2
3. 3Imeioxy-1 5.1 (m ][oc]lsb“-r +42 dedrées (Me@H: +H8.8) 1
1 'ﬂdazgﬁwmaﬁ 7.5 (m 3 7.8 (d 18 1 Hz
i B
1 Fa@g%x@zs%ﬁm oS Wzﬁ RasF,
18H1 : C, 57.44; H, 4084iCiN-93 08;
yl metlh TrgNEIB (NmiZDDMS@aﬂ)@a&F@mW o2 HH2.B(M, 2 H),
d grees (l\/b(}l c—535§m 279, 113gn325ﬂtﬁél(mo‘r'd)~7% J—‘iﬂélf)z 1H) 7.4
+1=362. 1 phenyl )mB?(FWﬁeW %781(%%7(16@%@3

'/S G ppm 2 m \I UX\I\ 1
L B )rg)é zf%dc, iy 6 '8. 6, M§ “1 5348, 73.3 (m
2l H),

A3 (|m ﬁ’%:ﬁe oﬁn%ft&m@?iﬁlz 2%'0 4 oé %dg'i H]46'Z')N 9.08;
J:8.5, o1 7 8.5

, ) az}"e ! té_t 2 I—I\H) 30 . 2—%@439& 99?7"(‘%%&8-55%
I\/S@%F r| i phenyl) T 1 MSUARRD MAt5oR e,

DVEO- ik NMR4 MHng_MSQTpe)ﬁ 2.1 (m, 2 H), 2.3 (m, 2 H),
(pyrr 1y %;g"r eé°% pir J— H=18 (n, 2 10210, J=7
e e e AT
(bd, =1 1.6, 7. 9 ) ( T
‘;:ZZ.HZ 1|ndazc n44(m 2H) 76(m 3H)

% L(R N ) 17. 1L Ub MS{AF@' +ll9§sb K‘Jblll Orl'1 UE
31?)1 gﬁr?uqq\l & m1)21(m1H
ppenyl ) rﬁlﬁllrpfi-“ Py ( ézlng o)

Ha . 0. 24%1 1 1 X gY(t 2Hz1
1p. 78 F mﬁ&z&'@ 0 H),94 QH %Q}nes el\%Fil VHY 9.1 (bs, 2 H).
Dm%hyﬁocppndel 4 (m

hie (h)l ori5d§m%).£ ep1)§“&l’f2%° i

H 313 @-1§5Dikic sz

a4l 3 (8 n&gii;ﬁeél in F%nptorcl_%F'l_bngl%l N ? % )_8755]7& '5.36; N,
IET. & P2 inchabth 7-[4 (M 718

s . HNMR (400 MHz, DMS D6)8ppm14 m, 1H) 1.7 (m, 1 H),

JF8- I hydrochloride | g 0 . 1 H), 2.8 (m, 2 H), 3.2 (dh J=11.5 Hz, 1 H),
3.4 (d, J=11.5Hz, 1 H), 4.3 (dd, J=10.4, 7.2 Hz, 1 H), 4.4 (m, 1
H), 7.2 (t, J=7.4 Hz, 1 H), 7.4 (m, 2 H), 7.6 (m, 3 H), 7.8 (d, J=8.1
‘ Hz, 1 H), 9.0 (m, 1 H), 9.1 (m, 1 H).
32 | (S)-1-(2,5-Difluoro- MS(APCI) M+1=330.1
phenyl)-3- Found for C1gH47F2N30.1.0 HC1.0.40 HoO; C, 58.30; H, 4.96; N,
(pyrrolidin-3- 11.12; F, 9.79; Cl, 9.81
Yimethoxy) 18- | 11 NMR (400 MHz, DMSO-D8) 5 ppm 1.8 (m, 1 H), 2.1 (m, 1 H),
. 2.9 (m, 1H), 3.1 (m, 1 H), 3.2 (m, 1 H), 3.3 (m, 1 H), 3.4 (m, 1 H),
hydrochloride 'y (v 2 HY, 7.2 (t, J=7.4 Hz, 1 H), 7.4 (m, 2 H), 7.6 (m, 3 H), 7.8
(d, J=8.1 Hz, 1 H), 9.3 (bs, 2 H).
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Hz,
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(m 1 H)

9.0 (m
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H 1
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1 H, 991 (m 1 H. 32
MS(APCI) Mr1=330.1 phenyl)- 3-
40 H20; C, 58PGDIBMNS/003549
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ilI-H)\IMHS(AQ@M(-Id DNISE-DEY& bihm 2.04
3. (dd,4=382,( 5H 213,
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L ~PINT
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.36 (t,
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J72(]—IZ

FT@.a-Biflpws:
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hlorﬁ
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?1 dir
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2 hydr oc H\ﬂ%(t‘\P@lé M3$=330.2

ARE HOOMEZzIBASQ-D6) § ppm 1.78 (m, 1H), 2.08 (m, 1H),

|r2811ml—|1|'&ll\#?1 @oaHMABA (IMVED- (g 20 36 (t,
3| ¢r§-30Hg)2H), @,(n@,)ayg 7@0;@, ﬁaa7z @, J=8.06Hz,

4 (m 2H), 5.04 {th .17 (m

@b Ehiiv Dmu%
PBeny(-8)(piper,
y{gnethpx

O%V%Hii‘lf’}g(’ﬁq

, | Phefyd)-%-Mord-38}

0XYP) 5-Bifltibro-) =

Niphedniriié-glokyle| 3

14, PH-phervid ) -
D6 hy@oghatide . 4

- y40m=¢Rl)rdr>®
¥ 12 b,

H),
J

-Diflupto-
gwegyl)(- qu039-§2

(pyrepli
h¥)'251?t§%'0 e&'f' i d
il h§dr Iori%{e H)

~

41

1-(4-Chloro-phenyl)-
3-(piperidin-4-yloxy)-
1H-indazole
hydrochloride

@Qm A 2.40NES0OHDE)8 (B, BPMBE. ¢81=(|2F7HZ 1H),
;35:7
Qﬁlﬂéa doW%ZgBM%olD
HAMAL (450 MHzj DYIS@ 625 Bord 1.6, 1 H), 2.1 (td,
MS(APC) M+1=328.1
Hz, 1 H), 7.6 (m, 2 H), 7.8 (m, 4 H), 8.9 (s, 2 H)

42

1-(4-Fluoro-phenyl)-

3-(piperidin-4-yloxy)-
1H-indazole

hydrochloride

ochl oride J=8. 42Hz, 2I—h 7 44 (m 1
7.73 (d, J=8.NS®AZC!)M+H3448 01 (bs,
MMRWMHMMABGDQ) swim:;laﬁl 2 H), 1.7 (m, 1 H),
ﬁx&&ﬁ&ﬁwﬂm H). 83 ( H)17 t, J=3.41, 1 H),
D )4 (M7 2 ty, 7(6f, 8 )., 7-87(cdg k7 Btz 1 ) 8.9 (bs, 2 H).
. 3UHZ,” ZH),  MFAPCIIMI=34B.2 7. 60 (m
5ppr% 23@& bsy 2 .3 (m, 2 H),
&kPUDM M 7.4 (m, 3
3 (p| perl di nH), 6t
(m 1 H,. 1. 7 (m 1
1.9 (m 2 H), I\QS(AP@H]MH 34;32 2.8 (m
273 Hzn HR 219)(t, 3—123 131 Hz=17H) 3fiAdd, J=11.6,
1241 Hin3.20m 44idd, p= .1,104,6.7
.9 BeHy %n 3H) m 3H és(s 1H).
TH NMR (400 MHz, DMSO-D6) & ppm 2.1 (m, 2 H), 2.3 (m, 2 H),
3.1 (ddd, J=12.6, 8.5, 3.8 Hz, 2 H), 3.3 (m, 2 H), 5.2 (ddd, J=7.5,
4.0, 3.8 Hz, 1 H), 7.2 (t, J=7.4 Hz, 1 H), 7.5 (ddd, J=8.5, 7.1, 1.2
MS(APCI) M+1=312.2
TH NMR (400 MHz, DMS0-D6) & ppm 2.0 (m, 2 H), 2.3 (m, 2 H),
3.1 (ddd, J=12.7, 8.6, 3.5 Hz, 2 H), 3.3 (m, 2 H), 5.1 (dt, J=7.6, 3.9

Hz, 1 H), 7.2 (t, J=7.2 Hz, 1 H), 7.4 (m, 2 H), 7.5 (ddd, J=8.4, 7.1,
1.1 Hz, 1 H), 7.7 (m, 4 H), 8.8 (s, 2 H)
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39 1-(2,5-Difluoro-

MS(APCI ) M+1=348. 2

phenyl)-5-fluoro-3- 1 H NVR (400 MHz, DMSO- D6) 8 ppm

wWQ26(0m872 H) ,
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7.4 (m 3 1 Hindazole
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3.3 (m

ydrochlorlde

(m 2 H, (p| peri di n- 4- y| orRg¥1/1B28031003549
J=7.4, 3.7 Hz, 1 H),
(m 3 H) 9.1 (s, 1

Di fl uoro- MS(APC)
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et 1
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Tﬁap
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H),
7 (s,

;g; W

ZZ(m1
85 2.1 H),

_ ‘(S)hyr&‘%

28yddin-2-y ﬂ-l|pe
az@lepﬁélbéie
azole 3.1 (dd

I '-|- \Ill o I_I I Q
MSAFP M+1 ngS(APCI)

ilde 41 1- (4- ChI or
“F%ﬁbfﬁrd Id }5&|40134 éé‘@@ HYbBs; N, 13.12
M%O c-6§)

(m
d, J= 12 6r°°]D8 5 {3711 ?‘?3%
J=7.5, hydrmstARmme_m 3.8 Hz,

POUT WARPPNTOZR T~ 0WagZ
, . .

i [pBFRZpEPAES)E o
7,

(SHI-)-5-Fludrd- T+

Tu@otenyly&7.
iz, (Qipédidin-F. 6
Aty bihhe

.0 (m 2 H),
8.6, 3.5 H
3.9 hydroc
7.4 (m 2 H
.7 (m 4 H),

4 Hz, 1 H), 7.5 (tdds238.5, 7.1,

Foynd2ortd) gHYgFBNGENC 44,4 6D):,C, §9.96;(1$ 5.02; N)9.10; F,

nyl)- MS(APCI) M+1=8i®. 2

Xy ARk add INYER Divislo )H 61,63 (m, 1

2), 3.86 Fh, 2H)HD.31 f HH)N 912@{ @ o @dek13.18
2, 14)H.43 @d,31= szoZaGd)Hz 6H§l,4(26t(dd J=10.49,
bmHz deH)HE35 (In, H)H), F9D(s(a H), 337 (18, 3H), 7.51 (m,

3 HY, 781 (dddk), §ﬁ8(912H7 1 1 1 Hz 1

T

B3DOSH0085% Y

43 1-(3-Fl uorMSW*)1"3(APCI)

i di n oXy ?: 1 BENRRG 40
liqwdf?rqy‘mmz_ aN3Qq-Cafiafly: C. 5135 MG 4,55 N, 9.04:

1(2-flporgp vlb%T
D6 ‘G’F’

ln izo'%ma t(i
J=7.8
s, 2 H 44 (

D9 3-yl netho
for C18H20N4

2 H, 3.3 (m 2 H{8802 (m 1 H),
(I NMR ()0 MHAYIMSE-DBY ppces.T3 @n, @rH), 3121 (d

|ndazole na

e

haxylH H8-
Gné¥bieb PP
mhydtodtlorid@. 3

Lo PP O0TORTISOTNT
T TT I

2

188)-(Hz1-(2J4-H)
diflyordptedyI¥%,
flupro- 37m@mph lm-

ggln'(eghoxg
indazole maleate

(S)-(-)-1-(2,4-
Difluorophenyl)-5-
fluoro-3-(piperidin-3-
ylmethoxy)-1H-

indazole
hydrochloride

50

(8)-1-(2,6-Difluoro-
phenyl)-5-fluoro-3-
(morpholin-2-
ylmethoxy)-1H-
indazole

hydrochloride

i1 2.69 I-Izl,)1, H) 398 (] J=T1=. Hz, Hr), 373Hid, J=12.44,
yid ﬁz)G%fgm (sllr 41281, AS(HRPEH), 4.14 (dld,
2%7%72(rr2§HH51émsg )MGZ m, 1 H),
FA T
41 142 C (pl pe | 5 §ound for Cl
f@nd?og 02854%0'#'\' C b7 I\l&/%s P, 11.49; F, 5.39;
1 (m 1 (riree M;eo’l' ’?)5")( d,
3.43 (dd, J=MB(ARLI) 18+168641z,
Boubg for @1 g 6E gNaOBCHA047CEH- B8N, 414; N, 8.72;
F, 12.29
MS(APCI) M+1=362
201-203 °C
14.37; Cl, 8.99
[o]o™*= -11.8 degrees (MeOH, ¢=5.6)
Found for C1gH1gFgN302.1.0 HCI: C, 54.06; H, 4.19; N, 10.44;
F, 14.41; Cl, 8.84

YAl 74 83, ‘d—lbﬂﬁﬂéﬂdﬁ .%1%97]]1 1, 4.64 Hz,
B e
@ 1=288
B 9%4 400
m 1. 39 ( 1
e z”)gv
08 Hz, 1 H), 4.3%Bwe°¢ H), 5. 99
[o]p?* = +3.2 degrees (MeOH, ¢ = 7.4)
Found for C1gH1gF3N30.HCI: C, 57.20; H, 4.75; N, 10.48; F,
247-249 °C
[o]p?*= +2.1 degrees (MeOH, ¢=7.1)
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[UID 24= -11.0 degrees (MeOH, c=5.8)
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ro- MS5(APCI) M+1=330. 1
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(m, 2 H)
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O}

NIVR

R)S-HKprpenz-d
BborbipenyQ:3- 5
Az ofpipeiidin-30. 8
(oethwptr1HDV

indazole maleate

n- Found for MBRAHCHIHANZG441.0
HRWR (o AHB METHENGLDY 5ppm 1.5 (m, 1
{H),2.0@; 292202, 2 A), 4% (AydARGl @, b
B2z, $ HpBB @, Jl=16mHz,21 H), 4.3qm31 Hm
H), 6.2 (s,2H),7.3(m, 2 H), 7.4 (m, J=25.4 Hz, 3 H), 7
H), 7.6 (m, 1 H).

H), 1.8 (m,
3l (d,
Q(m,

m

1
5(m,1

56

1-(2,4-Difluoro-
phenyl)-5-fluoro-3-
(piperidin-4-yloxy)-
1H-indazole
hydrochloride

MS(APCI) M+1=348.1
Found for C1gH{gF3N301.1.0 HCL0.12 Ho0; C, 55.62; H, 4.31;

N, 10.61; F, 14.57; Cl, 9.1
'H NMR (400 MHz, DMSO-Dg) § ppm 2.1 (m, 2 H), 2.2 (m, 2 H),
3.1 (m, 2 H), 3.3 (m, 2 H), 5.1 (m, 1 H), 7.3 (m, 2 H), 7.4 (id,
J=9.0, 2.4 Hz, 1 H), 7.6 (m, 2 H), 7.7 (td, J=8.8, 6.0 Hz, 1 H), 8.9
(bs, 2 H).

57

(z)-5-Fluoro-1-(2-
fluoro-phenyl)-3-
(piperidin-3-
ylmethoxy)-1H-
indazole
hydrochloride

MS(APCI) M+1=344.1
Found for C1gH1gF2Ng01.1.0 HCI.0.29 H0; C, 58.87; H, 5.23;
N, 10.87; F, 9.62; Cl, 9.49
TH NMR (400 MHz, DMSO-D8) § ppm 1.4 (m, 1 H), 1.8
2.4 (m,1H),2.8(m,2H),32(d,J=12.2Hz,1H),3.4d
3.0 Hz, 1 H), 4.3 (dd, J=10.4, 7.0 Hz, 1 H), 4.4 (m, 1 H)
H), 7.5 (m, 2 H), 7.6 (dd, J=8.4,2.1 Hz, 1 H), 7. 6( ,1H
2H).

\IQ./-\

58

5-Chloro-1-(2,5-
difiluoro-phenyl)-3-
(piperidin-4-yloxy)-
1H-indazole
hydrochloride

MS(APCI) M+1=364.1

TH NMR (400 MHz, DMSO0-D8) § ppm 2.1 (m, 2 H), 2.2 (m, 2 H),

2.3 (d, J=3.9 Hz, 1 H), 3.1 (ddd, J=12.4, 8.1, 3.9 Hz, 2 H), 3.3 (m,

2 H), 5.1 (ddd, J=7.2, 3.8, 3.7 Hz, 1 H), 7.4 (m, 2 H), 7.5 (m, 3 H),
7.9 (d, J=1.5Hz, 1 H), 9.1 (s, 2 H)
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i ndazole H), 7.1 (dd, J=8.5, 3.7 Hz, 1 H, 7.4 (m 1

H, 7.5 (td, J=8.2, 5.1 hydrochloride Hz, 1 H), 7.6
w@egoedsddy3 9.2 (s, 1 H). 52 WD 2006/ 056873 PCT/IB2005/003549

PCT/ 1 B2005/ 003549 94 (S)-1-(2,4-Difluoro- 172-174 C

phenyl)-4-fluoro-3- Found for Cl8H16F3N302.1.0 HCl; C

53.94; H 4.08; N, 10.31; (rmrphol i n-2- F 14 03; d,

8176 vinpt haovvw) 1 [ A1 MYDA=— 11 .9 Aanranc
UL T LNJ L\,

' g‘drgglhr or i de xpveﬂ feRabbB ot

ggﬁng? Q aapqa ot gu 7 (;n A
183 (e 3=1 g iﬁ f 3.8 Hz,
\ g(@ng azo

VD 24wrocBlovideleqr ees ( MeCH,

hydrochtoride 96 (1)-1-(3,4-Dfl uoro- I\/S(APCI)
N

( pi per iAdi n- BrepRratidB op4-metblane@Bylpkyrpipktiding-1-tatgoxylictacid
NM% SlﬁQIstM'EA sMun&] @@5@ é- E152é(rﬂblﬁ§0f h%ydréngplp(emjméH H),

I hdazol e é H) .,
3 c%rb%y{m afldl_t&rt -b ylgskefﬂn 2:{3 L'_ﬁf d|c Ioggmqtnfa? WahF9 H‘acb—ko:& 188 g

H)1.88dmdle)(attriethylednjne va8 afided in @ réirady sti@a oizr,a 20 nhifyte Feribd.

93:}\?@ {)ég 9,0 ﬁgr} lfba é%@g?% B'éf‘sée( q{fie g@i%l%f;%’oluﬁbn%dézstlrréd dil10°c

pHsRQ mnuiesang ep 122 WePle) §F methanesgfospshiprideiwap adged
Od%'éwida SVer 6,30 pfinUtBperick. Theldmpergtiicresd td0TG duriyy tueadiditidd, The
10' 5 F 2 ogglas glrfeél a&t%f?xﬁ]g?ag qgﬁé%g% % Nﬁ%&f’%}hours

h)T de gmur@waquéte@d j@nq e sghdm)as \A@slgad(wﬁh 800 p|)L of gthyg a(zqﬁxte 1 The
"')Aﬁasl'?ng‘lwe(sta@dedjto%ezﬂltra?e \ﬁhl&ﬂzwasjcon(%trat@d By &pproxinatdly 2 IL.. ‘Bhe
H;r%suégl}g%g)enflq_rj &/ﬁs qilluf%i vagh 1L oﬁé@yl fﬁ%g’t&%d flltere%l Q'Pe $olid was

( Avabhedovitb pO@mILlo} otByl afataiedT Heovasting WaT EdtNE T 4G which was
S%aégd th"!)ugﬂ a%ﬂma %I (2%0960 me§HYB§(§’EB?4télrﬂ iss .of adofnt. The pad

I
o ohtiotmb b S 1L g e il S

( Piap edricentratad-to apprbxiiviRel§ d@OmIVetzdg dlmwﬁ)@@o 1BL pidrexdnesd Then
shgpfn%i; %@grr%d e!l_to—%Ojgf!)r'%ﬂf g%%'ﬁﬂerﬁsl 'I%g(%md v?as"%se}%amﬁﬁ ethyl

mapqetgpmeza%ﬂ (211, BPO mpL)zand @@sse\p-dlnurgjer qucy_or'H{u&Ij_er q)ylng n \@cuo at

( TBE°C1-foH)9 holrsdrévitidd 3079 § 697 obpréduct.ndazol e 1.0 Hz,

5 (1 % J= %repara%mn o'f'é am|no'_génzZIc6ac‘ddl&i 4(2- ﬂuéb%hegylph\)d;amde
A stirred suspension of 845 g (5.03 mole) of 97% (2-fluoro-phenyl)-hydrazine,
hydrochloride in 7.6 L of ethanol at 21-22°C was added in a stream 563 g (5.57 mole) of
triethylamine over a 20 minute period. A whitish gas formed initially. The resulting dark
mixture was stirred at 21°C for 20 minutes and then 854 g (5.03 mole) of 96% 1H-
benzo[d][1,3]oxazine-2,4-dione was added. The resulting mixture was heated up to reflux
(78°C) over the next 1 hour. During this period, vigorous gas evolution was noted. Reflux
was maintained for 2 hours and then the suspension was stirred at room temperature for
16 hours. The solid was collected by filtration, rinsed once with 150 mL of ethanol, then
once with 150 mL of ethanol: ethyl acetate (1:1), and pressed dry under suction. Further
drying in vacuo at 35°C for 7 hours provided 498 g (40 %) of product. A second crop of
51 g (4%) of material was obtained from the mother liquor.
C. Preparation of 1-(2-fluoro-phenyl)-1H-indazol-3-ol. A stirred

suspension of 105 g (0.429 mole) of 2-amino-benzoic acid N'-(2-fluoro-phenyl)-hydrazide
in 1250 mL of ethanol and 1250 mL of 1N hydrochloric acid was heated to 55°C. A
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hydrochloride H), 7.8 (d, J=8.3 Hz, 1 H, 7.9 (m 1
H, 85 (m 1 H, 87 (dd, J=9.2, 4.5 Hz, 1 H), 8.8

W@ 20605d4dy3 9.0 (m 1 H). 100 4-Fl uoro-I|-(2-fl| upeDIB2005/003549
M5( APCl ) Mt1=330.1 phenyl)-3-(piperidin- 1 H NWR (400
Mz, DMSO-D6) 6 ppm2.0 (m 2 H), 2.3 (d, 4-yloxy)-1

H i ndazole J=13.7 Hz, 2 H), 3.1 (ddd, J=12.8, 8.7, 3.7
'_g%utiél} H) Sf %o%sé H%lef(g d|ﬁrn)ll|®'§t§ %@98 @L&j w&‘#‘vés%d?e%&%%\ﬁ 50
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?;3;/@36%313’%0% lm?ééén? %{ergéraﬁléed%t 8%( %&%C cfbrlrll%twe a(icgtlon and
l—gasmydztmn@egarrle iggroud aproxi®@a®@ly(halfway th{pugl'ghq_aqqun Jeward the
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o?) 'El%g onée2W|¥h| Tnf-of W%API\/RL AT nﬁi}@déﬁ SUCtlonDGFSMhﬁer gre)nng

| n-
2‘”0’3%%’15“ 95° f°r 72h021r5(a,{;£9rd9dgﬁg(942( PRt 1 H i ndazole 3.1
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Hivas £4d8d 831, g A. H)mdi§) 3t ésﬁhwéfbbnhteplﬂﬁﬂlr}ébultﬁrg & (rBREk Btirred at
%a%%ﬁse]@&%gﬁ]%oﬂlrsw{%k 263%/21 5)%3 %'@'%54-&%91%n%@dﬁ0nyloxy—
Hpiperitine o Haart®xilic @gid dort-tlist ostar wag atidedd The Fesultigg rpiytureawas stirred
( 0 8540t for P7 ﬂmﬁ‘éﬂ ‘égolethU 70041 temBé/r‘afuﬂaC BhPhétgnbertrated iBratlfo by
1 a;:)groxm»fatgdy % ?‘d Th?] r_egld% wa§ q_txer'li‘i}ed Ey f_l'blél)dropwge i%ltl(@ q_§00 rgtlz’r‘

( mgturdtetfpqueBudartmpnidn chif)ride 1 THe (eSYltifg-hixtlrePrae sired3at room

glgtu)re te blﬂeéglnto?élg I'_ gﬁ%rr&& Mé Wgtrep Oﬁ%)reéhltlng
ound % %ﬁ?@ H% %\ﬁ%%b&

16’"’@‘{9 weg extragied,onceyith 4544 Qﬂh@r%“e"{‘aé‘]e@ﬂthe“ t"‘l‘?d? "gtthe7gr’rLees
( Me€idns ot aibhicipmbthang: isdine @mulkipd famhilidardeelered H¥ng these

gg%fa&%é%ﬁ{eg%g@n\%h éﬁgﬂ:y?eﬁpoﬂg d’l’? gllrés u?n Q/Jlfgfgtan&) éé’n):er&rated

CIhMagi®N@ 8 il vaguors ppmp wes used tQ)erOFP remaping NyN-
p}ﬂmﬂw‘?l\‘&%'&ni@e '1I59 REidueGhas 1dien QP ild].PY bi slhddeTheavhRRfwasSstirfed
rggr[etfeﬂ%ﬂe@g_l %H’yl § ”?\J)@f ﬂ&%ﬁ ?eri?ir_ofhfér'&oﬂ]gl iohd was rinsed with

Sempn god thedtinging agdeoixythe filtride NIVRe $aDNVB@} dd:dipyactio &t 06G for 6
1 h%urs t%-aﬁor(ﬁ ! .6% recbvefdd 15(2(fWJbro:3}JLFuanyl)-1 H-indazol-3-ol. The filtrate was
concentrated in vacuo to 268 g (86%) of the product as a viscous, red oil.

E. Preparation of 1-(2-Fluoro-phenyl)-3-(piperidin-4-yloxy)-1H-indazole,
hydrochloride. To a stirred solution of 187 g (0.456 mole) of 4-[1-(2-fluoro-phenyl)-1H-
indazol-3-yloxy]-piperidine-1-carboxylic acid tert-butyl ester in 600 mL of ethyl acetate
was added 300 mL. of 4M hydrogen chioride in dioxane dropwise over a 30 minute period.
The temperature rose to 24°C from 21°C during the addition. When the addition was
complete, gas evolution was observed and the temperature rose to 28°C. A cold water
bath was used to lower the temperature to 18°C. After stirring for approximately 40 min, a
solid began separating. Stirring was continued at 18-20°C for 3 hours and then at —10°C
(ice-acetone bath) for 1 hour. The solid was collected by filtration, rinsed with 60 mL of
ethyl acetate and pressed dry under suction. Further drying in vacuo at 30°C for 16 hours
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1 Hindazole L- 7.3-7.4 (m 1 H, 7.25(m 1 H, 7.2
(t, 1 H, 51 (m 1 H, 3.3 (m 2H), tartrate 3.1 (m

WQ@RHos/026823 (m 2H), 2.0 (m 2H). 107 (S)-5-Fl upeDIB20¢32003549

M5( APCl ) Mr1=344 fl uorophenyl)-3- 181-182 C
(piperidin-3 ylnmethoxy)-1 H indazole L-tartrate 108
1-(2,6-Difluoro- MS(APClI) M+1=348.2
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Dieiactat)er8diearavar. Maghesiun sitfaie ahd forfoamtratedHf) yacuo to dryness. The

( Qés?@gl'\}a;' ghsgojl j%%bgggé%) \3:1 sol%ec?’l"x %% mI]_- om’oral'r’)ydr%féé'ﬂ A?solutlon
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3.rsultidg solitidd ¥ias behcdntidled i vatud @ re@ovd)the tétréhy@irfurdh dd)a, solid

se%gg?% 'ﬁwg}_%%ultm Ljs%%rlil‘, o%%a%%ﬂr&%ﬁ%%ﬁ Hr% fP-E filter éjzg e solid

L -wag ringegtopce with m’@pqrtgtqhmfofgfan then once W|th 100 mL of water, and
ﬂf@%%&?d? St Qurb‘fbrp)ﬁﬁrtﬁ’érw h U&ub alIHPO X Y6 h@ur@lﬁﬂfdﬂded 234.8 g
e Sebsy b Etegd 5p el do 80 e Do B b
t efotat iaew 3#|27&8tg€{77%)n 2 NB1RL(DBISQY i phinof. D (vie H‘h)aﬁ@ (Wald), 7.4-7.5 (m,
I tohy |
vvao‘:g—J ‘a ded ésf;(r bgHéte%ég%Igsés%aﬁgoéénnﬁﬁ 33@??%” 22

THer 2H)wé8 fﬁo?l'é)i gni fi cant tenperature change. The
resulting solution was stirred at -10C for 30 m nutes

th 7 I
SRl 137 8 P BRI S Bt
t éngrgplet ure rose to OC during the addltl on. The 10
resul t Img S Uﬁ@&mkdmemﬁﬁs ﬁi.pdrrdam Hoxy)aMEAdEEol 1B fartrate. 65.9

{174 B LgeraahaE s e i Lt B daL a0 SR
acet-iatiazole Tdiear oil) in 12.45 ml of methanol. The mixture was place under a stream of
N gas until only approximately 1 mi of solution remained. Precipitation of the salt was
observed during this step. Approximately 5 ml of acetone was added and the subsequent

solution was then stirred briefly (~2 min). A white solid was recovered using vacuum
filtration with @ membrane filter. The solid was dried in avacuum dessicator at ambient
temperature (pressure not controlled).

B. 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole edisylate. 3.145
mg of ethanedisulfonic acid was added to 0.56 ml of a solution of 1-(2-fluorophenyl)-3-
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waewpossTdn was diluted with 1 L of ethyl

washi ng was added to the filtrate which was
concentrated by approximately 2 L. The residual
acet BCBIEG5/003549
filtered. The solid was washed with 500 niL of ethyl
acetate. The washing was added to the filtrate which
mas 15 passed through a silica gel (230-400 nesh) pad
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e\f’élaﬁ‘i’rf”S'ﬂ A o IR RO nt ai ned for 2

hours &nd t Nd2fludrepbrnybd(pireridingsylexy)-1Hdarazelefhydipbromide.

t gEng Fr@to‘f‘&ﬁ\cérﬁrrated %%rb&Ht’h& ac-ﬁn\%s 28ddd% G\@?P m@@f'd éi’)ﬁﬁl&dof By2-

S0USHRETI-PPER oY 6 RSFHBF I WEdR) FoREa s =(£ DM

ammte pol@os @ds giagedundera ssrearhiobN; gaswntl he solveht Kemagned.n
M Q\g@%xﬁtate&%% %Pcff TR %fi&roch\ﬁh %%a@l@ wis (AQpdA arQ)f stirred

dand crop material was
o@V%P'E'@d AWW?“H@W%&PO'P [4§0M5FY- C. Preparation of
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4- met hanesul f onyl oxy-



10

15

20

25

30

35

pi peridine-1 -carboxylic acid tert-butyl ester was
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concentrated in vacuo by approximately 1 L. The
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(i ce-acetone bath) for 1 hour. The solid was
coIIected by filtration, rinsed with 60 nL of ethyl

a@%ﬁ\be 1aﬁdpmms(ady dwaétruﬁqpxﬁmct ion. Further drying
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extracts were dried over magnesium sul fate and
concentrated in vacuo to dryness. The residua
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tetrahydrofuran. A solution of L-tartaric acidin 2.4
L of water was added to the stirred tetrahydrofuran
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mn). A whjteisal’id pwasi8.gcoyer @d.2dsi ng vagéum
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(pressure pot 188trofledy9 B] 214° 30.5
1- (2-f | uor pphemgte) =3t (PI@EeT T g M3yl OXy) - 37.6F 1 dazol e
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white solid remai ned. D.
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suspensi on was capped and stirred for 3 hours or Iess.

The vial was then uncapped and allowed to stir for
wappooxisnat el y 16 hours. A dry white solid renpCTEgR0031003549

20 Citric acid, benzene acid, canphorsulfonic acid,

and nmet hane sulfonic acid aliquots were added to

equi nol ar al i quots of

1-(2-f|uoru,u..““‘{,) 3 perdi Loxy—i-H—trdazol e
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4); 1-(2-fl uorgégﬁoenvl gb? eri 06 n-_ 44yl é)%'\L/') -

H-i ndazol e {heni4Q >t artr 80é (F| gu2968 5) 46.5

1- (2-f 1 vor opiegg =3 (PT PET T T -2+ OXY) 2g4
Hindazole|l-malate (Figure 4);

1- (2-f 1 uor oph@®A I - 3] (pPR&ri di n-Z-31 oxy) - 98- i npazol e
phosphate (FIqezx 7)) anrds 17.9 ° 563

1- (2- f | uor ophepyl—3{pHperan 41"J,ox3 5... azol e
sulfate (Figure 8).|Sunmarigs o %he anqlé (2t het a)

val ues and int‘@rﬂs‘i ty|valBaes (jas 24.38 of |t h@4xal up of
the talles o ar¢ rtgd—arFabtes—i8Dbel ow. 10
Table 1 1-(2 [uor of he?’gis) -3-( p%B.r'Jzeri di n-Z-O\BII oxly) -1
Hindazole L-tartrate Angl e Intensity Angle Intensity
(2theta) % (2theta) % 37.8 7hfle® 17.9 22.2 33.8 17.5

g? g 22.§ (2JﬂelslorOp:I"nena)-g-?plperldln-4-yloxyg)]1 I-I9|ndazole su?fafe
Angle Intensity % Angle Intensity %
(2theta) (2theta)
26.7° 14.8 15.0° 32.6
276 ° 16 20.0° 35.7
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13.2 18.5 23.2 28.6 29.0 18.9 29.6 30 19.5 20.9
21.4 30.5 27.6 21 22.0 37.3 31.9 21.1 20.9 49.4

wWQ@2006/0287% 18.6 100 Table 2 PCT/IB2005/003549

1- (2-fl uorophenyl)-3-(pi peridin-4-yloxy)-1 Hindazole
edisylate Angle Intensity % Angle Intensity %
(2theta) (2theta) 33.0 26.8 19.0 56.2 15.7 27.3
25.5 57.9 24 2 . 6
705 28 2] 30793 5 045 303 BB s0]0 ¥ |17, 3
46.4 21.2 [1002137. 1 46.207-615 TabE@OB EO \AB. 1
2006/ 05687B—PGE;-B20051 908549553+ 105
1-(2-fl uor 'mhpnvl ) -3k (pi DPTI rITl—n- 4-y| axy)
fumarate Ahgl 899rt enki t §496 Iez@%fenC|
(2t het a) 2. 6.422 1b.92786. 3 392.p° 2
11. 7 25. 3L284—50- 2/—8—29-6-25-3
18.1 67.9 26.6 31 24.6 70.6 20.9 3
1 Exampla d14. Diflergntial SOarfdarg @aldrimetry (DSC)
ﬁ (2- flmv&e&x%ﬁxmng?caﬁ&mew {d@%As }éérﬁé%Vc)ut&n!Fb'Lﬂ%ét@ e

dr obrom de I nt ensi | e |I’1tel’1SIrt2%{t
( ?pﬁ)élgt%)fur@gretgt lpyéifoolg)'on'i%e bemlzk.da@'a’st -§1§latey Phpsphsie, gnd g shifate
12aibf 382-fluor@Bedyl)-RPip2ridtB4-Bloxyd4 H3ndatde &f Ex2dpB 12800d.a TA
5?ns¥ruments DSC Q1000 V8.1 Build 261 (TA Instruments, New Castle, DE). Samples

were prepared by weighing 2-4 mg of sample into an aluminum pan which was then

ndazol e
(2t het a)
60 5 |45.8
222 4 31
1 20.1 85.8

(ﬂ(ﬂ@"*'
n

covered with a pierced aluminum lid (TA Instruments’ part nos. 900786.901 (bottoms) and
900779.901 (top)). Data was analyzed using Universal Analysis 2000 for Windows
95/98/2000/NT/Me/XP version 3.8B, Build 3.8.019.

The rate of temperature increase for all experiments was the same for all
samples except for the L-tartrate salt. The experiments started at ambient temperature
and heated the sample at 20°C/minute under a nitrogen gas purge (flow rate was 50
ml/min). The L-tartrate salt was heated at 10°C/minute.

The edisylate, hydrobromide, hemi L-tartrate, and sulfate salts were heated to
350°C. The fumarate, L-malate, and phosphate salts were heated to 250°C. The L-
tarirate salt was heated to 300°C. The melting point onset (°C) for the salts are reported
in Table 9:

Table 9
Name Melting
Peak Onset
(°C)
1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole L- 199.98°C
tartrate
1 -(2-ﬂuorophenyl)-3-(pi§eridin-4-yloxy)-1 H-indazole Inconclusive
edisylate
1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole 185.68°C
fumarate
1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole 134.46°C
hydrobromide
1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole hemi L- | 178.74°C
tartrate
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14.1 25 24.0 67.9 30.4 25.8 23.8 70.3 26.3 28.1
16.8 71.2 33.5 32 25.1 92.7 28.0 34.9 20.9 100

WG 20080575 1- (2-fl uor ophenyl ) - 3- (pi peri di n- 4- pCDKB2NOL003549
H i ndazole hem -L-tartrate Angle Intensity % Angle
Intensity (2theta) (2theta) % 10.3 24.9 24.7 15.7
14.9 51.3 25.6 14.4 15 7 10.2 27. 7 8 6 17 0 23.8
29. 8 e 20 010032 263 ‘1’4 5’5 572
21 6 | SR GOR g P O b ou bR 45.55°C
PCT/ | |Bp@a®/ 003549 22.7 20.7 39.2 8.7 23 9 32.7
Tabl e P(z-fﬂuokoéhédyﬁ%[(SiBé}%lWA 9lox§lz‘uﬁin{éﬁidléﬂ M-24-YhoxXypc
H i ndazol e le Intensity %Angle Intensity
(2t het %{)OSQW%et a) % 36 8 16.9 27.3 28.9 [24.5 17.7
14. 7 314-(27fluo&ﬁ>h&\yl -%Qplﬁerﬁi(h 49y|o>&)<l-1|8-|nd2ﬂzle7sulf2t@ B Intdnolisive

36 1 192 .9 21 20 9 Lo Ko N0 < W~ 200 CA 1
. TZTZ y g u ; J ZI. Z ZZ.0 10 JU. L

23.1 23 21.9 51. 3 18. 2 24,5 21.5 51.5 30.4 25.1
2 Example A H6.5Single| Geystal X-ray Data and Calculated PXRD for 1-(2-

1ﬂ(.2mﬁhém)cmm.hh fyus;@)nﬁrmaazarei-&hm@/)ﬁb Ieﬂﬂ;@?a%tﬁjcture
nten {
(2% FRetproonenysSonagiy et Mg Sipied Baleples Solgd Gothateh
4 3ytiesizéd a deseObed dBBvedn Exandle 113. The data were collected at room
temperature using an APEX (Bruker-AXS) diffractometer. The structure was solved in the
orthorhombic space group P2; with Z=4 (a =9.585(3)) A, b = 14.978(5)) A, ¢ = 14.952(5))

A. The structure solution contains two free-form L-tartrate counterion pairs in the

asymmetric unit. Hydrogen atoms located on hetero-atoms were found experimentally,
the remaining hydrogen atoms were placed in calculated positions. The crystal structure
shows that there is one L-tartrate counter ion per 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-
1H-indazole.

The crystal structure (not shown) is consistent with the molecular formula of 1-(2-
fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole L-tartrate. The final model was refined to
a goodness fit of 1.009 with /;=0.0481 (I>2sigma(l)) and wR-=0.0863(I>2sigma(l)). The
stereochemistry of 1-(2-fluorophenyl)-3-(piperidin-4-yloxy)-1H-indazole was determined
from the known stereochemistry of the L-tartrate counterion. A calculated PXRD pattern
was obtained from Material Studios software suite (Figure 16) using a Reitveld
refinement. A summary of the angle (2theta) values and intensity values (as a % of the
value of the tallest peak) from the calculated spectrum is reported below in Table 10.

Table 10
Angle Intensity % Angle (2Theta) Intensity %
(2Theta)

20.1° 16.0 20.7° 21.1
21.2° 16.5 234° 21.3
29.7 ° 17.1 209° 31.9
214°-° 19.2 13.2° 32.7
17.9° 20.0 11.8° 66.1
221° 20.7 18.7° 100.0

BIOLOGICAL EXAMPLE 1
hNET Receptor Binding:

Cell pastes of HEK-293 cells transfected with a human norepinephrine
transporter cDNA were prepared. The cell pastes were resuspended in 400 to 700 ml of
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30.9 21 20.0 48.1 25.6 22.2 27.3 49.3 29.3 23.5
17.9 56.3 33.4 28 21.2 72.5 16.9 32.1 24.3 74.2

wWQ0e006/056343 6 23.2 100 Table 8 PCT/IB2005/003549

1- (2-fl uorophenyl)-3-(pi peridin-4-yloxy)-1 Hindazole
sulfate Angle Intensity % Angle Intensity % (2theta)
(2theta) 26.7 14.8 15.0 32.6 27.6 16 20.0 35.7

6 / y/ 1

SBehEPRS gR0 R yiny Feges. B0 A% F Wi s,
293 ™M GaCly apd 1D mMygiuogse, pH 744) witly a golytonjhompgenizaratspfing 7 for
13®secbhdsf avigudtd @inebBrRINGS (BAndial otbinBldry stofa8@) liquid nitrogen until
Di fefderenti al Scanning Calorinetry (DSC) was carried
olit "on the L-tartrate, edi syl ate, funarate,
hy dr obTembieking #sees was-seturtin Beekman daes-welknolyprp¥iphrRiass with a
afh @Jiﬁnéb'flzfsahﬁconémﬁ@l test chfnpound (105M to 1012M) cell membranes and

BT T Eoeh S b il S o

Buid idcuibated by Aedtlesbitation ot 80 mNetws @asérh &smpibEgiure Sadwhsetsrminated
fiitrdlof Hﬁ&%ﬂ\xﬁ%& | (ﬂg}b{ﬂﬁee ﬁ)faﬂasr@mg 5 5%%'9@ wen tp%te%'%lrves’ter

um num pa cove 0] erced
2 Seinilaian Lidd 1 QUTA WaseerastHe Aecty wajaand bl [ SOTIEH vge petermined

( bstd LPRdacAlx BIRPIAE camer( tr@a):bmpdaa&wava%raﬂ alpiégsl and

oR1oGRy 50A0H 150 PR /Es QISR sBleotiN ey B 1 rygeerosrng

r attsenm‘ofnemcmedeajbmrmel ncrease for all experinents was
the sa cel Qr(d @a{ahPaﬁ%g&tM@% uge%rforttﬂ?a 4a1ctu%'il6r{ éﬂd%nalysns

salt. e exper ts started at erature

2l Yrlupe dvgre ?Pév%’*&ﬁfﬂ ks valuespging ﬁ*verﬁneeg Eiwaeflf e%tgﬁ?rt rlhg &yalues

QW)WﬁmNﬁ@WrdpaﬁéfObgﬁ@ ..5®ab|em'/1 r5n % Tge LI tartrate

S { m nut e e edi syl ate,

hﬁ%é—% S?ﬁpg"g—iﬂ%ﬁé L-tartrate, and sulfateysalts wer e

heat ed CebpastBECHERRE3 ¢alprtpnsiastedwithg haman SQIPIENIP HBRFPAIR e

SBbNI& weRS e g&@%‘ afle t&N paSREwerEhEsubpentiat ih 1Od ® 798Il olV&8bs-
#

ERPES sreviuli it ﬁ%&%@%ﬁm@%@" b miklgSas .9 mv

MebkCh,regd 1Peﬂkgl®vsetpH A 4Qwith a Polytron homogenizer at Setting 7 for
30 seconds. Aliquots of membranes (~2.5 mg/ml protein) were stored in liquid nitrogen

until used.

Assays were set up in FlashPlates pre-coated with 0.1% PEI in a total volume of
250 pl containing: test compound (10°M to 1072M), cell membranes, and 50 pM ['*°]]-
RTI-55 (Perkin Elmer, NEX-272; specific activity 2200 Ci/mmol). The reaction was
incubated and gently agitated for 90 minutes at room temperature, and terminated by
removal of assay volume. Plates were covered, and bound ['*I]-RTI-55 was determined
using a Wallac Trilux Beta Plate Counter. Test compounds were run in duplicate, and
specific binding was defined as the difference between binding in the presence and
absence of 10 uM citalopram.
Excel and GraphPad Prism software were used for data calculation and analysis. 1Csq
values were converted to K; values using the Cheng-Prusoff equation. The K; values (nM)

for the hSERT are reported below in Table 11:

Table 11
Ex. SERT | Ex SERT | Ex. SERT
NET K; NET K; NET K;
# Ki # K # Ki

314 {5111 29 H055.00[342.30] S7 | 18.13 | 52.19
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1- (2-fl uorophenyl)-3-(pi peridin-4-yloxy)-1 Hindazole
L- 199.98C tartrate

wa 2qoa~05dsadr ophenyl ) - 3- (pi peri di n-4-yl oxy) - 1 H PeEB200%003549
I nconclusive edisylate
1- (2-fl uorophenyl)-3-(pi peridin-4-yloxy)-1 Hindazole
185 68C fumarate

2 uorep.. A3 ptpergi-n—4yben—3—H-+ndazol e
341246u @drg)%q’z&’,qi 29 " T244 Teasa | 758”5508 [133.60
(5T LT 33K P| Ry $ 4] V50X Yo 1 [T 330320l €
Lo Ll 1A 7R S af &8s | W Bhoes 086a4g | 2012
CT/al BPO@mo00R35493| 32 | 341 |3356| 60 [221.00| 76.75
L (2-fluorophenyl)F3-(pitperidin-4+yl oxy)-1 Hindazole

$45| seapavafien7eo 33 | 19.16 [197.90 61 | 20.43 | 21.67
(’) fl uuar anh nI\LIL\ 2. (N nerijl;lrin 4 \1! nX\\ 1 HL i nd Zo'e

b 897C 1@50“;%{5@ T34 " 50.03 8095 762" 295.00 3j1éf§o
A2l PHEDYL) F 3351 =47 Ve XY )and nitazol e
il f at e Slé'r?p $4ly,l-}52l) Ve E(gﬁ"{les%i% ?nc Sgtéryfs?t I

T@y Pakaganladed CUBET £G f3XRE 7ol 84 (4512.40|271.90
uor ophenvyl )} 3- (pi peri di n-44vyloxy)-1 Kk indazol e
Lt &rtfates Thel.s ngde ¢creost 104801 ubd ungs27.06) 81.22
L (2-f |l uor nnhgn\/l \ L 3- ( p pgri in=44vl ox\y)-1 H i ndazol e

RECRY ai‘b3Q/vas365Qﬂ vetf f cﬁﬁ%t&@ﬂpaf 68 4\iB198i12@80 [as

T hc o PoM] bl SR | g af BB, 19050
or no

h the| ort C space gfoup P21 wiijt
D. 5B5( 3)8).08\ 528900{L 4407 84d0)0p | £9.66 | =624.] 98B BR9.4. The

ructure solutionl contains ftwo f pp-frrml-tartrate

buit et i BhoPpa 108.37 the

ac-at-acd t or ~
V)

o0 | o o8e0 Thel ‘h;grcééﬁloat%?rﬁj ver e
d¢& 'E}.&? 3, 3% FUad0 o e 7T YShdg [SpRE ure
nows { ha here 1 one aftrate counter ijon peyr

(27 T | ueo@phese/do [ 34% p 1YI78xY)29.3% |303.80
indarole. The crist al (not {shown) is

N33 st edl.5i [121.00p I |‘m|75 qf6050(|201.70

unrr\'\han\ll YL 2 (N pari -li 4 \1| r\vu\ -L| nrl 7r\| e

149t { aPed THESDY haf” npddPo (14809 f.7ﬁec 3639 13974

O—A-hoa

S SRR R N R BN P AN A L

(2T uozswhemdsb 3ad Pl BEED Tbpsd YOXY)ou b1 H dgHaazol e
hs determ ned romthe knowwn steéreochem stiry of| t he

tast a2£E69:0u6H22 oﬁQ A\ 5ozl ¢lukasopd 7@XRAoMat [tag2 | was
bt alned from Material Btudids software suitle (Figure

5) 2ts n@;1é3Ré5Wé1 d51 oft 1.8 meAY4 A7§urrr$3r89 A3 A2he

928 0] vihe BF2/cHb Tl | GEPD pamt) |1 Pam| RO el at oc

Poa8 TSI TRI0SH PUsDe| 8H) 1ERR] 57U 1o TRty 7P
ngle Intensity % Angle|(2The¢ta) Intengity % ?ZTheta)

D. 26 16.6(020|346.0@[L. 34 P27420168.96 2384 21323 [635.40
27 6.34 |[4229| 55 |[71.17 |125.60] 83 [ 49.26 [191.40

NPO DO SRQr "0 TRNT OO NI~ —0QrRC " XORRRrR YT RE R

28 5.10 |640.00| 956 6.13 | 9.99 84 | 38.13 |486.80
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29.7 17.1 20.9 31.9 21.4 19.2 13.2 32.7 17.9 20.0
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a human serotonin transporter cDNA were prepared. The

cel | pastes were resRPNAEE-ERAMBEEL0 700 M of Krebs
20 HEPESmpamay oftief gresent idgentidr rhiyRieSssdy2a farifieablity toallawhte

K J. 2 i . u .
prtepaiy T R b n Ao, Sl o pgrosaerce
3823 Ve ARIPOIN Fefirserspipra fﬁ’e’ﬁ?ﬁ%h‘i’f &3psaicinpindyicagymgehanical allodynia was
PE&t&H sk a¥vBNgwvsst ored in liquid nitrogen until used.
Assays were.se i n Fl ashPl at re-coated with 0. 1.

e pe NV p gty SHenine R s ST aPeC Shie et heded o
c ougpended wiréGotiin ¢aged @rdiatinged io @bdimaterfor ey inAadriGed; Wiet room.
[ $Rebdy0 BN wiharafvElaRkiHdIEPREY wadNieXsrdidd of RRA&H Hikd paw by Von Frey hair

g%%sie\/i : nt észlrg;gp%é(gggplf %ﬂd dgg((rai mreﬁgﬁ.te,éf?egta\é\:?’aegarprflfnrt]ﬁrlljebﬁatln?aq muscle of the
t agmpendipaw &as hjedet et 00ail eabshigin (0.23% wal) infl0%asthanol, 10% Tween 80, in

Y . P e e - RTl.-
RS, R 8 0K KR S PR 21 il v
Ceetataned fqreaeh @AYo AREIsiiermdhe day § rieraagst withdVel < Ahfo gere

S p&sideied dbdyAit RGpORISrsGal Warded@supel €o thaf é2h eagehal eimiganean PWT
inding in the presence and absence of 10 gM

4%pr am

Subcutaneous dosing:

b
ci?

On day 7, responders were dosed subcutaneously with 30 mg of the compound of Example 7/kg
body weight, 10 mg of the compound of the compound of Example 48/kg body weight, or with
vehicle alone. The vehicle was phosphate buffered saline containing 2% Cremophor® EL
(BASF).

Example 7 dosed animals:
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Excel and G aphPad Prism software were used for data
cal cul ation and analysis. 1C50 values were converted

WO 000K/0568323 ues usi ng the Cheng- Prusoff equati onPCTIB206§/003549

values (nM for the hSERT are reported below in Table
11: 35 Table 11 Ex. SERT Ex. SERT Ex. SERT NET K; NET
Ki NET K, # K, # K # K, 1 3.14 51.11 29 055.00
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121idb@nis 0= H0A O QDel4CPVBT(ORg)30MFdn Bdta PYOT (BhicBHO(BaEklInd 3 mean Delta

1§g\,@gh%%g 00 41 299.00 79.66 69 98.03 339.40 14
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1458. 5Ohepmeanpeteentintybiien of gllogyniayrlyayfas pightiggimels aggayed) is

2 24ovidOn Fdblel 30 . CHohp3 6idsERhifithg2i/gredteXh 63094 ifh it irb&@lo@hieD 0

9.34 303.80 18 95.50 121.00 46 5.70

4??5‘%%%7%2%?5?9%&‘%9 1.70 19 5.43 486.00 47 13.00 47.00

75 36. Bsar@ue 48/dospdagipalsy 122. 32 48 10.20 297.50 76

4@odhe dfrhal8Bosed With theTBmbdud0 obibkaf bR, B@ cafralftral PWAAallibs were

N NN T

9. 65 5#07ea8BamPal3the @8y @ BWIyalgewassupiragigd B@n thed hguiRWVT value for the
6-4’9 rzrg@(gégse'é% 89e é—&étamvﬁaallﬁghﬁ%ﬁ&%n@%e c%@ng@ irPPW34fe C8nhe 1 hour

NIRRT R S

9 b8&|iBIwWiBEWIS aldiHni8 Preséid iNABCI ADBAID 56 8@®rmine % inhibition of allodynia of
P - - B SR N Ko

I f = 1% Hh
N%ér@%%&ﬁér&gﬁgé%r vg%ﬁc e Ba_ls,":ﬂ)\% foﬁﬁmg ul%ﬂs v/ ibition of

I I
Allodynia = 100 x [(Delta PWT(drug) — mean Delta PWT(vehicle))/ (Baseline — mean Delta

PWT(vehicle))].
The mean percent inhibition of allodynia value (for eight animals assayed) is

shown in Table 12 +/- the standard error of the mean (SEM). Compounds exhibiting a
greater than 30% inhbition in allodynia assay are considered active.
Table 12

Ex. Dose . .
i % Inhibition of Allodynia +/- SEM
(mg compound/kg body weight)

30 mg/kg

71.5+/-4.6

48 10 mg/kg
74.9% +/- 14.8

Oral dosing:
On day 7, responders were dosed orally with 10 mg compound/kg body weight, or with
vehicle alone. The vehicle was in phosphate buffered saline containing 0.5% HPMC (hydroxy-
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# Ki # Ki # Ki 85 12.50 1007.00 96 49.53 172.30 107

86 113.90 100.90 97 28.51 39.52 108 5.72 42.97 87
wa2006886836. 98 98 27. 33 856.50 109 46. 17 279. 00PCB8B2005/003549

16. 26 88.08 99 319.20 258.70 110 16.33 422.50 89

22.43 402.80 100 4.63 101.50 90 10.16 142.10 101

607.00 304.00 91 7.88 610.20 102 71.54 129. 30 92

28.47 1 10 4, 6, 35 224.50
SO NS RS ob A Ao BSENG SPs ThplesAopaic 3915 et n the
5 ‘/bﬁ|c@4@&d®mlsr@ﬁ>nBﬂﬁ}_@Elr@AlermEeQW®e mlptgumd@l P hplire after the
ﬁ@a{ﬁosb Y& IH\I;ES{H%YOI’B gﬁ}{@go drifschdagd.r ability tO

te 5 capsai Cl n- |n mechani cal all od

a r at nﬁftﬂéF‘Ch(aé""@a' thes,fﬂaur@a“’\’wwuze) was Syptragiagf @gbtr‘%%egur Pt value to give
22& dekh PWBIGBI1c564 Bgpresbits the)caaleen PWTIdad tortbal2 howfrug treatment. In
I
?d%glér? ftlmel ({I Q%W&NQ%?B@%’[&& qnﬁhé%?%’l ) E@T&%ve fﬁ@rbgée(sﬁr% window of
( allgdynig)present in ea%anwn yE9 determing FpinaBiEen ‘Pfﬁ""‘%’ﬂ@ gEpRA gnimal
Wk EmBRrbd RPVhRUEsonddls] tritl ibiwad f&rﬁu&ﬁlﬁ‘elsluﬁai &% frdIbitidn bf Allodynia = 100

h d .
wi  Wer i LS Obteliy G Brteniif s flePapprcen
hi nd palheogeariaerdentdyitiition of allogeiayaiies (fordighyanimals Bsages for

Upea%ﬂ eod:hsamdmithmamafot &.ror BSREMSHEREM) aﬁé%hab@ntﬁbxe 13
muscl e ect.ed

Cap iU PBD885E BRres i oD ST Bloos 35T FoBered
I nactigd.erile saline). On day 6 the PW of the left

hi ndpaw (contral ateral fron1|qbagqgon site) was
determ ned for each animal _ _Animals fromthe day 6
prereads with PW < 11.Ex g V\ér'réf“blt@”co nsi der ed

al | odyni ¢ responders gnd \wer esrggmouped so that each
cage had simlar nmean|PW| val ues. Subcut aneous
dosing: On day 7, respondérs were dosed subcut aneously
with 30 ng of the conpodnd of7.Exaspl e| 7/ kg body

wei ght, 10 ng of the donpound of the tonpound of
Exanpl e 48/ kg body wei|ght | o2&t B3 20 vehicle al one.
The vehi cl e was phosphaterbuffered—sali ne contai ni ng
2% Crenmophor (r) EL (BAEF . E&%ﬁ%?@ 7| dosed ani nmal s:
67 WD 2006/ 056873 PCT/[TBZU0S,PP3bgg  For the ani mals
dosed with the conpound off Exanplée 7, |the

contral ateral PW val yett \wergpsdepermined at 2 hour
after the single dose, wifth the inves{igator blinded
to the dosing schene. |F |e®II5 «niOdal | the day 6 PWI
val ue was subtracted frgmthe—2—hour—PW val ue for the
10 g/ kg doses to gi ve delﬂb1PV?1value t hat
represents the change [T PWF yyg/kg e 1 hour 5 drug
treatnment. In additior], the 6 PW|was subtracted
fromthe day O PW to (gewe t@ﬁobﬁggllne wi ndow of

al l odynia present in gachlanimal. To dleterm ne %

i nhibition of allodynija3®ff é&o0k/-d8i mal normalized for
vehicle controls, the f&%'nv-n” formula was used: %
Inhibition of 67.7+4/-135

31 47.0 +/- 13.0

31 46.7 +/-13.2

32 60.7 +/- 15.1

42 31.7 +/- 9.9

43 55.4 +/- 16.7

45 46.2 +/- 10.7
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Al'l odynia = 100 x [(Delta PW(drug) - nean Delta

PW(vehicle))/ (Baseline - nean Delta PW(vehicle))].
wdaooslosssnean percent inhibition of allodynia veCTEB20650003549

ei ght animals assayed) is shown in Table 12.

Compounds exhi biting a greater than 30% i nhbition in

al l odynia assay are considered active. Exanple 48

dosed ani mal s: For the—animals—doesed-wi th the conmpound

of Exanple 48, the cow?Fdla?@PdV7ﬁMI val ues were 15

determ ned at 1 hour 155e @ PH&BIE dose, with the

i nvestigator blinded {o th §|ng sclhene. For each

animal, the day 6 PWI wﬂluezggaﬁgy@tracted fromthe 1

hour PWI value for the 10 ng/ kg doses| to give a delta

PWI val ue that represedts| t b7 ehange [[n PWI due to the

1 hour drug treat nent—Hnr—-addition—t he day 6 PW was

subtracted fromthe day® P o9& vel t he baseline

wi ndow of al |l odyni a present—m—each—ani mal. To

determ ne % inhibition of allodynia of 20 each ani nal

nor mal itZgendetstoogdit eexappiesrand embediments dessiipasderadt 4 foa

Wakustisoe Eur%s‘e@ Bhip ahd @& vafious MddBigidtidh@orehdid@s i lightDedréd will be

ehi.cl e B
b=t a5 P N I b sk SRS i iew
al df ubyamplizaticnl and thief ssppectf dfietapagrides pbm@s ddlpeiyatioss, pgigpigrand
' rba-lré%pé;ﬁllc]agont/ cited Meif bRMADLHINEEHS by tdh@er®B athéiBEMsty for
Cbnpoun s exhibiting a 25 greater than 30% i nhbition
i AIPUPSRIni a assay are considered active. Table 12
Ex. Dose +/- # (ng conpound/ kg body wei ght) %
Inhibition of Allodynia SEM 7 30 ng/kg 71.5+/-4.6 48
10 ng/ kg 74.9% +/- 14.8 Oal dosing: On day 7,
responders were dosed orally with 10 ng conpound/ kg
body weight, or with 30 vehicle alone. The vehicle
was i n phosphate buffered saline containing 0.5% HPMC
(hydroxy- 68 WO 2006/ 056873 PCT/ | B2005/ 003549
propyl met hyl cel | ul ose) and 0. 2% TWEENTM 80. The test
conpounds were fornulated in the vehicle for
adm ni stration. The contral ateral PW val ues were
determned at 2 hours after the single dose, with the
i nvestigator blinded to the dosing schene. For each
animal, the day 6 PW val ue was subtracted fromthe 2
hour PWI value to give 5 a delta PW val ue that
represents the change in PW due to the 2 hour drug
treatnment. In addition, the day 6 PW was subtracted
fromthe day O PW to give the baseline w ndow of
al | odynia present in each aninmal. To determ ne %

i nhi bition of allodynia of each animal nornmalized for
vehicle controls, the followi ng fornula was used: %

I nhibition of Allodynia = 100 x [(Delta PWI(drug) -
nean Delta PWI(vehicle))/ (Baseline - nean Delta
PWI(vehicle))]. 10 The nmean percent inhibition of

al  odyni a values (for eight aninmals assayed for
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each conpound) +/- the standard error of the nean

(SEM are shown in Table 13. Conpounds exhibiting a
w@e@absis7s han 30% i nhbition in allodyni a assayP@r/@2005/003549

considered active. Table 13 Ex. %inhibition # +/-

SEM1 67.7+/-8.3 7 12.2+/-8.3 8 11.5+/-9.0 9 34.1

+/-8.7 14 30.8+/-9.7 20 27.5 +/- 10.4 20 41.1

+/-9.1 20 27.3+/-6.3 27 27.04-3.0 30 68.0+/-13 30

67.7 +/-13.5 31 47.0 +/ - P3ABS 31 46.7 +/- 13.2 32

6/0.7 +/- 15.1 42 31.74-9.9 43 55.4 +/- 16.7 45 46.2

+[- 10.7. 69 WD 2006/ 056873 PCT/|B2005/ 003549 51

2(%".’*1?1}59;.”6‘9%% 11.0 +/- 10.0 57 26.0 +/-23.0 57 25.7

+/- 22.8 100 8.7+/-9.2 It is understood that the

exanRlL.esoand o&fhngi rent s described herein are for

iI[ustra?lve purposes only and that various

nodi fications or changes in |ight thereof will be

suggested to pﬁgsons s?illed ip the art and are to be

i ncl uded wi t hi NN purview 5 of this

application and th f tﬁ& appended cl ai ns. Al

publications, patents pat gNt applications cited

herein are hereby j

entirety for
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conmpound of Formul a |
P R’ |

or a pharmaceutically acceptable salt thereof; wherein:
X is N or C(R%);
R? is 2-pyridinyl or phenyl, said 2-pyridinyl or said phenyl may be optionally
substituted with one to three substituents independently selected from
10 the group consisting of:
hydrogen, halo, methyl, ethyl, CF3, methoxy, CH,F, CHF,, and CH;OH;
L is absent or methylene;
R? is selected from the group consisting of: 3-pyrrolidinyl, 4-piperidinyl, 3-
piperidinyl, and 2-morpholinyl; and
15 R* R, R®, and R’ are H; or three of R*, R®, R®, and R’ are H and one of R*, R’,
R®, and R’ is selected from the group consisting of: halo, methoxy, and a
C4-C3 alkyl.

2. The compound of claim 1, wherein X is C(R*), R? is phenyl, and R*, R®, R®, and R’
are H: or three of R*, R®, R®, and R” are H and one of R*, R®, R®, and R” is

20 selected from the group consisting of: halo, methoxy, and a C,-C3 alkyl.
3. The compound of claim 2, wherein R* R®, R® and R” are H, and R? is optionally
substituted with one or two substituents independently selected from the group
consisting of: hydrogen and fluoro.

4. The compound of claim 3, wherein R®is 3-pyrrolidinyl.

25 5. The compound of claim 4, wherein said compound or a pharmaceutically acceptable
salt thereof is selected from the group consisting of:



R2 RS X/ N R6 RT OL R3 5 or a pharnaceutically
acceptable salt thereof; wherein: Xis Nor C(R4); R
w0 20080873 di nyl or phenyl, said 2-pyridinyl orPGHIBR005/003549

phenyl may be optionally substituted with one to
three substituents independently selected from 10 the
group consisting of : hydrogen, halo, nethyl, ethyl,

ho ent or
Sy LTI M o S
of 1 3- [k T-@4- diﬂuwd phedy!)p3-(ryrroliginadyimeBoxypi Idndagileiy| , and

2- |
: h?g:epl@ L1.pyd- dlfl@%@@l)@(p Bévdm@ﬁm@tﬂ&yﬁ?l—é—@?fﬁzdg‘l orR5

R, - andOHD- -2 ToaPREUE ?WHHW%%V‘@P%B’&) -inPedng of
hal 0, nethEesdifiuwnephanyctpgBolaminkdsyimetBoxy)Fitd-ircdlergound of
C' aim iR)Ri?’Gr‘?Jnﬁ' :Ps_l%rdn&n @&%&tho&m ﬁ]d%%né(nd' and R4, RS,

, and R7 are
H and $Pel-)oir Crtoropseny =g (PVH RIS YiP%y) i'd "’é’é?qé%t ed from

t he group conS| sting of: halo, nmethoxy, and a Cl-C3

2 e B mpdiiia & RS Wier@ln ot A Bb B aSidbti o | 1

one or two substituents |ndependently sel ected from

the %«ﬁ'{iﬂg}g&% cI%H Epg/hgrfem J%%o%@ﬁhd%?g plfme{rMQEé%ceﬂlfl aéEQ&able

cofrpoun wher ei n rrolidiny

5. The S8bHBHIHE s?i?"tf‘éjlf%ﬁ”}ﬁhﬂ gr‘\%é?"é‘isﬂngs‘gl d conpound or a

phar maqewt-(2adifluorashe eyl B piperidis-alyimditivey)elvtindsrosel ect ed

fromthe [ 56873

borT | BpgOa SHBLEEN S EhiRe- Lo A

(R) - 1- (12pendidf (Pigeridh-doHeny 1 h-msiazgisir r ol i di n- 3- yI met hoxy)

- 1 H i nd@adifioro-phenyl)-3-(piperidin-4-yloxy)-1H-indazole;

S? Hill 5116(33-”? ufo!'ou;%;argyi (%r[])\énam § y(oQ%Hhohda%lQ 3-yl met hoxy)
- (2, 4- ditF1-(Rtugroprhemi ) (PBReidy Bryimteihokn-18-idagaiehoxy) - 1

H i ndaz(gj €)-1- (2-ﬂuorophenﬁl) -3- (p1§>erld|n -3- ylmethoxy) -1H- mdazole

g_ L_ I( nc‘gk b—&?eb‘ dn‘ll5oro pl%nylpg ~( |per|d(n%yylmgl\oxy dezoFE oo Xy) -

(S) - 1- ((8)-6)-tphdnyich-(Pippitim§yimeBrokyyitriodaizele.n- 3- yI met hoxy)
-1 Hindazole; (R)-1

hengl -3-(pyrrolidin-3-ylnethoxy)-1 Hindazole; and
(3} T @)GOIUF{DEUqu?@FTb%)H‘é‘ﬁSﬁ")RQS ?WWMYH| n- 2-yl oxy) -1
H i ndazgl e. 6. nd. of ¢laim3, wherein R3 is
4-%i perTrl?icﬁ\}‘POLo’rd gcapimngH?:fF'Hyer ¥ The conpound of
cl aim 6, vvhesrféi n sai d conpound or a pharmaceutically
accept abl e salt thereof is selected fromthe group
consi sting of:
()-1-(2,5-difluofo-phenyl)-3-(piperidin-3-yl nmethoxy)-1
H i ndazol e; (S
1- (3-fluoro-phenyl)-3 (piperidin-4-yloxy)-1
H i ndazol e;

;. 1Qphenyl NB- (pi peri di n-4-yl oxy)-1
H i ndazol e; \ /

10. The compound of claim 8, wherein said compound or a pharmaceutically acceptable
salt thereof is selected from the group consisting of:
(8)-(+)-1-(2,5-difluorophenyl)-3-(morpholin-2-ylmethoxy)-1H-indazole;
(8)-1-(2,6-difluoro-phenyl)-3-(morpholin-2-ylmethoxy)-1H-indazole;
(8)-(+)-1-(2,4-difluorophenyl)-3-(morpholin-2-ylmethoxy)-1H-indazole;
(8)-1-(3,4-difluoro-phenyl)-3-(morpholin-2-ylmethoxy)-1H-indazole;
(8)-(+)-1-(2-fluorophenyl)-3-(morpholin-2-ylmethoxy)-1H-indazole; and
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1- (2, 6-di fl uoro-phenyl)-3-(piperidin-4-yloxy)-1
H i ndazol e; 15

wQ@ 2(08/0568a3 f | uor o- phenyl ) - 3- (pi peri di n- 4- yl oxy) PAT/IB2005/003549

H i ndazol e;
()-1-(3-fluoro-phenyl)-3-(piperidin-3-yl net hoxy)-1
H i ndazol e; . o
|(+S|) m(j a)@%(éf-g-(mérld%h%’ oS-SR P& diddei8 - v ! met hoxy) -1
(S) 1- (2, 6-di fl uoro- phenyl) - 3- (pi peri di n- 3-yl met hoxy) -

d d"?@lq 2, wh R® is selected from the group consisting of: halo,
(SB1 Hf&l pﬁn lm W eg}nl dllsnSe ecfl rrrrg{n hoex%/) -p S
H-|ndai‘@ﬂ”%?"y2"('.7‘18C1 é lb#ound of claim3, wherein R3
is 2- n®phaptiomaty subsBtutedimith araengy dwnslibsiituenkscindep8ndentiesedscted

-L-R3 is Nk ggng@ f claims§,
wherein sa”ghﬁﬂnﬁﬁnl o?ggpgﬁﬁ naceuﬂPcally accept abl e
salt thereof is selected fromthe group consisting of:
2512, The compound of claim 11, wherein R®is 3- pyrrolldlnyl

(S)-(+)-1-(2, 5- dlfluorophenyl) 3- (nor phol i n- 2-yl net hox
y)-1 Hindazole; (S)-1
- (1. Ghalkidpooncoef gagmy2, Wwharefirseidphmbound 2+ g pireemnhgsxiigally acceptable
i nda R)-1-(2,5-diflyoro-phenyl)-5-fluoro-3-(pyrrolidin-3-yimethoxy)-1H-
(S)-(+) é%éjg?OHSé )]uordpogHieny) (%%?pﬁwrfh?b-¥Vﬁe°ﬁ%x
y)-1 H} 9ole; (S-1

- (3, 4-di fl uoro- phenyl ) -3-(nor phol i n-2-yl met hoxy) - 1

H ] | e: ,

(o B oy o1 g 7 3 BB % AR 0y 1

H i ndazol e; and 72 MD 2006/ 056873 PCT/|82005/003549

( 5)5 J]’l‘é co?np{oﬂ'n"d' &h:%dw Ha gv‘f%#e[ﬁ%l@i%bﬁbo@nd OPQSWIInaéeutlcally acceptable

sel ecfl é%tff}eEﬁﬁf lsﬂe(zérddﬂh'gp’cpgﬁ%y')&ff“ﬁﬁ’ %E}peﬂ% ko) yfbx‘ﬁ&ﬁﬁ% °|e
and a Cl-C3 alkyl; and R2 is optionally substituted

mTB ouﬁcy\@f c‘?‘a%% 'v&hﬂ%ﬁﬁ%é%%ﬁro egpt ly selected 5

rou consi st n and fluoro. 12.

Th%_co 3;691 Qtfnd%k @{hlm 61-leher\é\#ﬂeL-ff{la 13: R3 i's
3-pyrroli 13. The conpound of claim 12, wherein
sai d conpoun or a pharmaceutically acceptable salt
t hereof is
(R -1-(2,5-difl upro-phenyl)-5-fluoro-3-(pyrrolidin-3-y
| met hoxy) -1 H-(5 dazole. 10 14. The conpound of claim
11, wherein R3'I -Ri peridinyl or 3-piperidinyl. 15.
The conpound cl ai 4, wherein said conpound or a
pharnaceutlcal\%Qiif;ﬁ%hble salt thereof is

(2, 6-di fluoro\phenyl)-5-fl uoro-3-(piperidin-4-yl oxy)
-1 Hindazole. 16. The conmpound of claim 11, wherein
R3 is 2-norpholinyl. 17. The conpound of claim®6,

wWheg, ging conlapoﬁad bfsolalmJ 6,(Whereh dilld coﬂ:@oﬂr&i or ApRarmacatickly acdeptable
claim16 parnaceutlcally

accept a‘iﬂ1téher§°§fstse eﬁ%? &8’{“ g]eg%ué’ 1R c?'s’t'ag B fom the group

consi st (Sirg-(a6-difluoro-phenyl)-5-fluoro-3- -(morpholin-2-ylmethoxy)-1H-indazole;
(S)-1- (% )9- (5’ sfdlfM%%h@r%fMubro% (oMo ARy EREBAOHIiaZoly:
£

met hoxy { ﬂ dr@ ) ;ﬂ‘fé‘ﬁmer%' 12_-,1ﬂ%rp F-BoPhginBRENe Y- I-indetrl

-(2,5-d
xy)-1 Hindazal e; 20

(S)-(+) @i §§ Y fﬂq& {-gzwamgﬁbﬂplyhkmérpﬁénH%rwne%qo&wmmeézoré 2

-yl meth

19. The compound of claim 2, wherein R’ is selected from the group consisting of: halo,

methoxy, and a C4-C; alkyl; and
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and (S)-(+)-5-fluoro-|
-(2-fluorophenyl)-3-(norpholin-2-yl net hoxy)-1

woRioaessed e. 19. The conpound of claim 2, wherPCHIBRA0I/@3549

sel ected fromthe group consisting of: halo, nethoxy,
and a Cl-C3 al kyl; and 73 WD 2006/ 056873
PCT/I82005/003549 R2 is optionally substituted with
one or t|tu i.ndependen l.ected

Che or dt BNk et OH wh] SRE B Lnalodii e g egree
conpound ﬁsommearqnpwnsmmpfehwrd@sn prd #uofsi. per i di nyl or
3-piperidinyl. 21. The conpound of claim 18, wherein
sai d_conpound or Pharnacegtlcally acceptable 5 salt
t 178 &1 cqmpound Cée'la@a 4 WoRReintl 'ngr RSO .3ﬂneﬁejn>6f
4-fluoro-1-(2-fluoro-phenyl)-3-(piperidin-4-yloxy)-1

Hj.ndazol e:
1_2(12?%9 %orr%qurédroé pla me1n %7 lewerflnfsleug S?nap%n 8{ % Bharraaceuﬂca ))f acc%table
-1 H i redfisherestis selected from the group consisting of:

11(EL 4- ﬁﬂJotdm(szeJa)whw) =g ik ithi-0-yBxy) A HARAz8lEN- 4- Y| OXYy)
- in

(o o BBl ERgr 1P HRRPET AR 1 et ho
xy) - 1 H-{2edifitiotoegheayied-fiuogo-3-Bjpeddinttoxy)- 1H-indazole;
-(2-11 U(@f @(ﬁbaﬂwra pr?en@phm@&rb gl(ﬂpé’?ld%'—ﬂ]ﬁhgtﬂ&? ‘Iﬂ»lndazoll_\eg and

H i ndazo npound p
is 2- rm(usbf‘\Hqu%w(? f"?B" Phﬂﬁ‘é') %éfi‘ﬁ%ﬁ'ﬂ& Véﬁ‘etE‘?’%ﬂ Hhi-sgazole.

wherei n said conpound or a pharmaceutically acceptabl e
t
aﬂf gﬁ@ %g?do&p%\a 171Wh3refan (')Sr2 r-ngrp(m“nylphol i n-2-yl met ho
xy) 1 H indazole. 15 24.
1-432Thé b@ﬁ&ﬂﬁlﬁ(ﬂ)&la)m 8o, mbewsbréIcsmﬂoahhexabhalrm*a-béum&ﬂ,zaﬂceptable

or a p [ y tabl e . sal

R R R I R S T
L-tart rladiae01926 A nethod of treating attention deficit
hyperactivity disorder (ADHD) conprising
admnistering to a manmmal in need of such treatnment a
t % apﬁauvqrwpw Sfpirerdin-gulodH:dsaele: %R PRAEEAPEtATYacceptable
accordiggtefcl aim 1. 27. A nethod of treating a
di sorder or condition selected fromthe group
consi sting of: neuropathic pain, stress urinary
i nSont(Rflememendrikipiperdin-dojoxad Biiazola hdartratehi zophr eni a,
conprising admnistering to a mammal in need of such
treatment a therapeutically effective anpunt of a
c otfp SumRihed s Bpaiing @ﬁetnéiort‘l’eé'P'hﬁ‘yﬂera?U itpgsorder{alp g Fogprising
treat i nginfiiderbgy@h glamnaoinpeddsf Bchatainienss ieiapeltitaly affective
manmal . a therapeutically

ef fecti %/'ﬂo'“@ﬁ%% ?'fng?&g%g%oﬁ%rgﬂ%ggg@:or ding to claim1.
74 WD 2006/ 056873 PCT/ 1 B2005/ 003549 29. A nethod of

t r2ata Mghdd @fr%?h@ls@rd@%ﬁﬁcﬁibﬂ Gelasidn s thelgiduig c&re.sﬁng of:
manmal in n atrrentateraeuu:arpé

T T oot | YRR AR TS5S R T prEn et doprossion, a
( pi per i shhizeptwaniaprgpritinptaimidiatedigeto agnangmal in need of such treatment

phar mc@{ﬁ%n‘aﬁéjnl:éﬂy FEEM AR Bt 6 %chmbm%Ecordu?@to cfBim 1.

phar maceuti cal conposition conpri sing:
therapeutically effective anmount of a conpound of
acze nthétBod o trédtiag ﬂbr&mya’:l@éi canppibing a@biAtetitdt laynammal in need of

accept abtlcﬁ tr‘é‘a"%ent a therapeutically effective amount of a compound according to

claim 1.
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31. Crystalline
1- (2-fluorophenyl)-3-(piperidin-4-yloxy)-1 Hindazol e

wh2d0at056833 e. 32. The crystalline PCT/IB2005/003549

1- (2-fl uorophenyl)-3-(pi peridin-4-yloxy)-1 Hindazole
L-tartrate of claim31 having a X-ray powder
diffraction spectrumconprising the following 2- 10

thet.a val u j Ka iLakl-0n.
B TR B DR i g
or a phah ieai@entiadzaranputirabesiiesteameyntof {frsfiugrorhenyli-3 he
manuf agipfidin-adyloRy) ARG 22418 b a bpdmiabetidale adcaptable ekl therof.
attention deficit hyperactivity disorder. 34. The use

of a conpound of claim1l1l, or a pharmaceutically
agr dpthabeeeghitcompesitof comdrsingn t he manuf acture of a

medi canent  § o hbificdily 8RLIROAmAnt 8 dHofBaH o8 Bty claim 1
from the Fg’rﬁoup consi sting of: neuropathic pain,

st r essandrd REFHRPHERIE° ¥ cayieli ety, depression, and
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theta values + 0.1 measured using CuKo radiation: 13.2, 11.8, and 18.7.

33. The use of a compound of claim 1, or a pharmaceutically acceptable salt therof,
in the manufacture of a medicament for the treatment of atiention deficit

hyperactivity disorder.

34. The use of a compound of claim 1, or a pharmaceutically acceptable salt therof,
in the manufacture of a medicament for the treatment of a disease selected from
the group consisting of: neuropathic pain, stress urinary incontinence, anxiety, -

depression, and schizophrenia.

35. The use of a compound of claim 1, or a pharmaceutically acceptable salt therof,
in the manufacture of a medicament for the treatment of fibromyalgia.

36. The use of claim 35, wherein said compound is 1-(2-fluorophenyl)-3-(piperidin-4-
yloxy)-1H-indazole, or a pharmaceutically acceptable salt therof.
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