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SUBSTI TUTED- 3- SULFONYLI NDAZOLE DERI VATI VES AS
5- HYDROXYTRYPTAM NE- 6 LI GANDS BACKGROUND OF THE

WO DMERIT7CN Ser ot oni n (5- hydr oxyt rypt am ne) (5-PO¥/US2006/030965
receptors play a critical role in many physi ol ogi cal
and behavioral functions in humans and ani mals. These
functions are nedi ated through various 5-HT receptors
di stri buted throughout the body. There are now
approximately fifteen different human 5-HT receptor
subtypes that have been cloned, nmany with wel |l -defined
roles in humans. One of the nost recently identified
5-HT receptor subtypes is the 5-HT6 receptor, first
cloned fromrat tissue in 1993 (Monsma, F. J.; Shen,
Y.; ward, R P.; Hanblin, MW Mol ecul ar Pharnacol ogy

1993, 43uERAPrPAD-sa0LFONSEMBEOE DERIVATIES AbSsue
(Kohen, ™R, Metcalf, M _A . Rhan, N, Druck, T.;

Huebner, K. j (SWN&QMOEhem stry

1996, 66 47-56). The receptor is a Gprotein coupled
receptor (GPCR) positively coupled to adenyl ate
cyclase (Ruat, M; Traiffort, E.; Arrang, J-M;

Tar di vel - LaconbgACKGROURD, OFTHEHNMENTIBN Schwart z,

J-C. _Biochemcal Bio sear ch Conmunj cati ons

oS aSOHRT Bt oB) DN de-by Pt S ltealepie 1 many
pf@scziicbgma\r @ha beRavidtal faaeionalin n@ﬁawawcsaﬁitr@m TROED fuREtRAS are
med i Braybh G S8 TPes e crtit i randiont betgy nRiere are
nowépp@iienélly Iﬁﬂb@ﬁhlﬁbt@ﬁﬁﬂmrﬁ?’i BMT ﬂea?ptbeswtﬂﬁe% tRAt HavElbeen

roj ection Str| um nucl e accu
s, S e RS i s Sne P A gia b fcPoly ientiied
5RIT feceptblasibtypes idtheVB-HTE aedepvirCirst clondd frorhbétftfiglﬁg%lna 093
D. R, r ~D. o] ence

(e ) 55 Shfhoreivare R ynbln, M 1V ReF et maae ey

1998, 43; B-ECBB?T)m@bhéqdeuﬂyafn&nb@gTah\ ttssu@I'(Kcﬂ%tn Rf fl\maézﬂf M. A
n | ONsS IO va e SC 1 T1 t |

<AL B ol B RS GBS P e YT Nerodpervaly 1836, o6
47564l Tlmltaceptoofs a Geproteimejpupled rédfwt@f(GiHlDR))poeftlvely coupled to
adenylate cyclase (Ruat, M.; Traiffort, E.; Arrang, J-M.; Tardivel-Lacombe, L.; Diaz,
L.; Leurs, R.; Schwartz, J-C. Biochemical Biophysical Research Communications

1993, 193, 268-276). The receptor is found almost exclusively in the central nervous
system (CNS) areas both in rat and in human. In situ hybridization studies of the
5-HT6 receptor in rat brain using mRNA indicate principal localization in the areas of
5-HT projection including striatum, nucleus accumbens, olfactory tubercle, and
hippocampal formation (Ward, R. P.; Hamblin, M. W.; Lachowicz, J. E.; Hoffman, B.
J.; Sibley, D. R.; Dorsa, D. M. Neuroscience 1995, 64, 1105-1111).

There are many potential therapeutic uses for 5-HT6 ligands in humans
based on direct effects and on indications from available scientific studies. These
studies provided ianrmation including the localization of the receptor, the affinity of
ligands with known in vivo activity, and results obtained from various animal studies
conducted so far (Woolley, M. L.; Marsden, C. A,; Fone, K. C. F. Current Drug
Targets: CNS & Neurological Disorders 2004, 3(1), 59-79).
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ligands with known in vivo activity, and results

obt ai ned from various ani mal studi es conducted so far
w@ Ywolteyy M L.; Marsden, C. A ; Fone, K C. PFCT/US2006/030965

Current Drug Targets: CNS & Neurol ogi cal Di sorders

2004, 3(1), 59-79).0One therapeutic use of nodul ators

of 5-HT6 receptor function is in the enhancenent of

coghition and nenory in human di seases such as

Al zehaBkerdpeufid@sdbtodiMmelsSof BEHTE FRBHRF flrRtidisiif the
eﬂ@a ortaqt structures in the forebrain, including the

At QL EERMPN &) dﬁ%fea%%umﬁnérs&age%wm?@eﬂéhewaﬁw The

higrolet€ix of rRadbp@t udd iPintorant StARITGSRRKE foréiraife MRludindnHe
capg'%@ t| on Since these areas are known to play a vital

PURMRBIRPOFREBP AT (UCleUs aggymbess, ang castex "P_Qé?aé@?’éde for
théreceMofl HﬁhemM’ﬁ:md Mynﬂl@n slﬁce tl’qéb@fa\#%/arelﬁnowmé' B@S/’a Vital role

Mesti k Brai n Research

i PR §3erareh - AtieE P - kRIS, . IHGUSIebips YPa® Bends.

Labhfunsdyh RN Coueb I8, Nedrabr; M. fEﬂﬂﬁétﬁ(&WWB ABaM ﬁ@@@g&ﬁ edot, igaa
0€EsSSs, .

2o B HEP RS ot S B4 ek 1550 Besmhacs gt
traﬁsmihsuogra;xd bep&)ﬂédi ol coghitibh aww;&inegw cr119§&rss3<o%6(x7)soess,
1 t av sirate n
F RIS E b AR . ot TET SRIonT ek Bofin, Bl 6
Prgalrmammgye I1 299)| mp:qr 1587¢1 54de|S$udléB mml cfdn%ﬁsgjate@%ét@(known
t { nor nal | ne opam

-1 S aRie ouB bt At rstee g A As A o g vels in

thé fromial dovtekavithouiod g eding fevesnal npraainehating ddpaing, @dmﬂt €Phis
ands on

sef&!aﬁveir\é{ejgaetﬁ:n%pg&olcﬁirplcalﬁ&n%%p ltcP Q%P%Bl:yt g] mgfnory and cognmon
indiﬁ:aiesrﬁeoble@HTQW,ds DPRA (A LogribrZ®awson) Imal; Sdu@hes. Qf: L,

BB Yo AR Ao, 3B A Ak o memor
anlella@arhleg witR.a IhawrHsesative 8-HTL. an&:gbhet fount p&lﬂf/@éﬁécﬁﬁ@gers
0 A6 2 YBractRl S5O bRl B Res ke Y 20
68ap ddbee retemieiudids hnveaamdpmwmms finaigud Isé@ralnaowltrcbﬂw&immal
m@o@lse%cogh‘%ﬁ Fﬁb Er?etrﬁoqr'g %%Rl%%gl |(1 O%H\?%%CX gﬁcm&maﬁon fnodel
(KPGnM VK. SlQ‘ithFA NeWoofslyaMimac dbpltggm, 2084 Matsded) C. A9F0R84K. C.
F. AR rdehRdcorddy 2004, mf,qgg-’zog'anﬁ‘Wooley, M. L.; Marsden, C. A.;
Sleight, A. J.; Fone, K. C. F. Psychopharmacology, 2003, 170(4), 358-367) and in a
water maze model (Rogers, D. C.; Hagan, J. J. Psychopharmacology, 2001, 158(2),
114-119 and Foley, A. G.; Murphy, K. J.; Hirst, W. D.; Gallagher, H. C.: Hagan, J. J.;
Upton, N.; Walsh, F. S.; Regan, C. M. Neuropsychopharmacology 2004, 29(1), 93-
100).

A related therapeutic use for 5-HT ligands is the treatment of attention deficit
disorders (ADD, also known as Attention Deficit Hyperactivity Disorder or ADHD) in
both children and adults. Because 5-HT, antagonists enhance the activity of the
nigrostriatal dopamine pathway and because ADHD has been linked to abnormalities
in the caudate (Ernst, M; Zametkin, A. J.; Matochik, J. H.; Jons, P. A.; Cohen, R. M.
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Sleight, A J.; Fone, K. C F. Psychopharmacol ogy,
2003, 170(4), 358-367) and in a water maze nodel
w@ Rogees11 D. C ; Hagan, J. J. Psychophar macol opyT/US104/030965
158(2), 114-1 19 and Foley, A G ; Mrphy, K J.;
Hrst, W D.; Gllagher, H C; Hagan, J. J.; Upton,
N.; Walsh, F. S.; Regan, C. M Neuropsychophar macol ogy
2004, 29(1), 93- 100). A related therapeutic use for
Jobrril 6f Neéwgaswksndes! I0Be18(11 §abo@&1690Y), BxHiTe ahiagonidfdtientate
al so known as Attention Deficit
attﬁﬂ}tﬂz (gg'f:ﬁ\(?fstog%Déﬁsorder or ADHD) in both children and
adulBasly sBeliesaninikg thesafficityari ivaticuse@iN@ tigendsheittakridwn t y
of the rostriatal dopamn nd
ot G ol el Risrors A B R PP BEL I RS SR,

ligahdsniathe tvpatdenedikichizophredia;aniieprdssion. For Examglendozapine

(a8 o yoalanli e ben P St Eordhe SHiTeratdrtbpe.
Algtesevdrtl cde:eraiﬁidepreEaadty ha\twlmigleafﬁevtyafnr rtimen@cehler as well and
acfior piehourts 2 Blis Sl elemet O A et JEE ATRRRRIOSin
Pf@rrthxgsolo%ménctm)ewl@ﬂmm 4@5&19§3|4)1 the treat mlsnt of
?gn'%ﬂ?@e{jt?%egn @[‘%&%ﬁp@g it it .nggétte%{}r%i H’n%dﬁlé?o% Bfe
usaful inrthe yrefonent Imérr@veﬂientrcbsmqinrs inciudinioyemiepsy e‘iiears évier al
R&Jtlb&%sf gﬁo\hgﬁf’éﬁrﬁsgv%%a*ﬂa%’ﬁh }nQPo/é@{ é@dt yltZZ‘?-’rro& he

act as agoni Site
SL(pBIemmfhémPEnd Routlgliges K Bramidge, $’ MAniessl SRev Peos G.W.;

HiEEﬂNWWnQéW Hanlglle ok C(%g%?yl' 2800, 0y %ﬁ9N3%Q e $Ei

rther, recdent "Vi'vo st'udi es i'n Ya S indica
Brewp{TAs. Mn@m@tmum@péﬂu@"efago/omn%% 180@aAt T@ﬁHGde)

novenent e—fﬂ,{%%ﬂ%ltﬁs bHBHQE’t‘éﬁ%E b Rty n(a;fé\ﬁ@é‘corﬁpounds which

Rout | edg
ar@haﬁnh@foﬂh@@pem@@ggemm the treatnenppl 2 vanaty Qeqermaiamous
syﬁ%\'ﬂ bl@&‘a@rs r@latecﬁo%?a‘ﬁ@@ted By tﬁ\% 5- I-H%Zéce ?r ice, G
St é dhls apotheugp@ﬁt ofpthls wmeaﬁaqreto pgaw@ theammc m@tﬁqﬂs and

ph%%%%c‘féﬂcél%ﬁfb%‘sutn@ﬁs BOAITBORE RLU M B cdrt @ Adrvous system

disorders related to or affected by the 5-HT6 receptor.
It is a feature of this invention that the compounds provided may also be used
to further study and elucidate the 5-HT6 receptor.

SUMMARY OF THE INVENTION

The present invention provides a 3-sulfonylindazole compound of formula |

N
Rs—N'— (CR3R4)n—X SOz-RZ

)
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Therefore, it is an object of this invention to
provi de conpounds which are useful as therapeutic

w@ennst7in the treatnment of a variety of centredT/US2006/030965

nervous systemdi sorders related to or affected by the
5-HT6 receptor. It is another object of this invention
to provide therapeutic nethods and pharnmaceuti cal
conpositions useful for the treatnment of central

wheeeibous system di sorders related to or affected by the

SxIi6, BERRPERL,; chly, 'Cﬁ—gi é@abbﬁxﬁz &fNRBOS 1 nvention that

t he compounds prOVI may al so be used to further
sY P, & Nituci date the 5-HT6 receptor. SUMMARY OF THE
I Il ON The present invention provides a

3-sul fonyl i ndazol e conpound of fornula I (l)wherein X
|glsc§>ogan itegeriap |, L%, 5 arpwheyis EHdR or NRCO, Y i's

O iRdfRy of 112,908 5 56 findy s BRLITGGGENERI 2. 3
; nilis an I n
41 IEADINEIRRER, & 4 & oCPmhen ook 6. BTV @ GANRAT cger

0 rg.l S, NR CH2Y or CONR; R
ﬁ'gHéanAbpt'%n&r é‘b‘l’“mgﬂéé 1tuted al kyl roup; Rl is

0R1 l‘i’rH ar ay plkybw'%k Ayl oBhgleresryligEeuy ptlgn@ilyﬁueaféhted
%Is%étbbn%&bﬂﬂsﬁf&e%dalk &/b@alﬂﬂ QM brorﬁkﬁérloﬁryl grouP or an

stituted cl oal g het eroar

grouponﬂonaw w%wm -jo damamtiaredBicgoliones ieyclipingssystem

bi cy Cl‘\é\ﬁngJé N Aitbfydt ItH&brfdg@Qeaﬂ’é{oeéﬁtI%MII)}"&)rﬁ‘alanH0@0@‘3
t he bridgehead and optionally containi'ng 1,

addi t?%%”%@?@?%&%%?ﬁel%cé‘%ﬁ?r@d\' fQ 8PN, O or S R3 and
RRabfAd eaeke éé@ﬁﬁ@é&@lﬂéﬂmﬂy Hil or@h obfioRAlyl eBafitlived alky! group:;

%E%tncli l{;”a?ed egcl:hk%dependgredy H, or an alkyl, alkenyl, alkynyl, cycloalkyl,
cycloheteroalkyl, aryl or heteroaryl group each optionally substituted, or Rs
and Rs may be taken together with the atom to which they are attached to
form an optionally substituted 3- to 7-membered ring optionally containing
an additional heteroatom selected from O, N or S;

Ry is H, halogen, CN, ORs, CO;Ry, CONR1R;1, or an alkyl, alkenyl, alkynyl,
cycloalkyl, cycloheteroalkyl, aryl or heteroaryl group each optionally
substituted;

m is an integer of 1, 2 or 3;

Rs is H, COR;; or an alkyl, alkenyl, alkynyl, aryl or heteroaryl group each
optionally substituted;

Rq is H or a C4-Cealkyl, aryl or heteroaryl group each optionally substituted;

R10 and R4 are each independently H or an optionally substituted alkyl group;
and

Riz2 is an optionally substituted C;-Csalkyl, cycloalkyl, cycioheteroalkyl, aryl or
heteroaryl group; or

a stereoisomer thereof or a pharmaceutically acceptable salt thereof.
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R5 and R6 are each independently H, or an al kyl,
al kenyl, al kynyl, cycl oal kyl, cycl oheteroal kyl, aryl
w@eooheterparyl group each optionally substitutBCl/US00630965
and R6 nay be taken together with the atomto which
they are attached to forman optionally substituted 3-
to 7-menmbered ring optionally containing an additional
het eroatom sel ected from O, Nor S; R7 is H, halogen,
CN, TOR@resEDR RYENITDNAECORAYides methagsiay coadpositigs useful for the
I
N il e e i b e A T
thg rid@aecentort, 2 or 3; R8 is H, CO?lZ or an al kyl,
al kenyl , al kynyl, aryl or heteroaryl group each
optionally substituted RO is Hor a G -C 6al kyl, aryl
or heteroaryl roup each otlonall substituted; R10

and R1 1 arREER EIC QN QF THE INVENTIONonal | v
subgtit I
subﬂ"ﬁwﬁ’g‘g@wa”m% ”*B’gre%&“ ?‘j‘@@“’yéi‘f*g%@? B0 Y malgcular

clogingt lisrabiiby torking g widgy r@uge O%the@p@tl eRMBYAER USERd mwcimatry,
codplBd AFtAMS Wﬁglﬁl@é Hl)étrl%ﬁ?&ﬂh@t@ @raﬁﬁhés §tfr\ﬁfl§t95 s@hﬁcé’ﬁt?ﬁ@%t in

i nvention al so I‘OVI des net hods and conposi t

neyGempoungs Whisk af %@P&ﬁ@ﬁf iinteracting yith or 6ﬁfeCélé@1§ala|receptor

Sldiﬁfdéﬁﬂ@ﬁ(frhésér@ 'Ebﬁ'l SURED SInE&SBInadhd RIObf tﬂEfSQﬁ@FécEﬁf_tot e
HT6 receg ylsprAl LED DESCRI PTI ON OF THE |

YUAt. AR #an mole furctiorend cepteplt Gemeas maserand the
l|ke d'BdSItHaft eRd dyhpsh&swhish démdRstRde a'ﬂlrﬁjn@éﬁflhﬁ)yfol; fhel-pisa

e range o theé@? utic conp ounds used

recg;g R QB eSIHotye P B5 aptaéd ingke plydy ﬁbth§|5s't|m Feepior and
as ipotenkigl tbé@béuﬁlﬁé?geﬁfsl imntHefr @AM hO6T dehfaiHeridis &Y S8 in dhﬁbrders

forgg(%vg\g)%%u@ gi%amqlleaggid? d.? & e?sblCeur%fnt IOBltn?ornalﬁtlrllvrfle%tlg\;lgtttonalor
Drugs, 2001, 2(1):104-109, Pharma Press Ltd and Woolley, M. L.; Marsden, C. A.;
Fone, K. C. F. Current Drug Targets: CNS & Neufological Disorders 2004, 3(1), 59-
79.

Surprisingly, it has now been found that 3-sulfonylindazole compounds of
formula | demonstrate 5-HT6 receptor affinity along with significant receptor sub-type
selectivity. Advantageously, said formula | compounds are effective therapeutic
agents for the treatment of central nervous system (CNS) disorders associated with
or affected by the 5-HT6 receptor. Accordingly, the present invention provides a 3-
sulfonylindazole compound of formula |

Rs
RS_N— (CR3R4)n_X SOZ'RZ
XA
[ I
> /
R /\ N\
( 7)m R]

)

wherein
Xis O, §, NR, CH,, CH,Y, CH,Z, CO, CONR or NRCO;
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Significant efforts are being nmade to understand the
role of the 5-HT6 receptor in psychiatry, cognitive
waly®ioeoti on, nmotor function and control, nenoPYT/USMOE030965
and the like. To that end, conpounds which denonstrate
a binding affinity for the 5-HT6 receptor are
earnestly sought both as an aid in the study of the
5- HT6 receptor and as potential therapeutic agents in
t MdS O SA'MEMt of central nervous systemdisorders, for
exaple see C. Reavill and D. C. Rogers, Current
Qpinion in Investigational Drugs, 2001 , 2(1): 104-1
09,5 PREAMNEILESE 11 2.P 4ndiOVBUNERY IsGH2L. © Marsden, C.

Anis &9 Regefof € 2,13, 4&BIbF & AheXUS CTQZQ@@SOr NRED &
Neur ol o%}l cal D| sor der %004 Sé(% 59-

SOIAN VOGP 23 4. In 30T RADOBaki NR G 5 CONR;

3RS§H&%H¢M@§§IQA§Jb§ﬂUﬁ@l#ﬂ@$g@ﬁ formula | denonstrate
5-HI6 receptor aff|n| ?1? W|th si gni fi cant
liay %

r Be Bl 6F 28 A FhoLelY rogA KPR ERA R tipnally Austituted,
fRe mJérao;lmdh@rmgw%ﬂ@t@r zﬁkﬁﬁfy@l@blk}/leaiyhﬁrr [CE T2 gmpmran
for the tr t%%a raI nerégussst m k
di sor tRijcga ’é‘i‘ ”Pﬁm*é?rﬁ {CEHIGRy '"t'%’@ L stem
r eceph@rng é\wétbﬁﬂ awheybndgl@ae&u §ﬁ@6;§t|dnﬁr¥}eéﬁdtéﬁﬁln§f102loﬁ 8s
ailndazole @HE(?P f forrmlal ()
V\/nere? '9@'] pieroglonggse F ed7, cO CONR or
NREGhY R saréeadh indepdrdedtlyi 19, 65@n dptlbﬁaI@' smbst&[]teldl”d]l@ggnfofupif
1_2 4, 5 or 6 en IS ;N is an intege
TR 37 Re ¢ e3obegPaRRENIRE: & B 5ol aigeeh ol
i nt egeycldrfetéi'oalﬁyl dryl &r heterbargh@BuXehsch EptiohallyNRibsflide, ef Rs
S 0 naI J stitu
R 152 b7 Ay e G Bap P R Rahye Wi et AR
gr oupfoemcin mnibnaltyeddbytnteteb&i— itd PHneebered ring optionally containing
an additional heteroatom selected from O, N or S;

Rz is H, halogen, CN, ORg, CO,Ry, CONRoR;1, Or an alkyl, alkenyl, alkynyl,
cycloalkyl, cycloheteroalkyl, aryl or heteroaryl group each optionally
substituted;

m is an integer of 1, 2 or 3;

Rs is H, CORy; or an alkyl, alkenyl, alkynyl, aryl or heteroaryl group each
optionally substituted,;

Rq is H or a C;-Cealkyl, aryl or heteroaryl group each optionally substituted:;

R1o and R4 are each independently H or an optionally substituted alkyl group;
and

R12 is an optionally substituted C,-Cgalkyl, cycloalkyl, cycloheteroalkyl, aryl or
heteroaryl group; or

a stereoisomer thereof or a pharmaceutically acceptable salt thereof.
It is understood that the claims encompass all possible stereoisomers and
prodrugs. Moreover, unless stated otherwise, each alkyl, alkenyl, alkynyl, cycloalkyl

cycloheteroatkyl, aryl or heteroaryl group is contemplated as being optionally
substituted.
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R2 is an optionally substituted al kyl, cycl oal kyl,
aryl or heteroaryl group or an optionally substituted
w@20000218t menbered bicyclic or tricyclic ring BYEUS2U06/030965
having a N atom at the bridgehead and optionally
containing 1, 2 or 3 additional heteroatons selected
fromN, Oor S R3 and R4 are each independently H, or
an optionally substituted al kyl grou R5 and R6 are
eachni otdlepélydielhsﬁtyteﬁi maiety araYAleksH stﬁa'F adapith ONePPARR |

sugé‘cfftlg]eqﬁ’é Kthe SLfb?é’ﬁ uB rSﬂ&aWﬁWh ar@b‘é{hor%my B?és@h@%é&' beldrztd}

opti ona t ut ed be taken
mare géthose Cuﬁtematllh@r@ﬂ%ﬂﬂ'bmﬁfﬁedﬁlopﬂ‘@?t %lfr@agp? ied t

coﬁngf)m\ rocﬁé AR hYorSarRBEh Eéﬁlﬁéﬁrﬁis tb thilGen@iperred ri ng
contal ning an addi ti onal heterofa
strsetusm‘acévdlt)f peraistENay, absomptiony stekility or ey heRreh %éjhprqaﬁéty
Sp%?% ?&%&P&bh s‘%sﬁ’cﬂerﬂg Mudeﬂa@éﬁ'atorﬂé IWtf’ti&’k:yano
oal k cl ohet er oal or eroar gr oup
thleemmatsptcvwé@ IWd@éﬂs?'Mu'F%%@'th 3 Xé(nh?'ﬂ%"% 6%/”01
algﬁ rﬁno Rﬁﬁlk}?aﬁnom% Qlko%a@okw car@bmw&anoﬂ licpisHio,

er oar group each nﬁ)tl onal I y substit ute|

allgELpbiny], aiky BulRRGIV, SIS, GUMAMIGP N YAR R Ry
ben?sky, %@%e?&oyc@l& FaRY growdse p%&'&’ébllymﬁﬁjg%ﬁwhé yr lblNerr alkyl
an’ optional I'y substituted alkyl ou (g % ?
ormﬁr@f%ﬂxv)@r@{p@sunﬁ%@we@w@seﬁwiﬁﬂr VRIALY ot gy Pstitdents may
beCre b e VRt ad g Yar th@ﬁ)b@goﬁfg é"u@&tﬁ[x@aﬁé Yéprgséni®or entains an alkyl
st ereol soner thereof or ceyti cal | acc%)tlé\car%on

subglituentgEpy this mayibe 'ﬂﬁare?f [RF PReCEl HR
at@gﬁ OpRASSOIR D tdOS8bBh Btohhs h&% %m?@rbﬁly&miomrmmmgaoms

Al L%ﬁéadﬁé}%ﬁiﬁeﬁ%ﬁpﬂgﬁ Tt F88, Pt dnt chain and (Co-
C1») branched-chain (unless defined othervwse) monovalent saturated hydrocarbon
moiety. Examples of saturated hydrocarbon alkyl moieties include, but are not
limited to, chemical groups such as methyl, ethyl, n-propyl, isopropyl, n-butyl, tert-
butyl, isobutyl, sec-butyl; higher homologs such as n-pentyl, n-hexyl, and the like.
Specifically included within the definition of “alkyl” are those alkyl groups that are
optionally substituted. Suitable alkyl substitutions include, but are not limited to, CN,
OH, NRgRy4, halogen, phenyl, carbamoyl, carbonyl, alkoxy or aryloxy.

As used herein the term "haloalkyl" designates a C,Hzq+1 group having from
one to 2n+1 halogen atoms which may be the same or different. Examples of
haloalkyl groups include CF3, CH.CI, C,H3BrCl, CsHsF», or the like.

The term “halogen”, as used herein, designates fluorine, chlorine, bromine,
and iodine.

The term “alkenyl”, as used herein, refers to either a (C>-Cs) straight chain or
(C3-C4p) branched-chain monovalent hydrocarbon moiety containing at least one
double bond. Such hydrocarbon alkenyl moieties may be mono or polyunsaturated,
and may exist in the E or Z configurations. The compounds of this invention are
meant to include all possible E and Z configurations. Examples of mono or

polyunsaturated hydrocarbon alkenyl moieties include, but are not limited to,
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cycl oheteroal kyl, aryl or heteroaryl group is

contenpl ated as being optionally substituted. An
wo@pioronhl y substituted noiety nmay be substit uP€HUSZ0D6030965

one or nore substituents. The substituent groups,

whi ch are optionally present, nmay be one or nore of

those custonarily enployed in the devel opnent of

phar maceuti cal conmpounds or the nodification of such

chemﬁ:‘éﬂ@t‘éu?g%&hoaé by L@FFO%eH]Ieﬂsﬁ%r%f) EARLEST Q%drp\é'g glﬁ ci al

per Si stence, absorption or ~ ot he
butadignyp @r(pytadispudi 3, 4-@e@tﬁawpvle§-<bﬂ @Oéﬁ“@uhs@ﬂd higiardromologs,
isomdrBCdrigielal ogen atons, nitro, cyano, thiocyanato,
cyanato, h ydr oxyl , al k hal oal kyl , al koxy,
hal h@éﬁ%)@’d%'ﬁv'n@s L&Pﬁghpaﬁw refersiioz monegyichte bicyeliomy | |
tncyc??é lﬂ@éﬁcﬁf d@‘éﬁ?@)r sdﬁ%rrp&?ﬁ(/bben%é?%% d?éc,léYMnr}hQIety of 3-10

kyl suphiny kyl sul phonyl, carbanoyl, al kyl'am do,

carbqareé@mﬁ' Linis1e6 m&@wm@éﬁgyfled peiesSin G, carbent alomyaEe Jacatsd
mSIdeCar‘%L}?%é‘Mﬂ th@'riRY B?stenw A afthde 'ﬁﬁ%; POSi ﬂo@BﬂﬂE c%loél@’l’e r

y | ower " a groups. ess ot herw se
mmefgpmy b féwalenmollrmw theodaim@q [shemicabsitusturay Examples oknt .

cyclodi@ fi‘mﬂéﬂés%cl&&lﬂ? bﬁPér%gﬁit RAtSHRS Ehéd#i%ﬁﬁﬁ?ouw&ﬁ%t S or
contains an a substituent grou

CYClo R FYPT BRI SEERD ik YEISREB b SURIP e vclaliepethy!,

cyc!oﬁé@lﬁhyl RyeloRERP MoBriyR a8akRnln @p%[@@decﬁﬁyl €and homologs,
erabl y up to 4 carbon atonmns. used her ei n, the

isom ré'r%theap"i@y " includes both (Ci- ClO) strai ght chain and

( @3re t&]:?)cyblbﬁ@t@l‘t%ﬂw%l Wl %@Péﬁfﬁ Sedigidiaed d;ld?@svdmaﬂ@/) ring

val ent at ur at ed dr ocar bon noi ety rfrfp es of
e

systeTLFATANRY ' h aF %Ea&%%o PiyICHBIRY brdae e aae Wit are
selectt@tfrdm Nl, Dast 8 and eftRibMmAtorg4iANE Dne Welibid HoR! EXémpléW’bf'

the ol R BHEP R iR ah i R e b hefrhaie e

fouom@nrtgsamﬁer&a X BPRRY, 10 668 biytd iRig IHI6keth aptiohansubbRuent as
|on of "al kyl" are those al kyl groups that are

defm%‘i?‘?@\’? F'IDV substituted. Suitable al kyl substitutions
include, but are not limted to, CN, OH NRLOR1-1,
hal ogen, phenyl, carbanoyl, carbonyl, aIkQ}%]

aryl oxy~ usedJ_‘h@\r ein I;Lerm-ith I oa
desi gn?;@a Cnl—fgnﬁiR grouéx Vi ng(f om
A X
(j \(j ij N x>
kxl l\Xl ‘\X] KNJ ‘\/N>R’
Rl

The term "aryl", as used herein, refers to an aromatic carbocyclic moiety of up
to 20 carbon atoms, which may be a single ring (monocyclic) or multiple rings
(bicyclic, up to three rings) fused together or linked covalently. Any suitable ring
position of the aryl moiety may be covalently linked to the defined chemical structure.
Examples of aryl moieties include, but are not limited to, chemical groups such as
phenyl, 1-naphthyl, 2-naphthyl, biphenyl, anthryl, phenanthryl, fluoreny, indanyl,
biphenylenyl, acenaphthenyl, acenaphthylenyl, and the like.
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15

one to 2n+1 hal ogen atons which may be the sane or

di fferent. Exanples of hal oal kyl groups include CF3,
wW@@0217CRH3Br Cl 1C3H5F2, or the |ike. The ter nPCT/US2006/030965

"hal ogen", as used herein, designates fluorine,

chl orine, bromne, and iodine. The term "al kenyl", as

used herein, refers to either a (C2-C8) straight chain

or (C3-C 0) branched-chai n nonoval ent hydrocar bon

nDlTHfteytemmmmawg astused hsteindesighatdd an donwtic Setsocyclic ring

syst&ﬁl 32{?%? %e? lgglengge ﬁ(ﬂn% ?chgﬁyr rﬁﬁhﬁg Eﬂg? l%cychc up to

threecrm@s)gused fogather b?hlmkedrmpvznlmuty d?frefefabiy hategoarylds adr to 6-
t 1 L. ud | ] i bl ' '
o8R8 T8} o DAL TR RS b8 o

nltr(ajéneﬁWgenmmulfes wheodinithe, mtmgenaxr suiﬁmatd;m(a) aesjoptionally

oqu %eggpem ﬁﬁrog% g(?rv s§ 3% ngg)B%lWartF% %rdo Flgﬂfyémtfble ring
posaroﬁkwtrmmeeasrpér)yl n@;edy wep badbesigritly |@k<¢c1to4thpelﬁfl@@ﬂ ehepigal
strud %%T@FQ R étgrg%g A Hﬁ)?é?%g Telude xﬂear% hEBimiddaot erm

erein, Fef a nonocyclic,
hetdsmcyxbés sw,chtasﬁm)aol hophtos, epdrrobr pyigzale, invdagpley exazole,

cofBIRERR, BE R  AIE R, Thghd Shrd® s
pyridazns, tmneumdmmmadbenmaa@eobermwsam @enzﬁblamlggbenzofuran
ben%gém o%%néqxlggfﬁt%@eg E)ﬁb%cﬂ‘graﬂoéb%%ﬂfhl%hehg |P8¥|€| Rahkvd,
qumxhnem isequmhnacqujmazoh&mmoaahr@f pensl, oatheykenoi et i es

Iag Ck Ci’e‘ﬁ‘?pla&lgf tlfe’r & ct)E/] g%or{ﬁélgbérlgﬁgﬁcgcllc%ﬁmeﬁﬁ%n% ﬁ%‘?&ﬁ H&¥ing a
N atyo labmemygehqu(;amlyhally@ctam@(w et %gqﬂdltlonal heteroatoms
sel&éf&y ﬂ{&\%ﬁ\é'@&hé'm Md(éa' iR hﬁeoﬂe*iw as BQélB%tEbf her&qmﬂé YélIO\{(vmg

decan I sonmers,

rlngm@tqr@er wher@yb\rvda é&r@ar Ryamd las}s Hs@ @ntstiens salééﬁ'tgmttaés
de\ﬁn@d (dekbbRa: Kyl ring systemcontaining 1, 2 or 3

teroatons, which may be the sane or dlfferent
sel ected from N, Oor S and optionally containing one
doubl e bond. Exenpl ary of



the cycl oheteroal kyl ring systens included in the term

as designated herein are the follow ng rings wherein
WX2007928R , O or S and Ris H or an optional PCT/US2006/030965

substituent as defined hereinbelow The term"aryl",

as used herein, refers to an aromatic carbocyclic

noi ety of up to 20 carbon at ons, V\,hi ch may be a single

ring (monocyclic) or multiple rin (blcycllc up. .t oy

@iﬁm emiif@’ﬁﬁ[ h \amw:ﬁrm w@t Lmﬁ

covalently linked to the defi ned chenical struct ure
Exarrpl es of aryl noieties include, but are not
r ZNchem &H/&ﬁoupﬁp as F‘\, 1-fap _b [:
nmaht h)i —tTenQQTNam"ﬁr y i phenant —F 1 uo enyI
Yndanyl bttphenyl enyl , acenapht henyl , acenapht hyl enyl ,
h

and the |ike. The termX -.eroaryIN as here| N

W Iggv- \/a‘/%hgnatiﬁz ﬁﬁ?& emf QQLE%

(n s IRy '-nocyc 5 or iple rrﬂgs
(bicyclic, up to tht

2} rings) fused together or i nked
coval ently. Prgferablw heteroaryl is ap

menper ed 1ifg” The 1 aDJ_fr T/an};t \If)ur‘—
hat @ Wecte[g;/ﬁvrfrm ni t m/ e oxy\géTn Iék
r, Wae€rein the nitrogen or sulfur atorr(s) are

optlonally oxi di zed, or t he nitrogen atfq?)\ areN
W‘Qmall I n
&i@-ﬂbtmﬁiﬁﬁ?mt M?Tﬁggitl\ﬂf Fhe

defi ned chem ca structure Exanpl es of heteroaryl
m)i eti es include, but are not Illjed t o, he eroey R

s et e e s ST

adl azoI €; tr| azoI e pyrl d| ne, pyrimdine, pyrazine,

pyri dazi ne, | m dazol e, benzoxazol e, ber\}2| soxazol e,
Bt a@ﬂenz i ophefie?

t\thanJi%e enz&{/ t hi ome-&l ndol e,
i ndazol qulnollne |soqu|n8I|ne gui nazol i ne,

qui noxal i ne, purine, or the like. Exenplary of the 8-

to IBrencamymueds b tb'y%dh\'remtiom ate lirai{ed] todheserthaisare chenpically
feQQBIE%d%té\ﬂl@t réﬁ)ret Q g'[ r%ﬁsn%?%ﬂ%ﬂg‘reﬂgtdr%ﬂéﬁlé(s in the

contar ni t1onal tero
compounds descnbed above |s permrssrble only if such a combination results in a

stable or chemically feasible compound.

| LJ_

-7

Unless otherwise stated, structures depicted herein are also meant to include
all stereochemical forms of the structure; i.e., the R and S configurations for each
asymmetric center. Therefore, single stereochemical isomers as well as
enantiomeric and diastereomeric mixtures of the present compounds are within the
scope of the invention. Unless otherwise stated, structures depicted herein are also
meant to include compounds which differ only in the presence of one or more
isotopically enriched atoms. For example, compounds having the present structures
except for the replacement of a hydrogen by a deuterium or tritium, or the

replacement of a carbon by a "*C- or "C-enriched carbon are within the scope of this
invention.
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selected fromN, Oor Sincluded in the termas

desi gnated herein are the following ring systens
wob@re2rmiwis NRL, Oor S; and R is H or an opeT/o8ml6/030965

substituent as descri bed herei nbel ow. The conpounds of

this invention are limted to those that are

chem cally feasible and stable. Therefore, a

conmbi nation of substituents or variables in the

c onplenavpaesisral Bedorasmn investigremay bsicbheerted|ty salfs, such

oo AR R PP S bR Pt o
Sundaéqm sal‘ed/wthdvasea arg, dorsgixempliee aretaliselts, sotiude algl metal or
alk% n%re%?ﬁgur af?éltsff‘a 8% Ie %g@luﬁlh‘heggé’lﬂl’ﬁ or rqa?nesﬁltﬁesaﬁs ad?d

1 ons O r
salfShvdthedromeniasir ragloeganl@ammeh@tmhml mombmmes trigmongholings

plpgrncﬁr% r@%ﬁdlﬁ%aﬁgo% a&ut &F fnﬁﬁﬁél’t ﬂlﬁ%@%gﬁg FQ%rHEéIQ %thyl—tert-

€seé
butylnwbethyle rqinsdzmole)ets tr@tthw}r wbgwl gir gireethylptopplemines or a mono-, di-,

or t\ﬁﬁf& giﬁg}t@%lﬁggpﬁ{e fo?leagmg@%cgné Ogil Fﬂrlﬂfﬂgn&gfm@u NSrmal

resence 0 one or

salisguaywiitbaringre @ﬁrf«iarme@d Saits mhichraye usruitgblesfor @b@fﬁ@GﬁldSJa'
use%?qt%léhrk%nmeeéﬁﬂ%{/ey, ?&%&Hh@% R &Pl olbfn BIh;ﬁJrlflcatlon of free

acenent of a deuterium or
corppourtds or #piiri@meateudtally asaeabletsalis a_rceejsomcluded ‘The term

"ph%%@é?ftlb&i@%%cgﬁtégg ai @s W%éch hé‘re‘nh FefSq0 8alRf dérh/le& from

I nventi on e CO unds resent I nventi on may
orggsicandvrergaric @éldg avehsas, ifer qzarmoﬂec @relic, prapianie eaetic.ciric.y

tar%ﬁe %Q%@hlcef fcsmﬁﬁﬁ%%aﬁrﬁc h%ma e, chﬁ%ﬁﬁﬁﬁuﬁﬁ?chlonc

e salts Wth bases are, or exa
hydyabrognic, phesphesicanikigl sulfyge.anethaneguifanic reanizalenespiarig,

ber$RAhESulfdh®] tmbl%nﬁp%ﬁﬁﬂhor@&kﬁﬁ? LHASRRiIAREAGHH HBeptable

sal ts, or salts wt ambnli a or an organl ¢ am ne, such
acigs WheP grrsmpeand phﬁh@rqum@n cartaingiakasicinaiety. Salts may also be

formel e SigBRic aRd rﬂU?%amc Qésesobre?éréblil Q}N%ﬁ rithd ShRdT S oxafple,
exan{)tl e ethyl-tertbutyl

di i sopropyl -
soqipmelithim, or P?‘iaﬁﬂ%"% whep a&PWBPPﬂFY grtbﬁymm'%cor&amﬁa

car'ﬂi@i@;ﬂate Hiphendlic ridietysH siivar gty capkit 3foRfingltR&e addition
exanpl e nmono-, di- or triethanolamne. Internal salts

Sa'f?ay furthernore be forned. Salts which are unsuitable
f or Ceh@oBELot the @vention include esters, carbamates or other conventional

prodrug forms, which in general, are functional derivatives of the compounds of the
invention and which are readily converted to the inventive active moiety in vivo.
Correspondingly, the method of the invention embraces the treatment of the various
conditions described hereinabove with a compound of formula | or with a compound
which is not specifically disclosed but which, upon administration, converts to a
compound of formula [ in vivo. Also included are metabolites of the compounds of
the present invention defined as active species produced upon introduction of these

compounds into a biological system.

Preferred compounds of the invention are those compounds of formula |
wherein X is O, NR or CH..

11
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20

uses but which can be enpl oyed, for exanple, for the
isolation or purification of free conpounds or their

w@baroeceuti cal |y acceptable salts, are al so i PCT/usm®de/030965

The term "pharnmaceutically acceptable salt”, as used

herein, refers to salts derived from organi c and

i norgani ¢ acids such as, for exanple, acetic,

propionic, lactic, citric, tartaric, succinic,

f urfenotieer gnal pedfrefeakd ndropourala dethose fareduiec], copipolvadtis wherein
nis@ f,BOChIorlc hydr obrom ¢, phosphoric, nitric,

uric, nmethanesul fonic, napthal enesul fonic,

be rﬁﬂma@mrfadrﬂre thasel foremis Lcdroprunds edaepdio Rs if drosptionalind

b Y {
subShillieh 21 or KORLACEER ARl AGhAly BBl £ATRSMAENG o

alnsa sic nol ety ts may al so
bicyblic érarioystic fing Bysjelgramwmgai‘dl atqmma@hﬁlbﬂdg%lmsi angraptienally| y

con@.r@ash éTEFé‘ mﬂ&ﬁéﬁaﬁhetfep&at&ﬁ@@égﬁd BRI MY o it hi um or

I'S I nventlon contains
a d\éwrbmtqfea"eé comppwmdif ithe imgendion arethose epmapundsi &ifgrmula |

whe{}ﬁg 305 9hd &o [amj %9 %aéfchalﬁéggeh%ht@qll bPe ggrgﬂglu %}%ﬂgr

nvent i 0 ester carpbamat e . )
growmnf\mmeu mefgireg rcgmpggndsos those sMpRUNdS ofderauia | whgrein X is O

and R & i@f‘lﬁl‘hep@ro% ?espr%ferieg%oﬁ%@mé@gr% tﬁésé &ﬁnpounds of

invention an are rea converte
formiyie éwhenein Xda Qv@lﬁ“r%ﬁ'éd e ISrﬂaWhW' Cor r espondi ngI y, t he

et RghPihet Qfeh@&%ﬂﬁmg&%o%'ﬁ?cj?ecuﬁ%ﬁtf&ﬁ dré:eat ment of the

vari ous co tions scrib her el nabove with a

N, N-BlipeitinB-de-(f wrniihuswiisy)iFtndazat Snfiswaarapandramisenot
N-VRRREN-I20l ke HoRAR fhilanbbs SlfetniifRingdm ni str ati on.

converts to a ‘conpound in vivo. Al so

N.N-RisaiaddN-&-1s- %?@M'fpmé)s“dﬁ“qaﬁ@ TYiIoulIRINSf t he
{2- Qf(ﬁﬁ@mswfaﬂpm%aq&t-; z@hﬁgnﬁg i ve species produced

on introduction of ds into a biol ogical

N.NsDigpetiy - “H?eﬁeﬁphé'&b/'wﬁbﬂhHdénwoﬂré']?thﬁ(lﬁﬁ‘f"ﬂ%n are those
N- {%ﬁgﬁiﬂé’r\Q%ul@cﬁnﬁ)OFHanazdl Wﬂ%f@l}%ld&dr@péﬁanm% or

f her ounds is those
NN BRI N GRS AR S dpoLo sTigppdiamine;

N-{3-[3-(Phenylsulfonyl)-1H-indazol-5-yl]propyl}cyclopropanamine;
{3-[3-(Phenylsulfonyl)-1H-indazol-5-yl]propyl}amine;
{4-[3-(Phenylsulfonyl)-1H-indazol-5-yljbutyl}amine;
N-Methyl-N-{2-[3~(phenylsulfonyl)-1H-indazol-7-ylJethyl}amine;
N-[3-(1-Naphthylsuifonyl)-1H-indazol-5-yl]ethane-1,2-diamine;
N,N-Dimethyl-2-{[3-(phenylsulfonyl)- 1H-indazol-5-ylJoxy}ethanamine;
3-(Phenyisulfonyl)-5-(2-piperidin-1-ylethoxy)-1H-indazole;

-3-(1-Naphthylsulfonyl)-5-(2-pyrrolidin-1-ylethoxy)-1H-indazole;

N,N-Dimethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethanamine;
N-(2-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)cyclopentanamine;
5-(2-Morpholin-4-ylethoxy)-3-(1-naphthylsulfonyl)-1H-indazole;
N-Ethyl-N-methyl-2-{[3-(1-naphthyisulfonyl)-1H-indazol-5-yljoxy}ethanamine;
N-(2-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)butan-1-amine;
N~1~-[3-(1-Naphthylsuifonyl)-1H-indazol-5-yl]-beta-alaninamide;
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Al'so preferred are those forrmula | conmpounds wherein

R2 is an optionally substituted aryl or heteroaryl
w@e@ap21011 an optionally subtituted 8- to 13- mePGEDEH06/030965

bicyclic or tricyclic ring systemhaving a N atom at

t he bridgehead and optionally containing 1, 2 or 3

addi tional heteroatons selected fromN, Oor S. Mre

preferred conmpounds of the invention are those
N-Etbyipb {igrdehestyistibenyiit bd-indarmtSeilloxyetran@mined R5 and R6
th
N-@UE- BN ;gmfo%ggwﬁ%é%u B éx%th%r@é&ignpou% Lher group
N- (Qdiaﬁ]rbdanhtbﬁ%ﬂf@hw) ﬂd—irl@daaotairdllwy}@hﬂ)prwm-ahme group
ds of
N- Iéf)(fw?{l-@ 8- (P%ﬁﬁﬁ&l?ﬁfc&?lﬁﬂgﬂéj&o% ‘%ﬁﬁﬁﬁﬁﬁé SQ‘ﬁgpﬁ t gyl
N-M@H WL {[ﬁémla@lntévls'dtonmﬁbldudml afyl]onéetmn@nmeon are: N,
1 ws .ryegnygﬁqyﬂuﬁo@ PeRbbdS RS hisasazol - 5-y1 ]
WSUKPF{VD 3 (?—lehréh'yﬂytﬂth@ww W-indeZoledazol - 5- yl ] et hy
3- (é—hﬂ%é@h){lp (25 ?:mefféoxk/ l?]enr\]/ T‘%’W’% lglhyct'c_)-ZH ngl% zo[4, ?/-I ]
éﬂWId}ra'ﬁ-nOﬁ@ {2-[ 3- (Phenyl sulfonyl)

N Mdmé%%@zzo [3 ZT-M!a ;T)If})ﬁmqmﬁamdazol 5 Xl]%y} thanamine; | v

N- (8'({['%7 1}-I}iﬁplﬁ%ylsulfony 1)-1H-indazol- ~y|]oxy}ethyl)cyclopropanamme
1- (M%r&@er(z@b%%h%‘éhﬁ@@ﬁﬁ&nyﬂ)& 1206l8&Rin-1 - th SN HhiRySoRPT
1- (%TQQJCDP'F\%QZHQﬁ [erepbiyispiienyhyi-Copretiging L-gethordatibindgzgle;]

(2S)f33l'ﬂké{hbﬁﬂkﬁ‘-e-i[3 N- naphthylsulfonyl) 1H mdazol 5 i butane—1 2-diamine;
sul fonyO I'H i'ndazol tro ro anam n

(2- g1 C{-@hi/qgok(epsﬁél r(guqapetﬁylpylfopyl) 1 -lndazol 7-yl])c/)xy}e hyl)amme

N- (ﬁ{[@@ﬂ%ﬂkls@dey])ﬂ'l—plﬂMéz}o?-El)‘l]Sxy}ethyl[)cyclopentanamlne
but yl }ani ne;

3- ('fiﬁw{yf%)‘rm - S%'Jrc?l@%ghie&ﬁx?bﬁ%% zgﬁé. ndazol - 7-yl ] et hy
N-N1g@agLneg3- (phenylsulfonyl) 1H- mdazol 5-yl]oxy}ethanamme
N- Mg&&l-é\—#ﬂ nyl 9’ phenylsul%myl) TH- lndazol 7-yl]oxy¥et grtwahn?igg 1
1- Md;thyla (Bhthéulem{/I )-3- (Q@Jyﬁaﬁdurwlyféawg)-1 fithdpdpzol - 5-yl ] ox
1?%%&{%%@%% ﬁg%{%ﬂy hgr%}l) TH- |nd)azo|-7(—yl]oxy%thyl)%ethy}amme
(2 {{1-(3-Chlorobenzyl)-3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)ethylamine;
1-(3-Chlorobenzyl)-3-(phenylsulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
1-(3-Chlorobenzyl)-5-methoxy-3-(1-naphthylsulfonyi)-7-(2-piperidin-1 -ylethoxy)-1H-
indazole;
N-Methyl-2-{[3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-7-ylloxy}ethyl)ethylamine;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1 H-indazol-7-yljoxy}ethyl)methylamine;
N-Ethyl-2-{[3-(phenylsulfonyl)-1H-indazol-7-yljoxy}ethanamine;
N,N-Diethyl-2-{[3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
N-(2-{[3~(Phenylsulfonyl)-1H-indazol-7-yfJoxy}ethyl)butan-1-amine;
3-(Phenylsulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
3-(Phenylsulfonyl)-7-(2-piperidin-1 -ylethoxy)-1H-indazole;

13



10

15

20

25

30

3- (1- Napht hyl sul fonyl ) -5-(2-pyrrolidin-1-ylethoxy)-1H
I ndazol e;

woRME DR ITEL hyl - 2- {[ 3- (1- napht hyl sul f onyl ) - 1H | NPERUE2086/§30965

| ] oxy} et hanam ne;
N-(2-{[3-(1-Napht hyl sul fonyl)-1H i ndazol - 5-yl ] oxy} et hy
| ) cycl opent anam ne;

5-(2- I\/brphoI|n4erthoxzﬁ (1- napht hyl sul fonyl ) -
N N@lemwla%&neﬂethvla—ﬁymamthy@u 9nyl)21|-{ [relagal- yl]oxy}ethanamme

1- Mﬁ_ﬂ ol Fé& hylﬂg%h l #pw&m yi%w(A)Jy?)thﬁ&%T@m ne;
N-Etyl- M[ézfﬁe B=3r(1- bagj}tléﬂ pglm]%/ldmd@zolawu@ey}ethanamme
1'“%}%‘1?55?}5&%%‘??@ esihi en¥thbrdHH-Rdazaé 5-yl ] -beta-al a
3- (W@hﬂwls@fowlk?(@mmhdyuﬂMﬁtﬂqu) 1REngaI8Es| - 5- yl ] oxy}eth
N- Ef\FS/- n! g(é-rﬁaigﬁthxlsulfony y-1H- |r_> azlol_l|_7I yl]og%}gthagagﬂ r]]eoxy} ethyl ) pr
(2- {@ﬁaﬁ\lm wéfonyl) 1H lndazo| -ylJoxy}ethyl)amine;
(2- {["‘t*(%?Cr{ll:r%béﬂzgfﬂaﬁﬁ&&bﬂssﬁlrfa‘aﬂﬂﬁk/ﬁsu#dﬂiyl)nﬂamlaz&-wljo&y}xé}r@ﬂ)hy
) propan
pinrtiylamipe] [ 3- (1- napht hyl sul fonyl ) -i Hi ndazol - 5-yl ] oxy
(2- {I;\Leéé}?zgﬁ?" P%a hthylsulfonyl “ﬁ ))?%alJZIO| 5—yl]oxy}et l_elll)rnccalthylamme gl ] ox
(2- {V}%@Iﬁ’é{ﬁ&-‘ﬁ -ﬁgphtmylg;qgquylp 15- l(lqazol 5- oxy}ethyl)dlmethylamm
(2- {w@&@yh’ﬂ(‘ﬁ bbIRAYISdifohy1§-3 HRh ol Siylody e thl géthaxinel
N-Metiyl-2NEh-paphsm s gyt 1i-ndazg uioyistnanamieehoxy) - 1H- i
N, I\D@?@ﬁﬁnz -{[3-(1 naphthylsulfgnyg) 3j H- lndtaﬁol 7-yl oxy}ethana}n%une 11-1.3
i me ul fon
S-Flugrsrgdi- aaefpibv'ﬁwﬁ@w%zﬁ@wraywr f gﬁtﬁgﬁaﬁb&éme )
5-FNoPY- Q(%Eumm?lsu’;lfo’ﬁry()& (aafkdria- s-yletrry)-) HiddEzoaz ol - 5- vyl
N NSO P AErgi P AW o Rk T oSV PBRT T hy
(2- 5—5M6+@B‘Kﬂﬁ%ﬂﬁﬁ?l§lﬁfonyl) -1H- |ndazol-?—yl]oxy}ethyl)dlmethyI2am|ne g
or ohe i er [
B o b s eL - Php s el
(2- {{ﬂeaébhhwtﬁeuwlpss(i “haghthydsyionyiph Hdhdazbi- qubkmwa.l

ol e:
Fﬁ%ﬁl} éWéﬂe’r’lyl N~1~- [ 3- (1- napht hyl suf f onyl ) - 1Hi ndazol -
N- l\@eth}:b{[B-@ﬂ—aaﬂhtﬁylshllfﬂﬁyIMH u(u%zb[ 3-yA6:3aGoban-abeniny) ) - 3- ( 1

NSRBI AR e RS e S PR R ﬁ(}m

3-(tNapbihyBobonyt)es- (Qplpamnywﬂmd);imyh H-ibddiepyrrol i di n-
NGB 43 1 S ARATIeE i 1 ek B IRaAR PR AT, et
N, NrBieiny1+3e{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}propan-1-amine;
N-(3-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}propyl)butan-1-amine;
3-(1-Naphthylsulfonyl)-5-(3-pyrrolidin-1-ylpropoxy)-1H-indazole;
(2-{[5-Methoxy-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)methylamine;
(2-{[5-Methoxy-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)dimethylamine;
5-Methoxy-3-(1-naphthyisulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
5-Methoxy-3-(1-naphthylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-5-yljoxy}ethyl)ethylamine;
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N- Met hyl - 2-{[ 1- et hyl - 3- (phenyl sul fonyl ) - 1H-i ndazol - 7-
yl ] oxy} et hanam ne;

wdazdkoyht 3- (phenyl sul fonyl ) - 7-(2-pyrrolidi n- 1PCT/US2006/030965

-yl ethoxy)-1 H i ndazol e;

(2-{[ 1-(3-Cnhl orobenzyl ) -3-(phenyl sul fonyl)-1Hi ndazol -

7-yl ] oxy}et hyl) nmet hyl am ne;

(2-{[1-(3-Chl orobenzyl) - 3-(phenyl sul fonyl)-1H i ndazol -
(3-{[ T{3-Chivxojeriziy-B)(¢traphthpisniégnyl)-1H-indazol-7-ylloxy}propyl)-

C% t& ChI orobenzyl ) - 3- (phenyl sul fonyl )-7-(2-pyrrolidin-
€ Woxy) -1 Hindazol e;

1-(3 Emﬁeﬁﬁwgab(d nadh)hy&uﬁmyh)ekw-eyr(cmdmabhtprguogmpr;olqr,-
t

N- M%X&ﬁw fla{gr%y%ﬁﬁ 'ﬂ@ su'lng’%n&ﬁ) %@Proggggl 2 m)?l ] oxy} et

N, N{Dagtayti3ag3-(1-naphthylsulfony!)-1H-indazol-7-ylJoxy}propan-1-amine;

N- M%éy{ é’%ﬁﬁ%@} % ﬁ‘k})% )Jrl]gu]lfg n)hl{-[ ﬁ%&? é?l‘]’é)gy%wfér)an%ké' nda

N,N-T{ie Byl M[otmatlnywa (’Gmmthylmqtfhnylm lslumcmﬂlﬂ Ylaxy}ethanamine;

e ETRGR L e S BRS etlh Pz sy ey
anag) ne

N- Ef'g{\%g; Jﬁ;}xg 2 SRS AR b gsRR M amfing! 1 OXY

N,NNDié By 2-g1-ikibylya-Eundpbtyispifamyd ;- HirndekolB-ylpalehanemine bu
é—@f -Mléhrgﬁh[ﬁ faﬁrh{l'ﬁ%ﬁﬁyr*y@wq -PR%LA sl ifozyRHYBdpdhZ-mine;

1- Mam@méhyamhylsﬂgunyn-’z-(e pypolisin1 dathaxy) i Brindsapje; 1

3 [ﬂ%ﬂ%@“ﬁk‘gw@” ez P ProPY Iy | sul f onyl ) - 1H i nd

(2- {[azmethyl-gl-[q oag)}t@ylm&f@ayﬁ ﬁk:j lndazol -7-yl] oxy}ethyl)amme

N- E?M@t{ﬁyhr%gg%ﬁﬁgﬁw 150 Yitokyfpfopd 1-ahind; n- 1- y| et

N- |SNPEIPM13 ~{[3=(¢ fr@-phﬁwh’ylforyl)ﬁﬂ indprErlFyyiienyiPepam -amiendazol -

RO 1HE ndazol 5-ylloxy}propyl)cyclopentanamine;
N(%Z[ k@%ﬁ}’ﬁ ['sul"t’ony ' y]? y}p pg) a pyI et hoxy) 1H i
5- (%Mgﬁp@p@\ 4-y|propoxy) -3- (1 naphthylsul onyl) 1H-mdazole

N-(& %[é 1 N%Bhflﬂléhﬁb%ﬁ)om IndaZol G2y TR JpRddyH bytidpripfafane) - 1H-

(3 {[\3 @tﬂ«\%mwi’{l{'@nﬂi1Hdﬁq‘ﬁ49i75‘é/ll@fyb‘?f9P¥')ai‘?’P? ndazol - 7- yl ] oxy
{ [ 35!?31¥1nﬁaphthylsulfon )-1H- lndazgl Ff-yl%%xg}boultan -1-amine Chyl)

yl su [ Z oxy} et hy

N wmﬁéhy'ﬁzuq ﬁnaq@m@wfsmiéé%zwa)zotsswuww%n]a b

N- Eﬂﬁ\ﬁ\n :h |§é}drftwmlfbn94) i rs-yifoxyiduench einiye;) -

N,N- @Le{f[yt‘ré@a@y"api‘tf(&'iswﬁa'aﬂ)rHsh'@,q‘j'*F?'o‘%y'ﬂ%xy}ﬂlﬂ%?fé%”e '5-yl]o

N- Mé’ti\ﬂmhﬁlk ﬂﬁéwhﬁmlmﬂyl) r1] |t-i h|ndazo|l ? yl]oxy} N1|p_|r_opylgutani -aémmle

3- (iwé%twlpylg?zr&btqq%-%oﬂ@n 1-)¥lé>ustgxy)o n%ja | ndazo ylTo

3-(1-Naphthylsulfonyl)-5-(4-piperidin-1-ylbutoxy)-1H-indazole;

(4-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}butyl)amine;

(2-{[5-Fluoro-3-( 1-naphthylsulfonyl)-1H-indazol-7-yljoxy}ethyl)methylamine;

5-[(4-Methylpiperazin-1-yl)methyl}-3-(1-naphthyisulfonyl)-1H-indazole;

3-(1-Naphthylsulfonyl)-5-(piperazin-1-yimethyl)-1H-indazole;

N-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-yllmethyl}ethane-1,2-diamine;
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(2-{[1 -Benzyi-3-(1 -naphthyl sul fonyl)-1
Hi ndazol - 5-yl ] oxy} et hyl ) et hyl am ne;

woRdMBOINE 2- { [ 3- (1- napht hyl sul f onyl ) - 1H i ndaz oPETU§10DOX30965
y} et hanam ne;

N, N- D et hyl - 2- {[ 3- (1- napht hyl sul f onyl ) - 1Hi ndazol - 7-y
| ] oxy} et hanam ne;

5- Fl uor o- 3- ( 1- napht hyl sul fonyl)-7-(2-pyrrolidin-1-ylet
N-Maibyly3-3tH-napatwsudonyl)-1H-indazol-5-yilpropan-1-amine;

N N%‘rﬁ%t‘ﬁgl Q(Hagm%ﬁxhﬁﬂhﬁ%%l -HyifRitd-PRdich;n- 1-yl eth

N,N{Qinetbyle3- E%yﬁ-rzaqh[tfwisulfgﬁ%il:%-ﬂ(dﬁZﬂla”pWimW%fui‘ﬁanﬁ ) -1H i nd
N-E gﬁ? [r\ge't%*lbgﬁx}l ?a?ﬁf?lg ﬂﬁ'ﬁ/l) 1glum]g%znol -5- yI]ELc;_pIaR 1és;n3ine7 V1o
N- Isgy}agyl@[ﬁ)(dmmhﬁylsgﬁ@w@ -1H- mdazol 5-yl propan ~1-amine;

f L d |
N-ERRY] *ﬂ%(ét@g{[tb% Aag]ﬂ{hgrsﬁﬁ&rﬂyr)giwmgiﬂ%%]?g%gng ?/rlﬂn;ﬁe* n( azo
(2- {3mamaphw ulfgryhylH mﬂazphfm BetylIminExy} et hyl ) -
3 (1%{@1&@)%“@%65 N Eyrrohdhn 13'/1prop f> c;r';lylln)c‘aziollf| ndazol - 5-yl ] ox
N-Isppioppale-(1- na@mny@ulfonyl) -1H-indazol-5-yllbutan-1-amine;
3-(1! %u%ﬁﬂﬁ}-@@-b%’rél[d% {Jmaapbtdaghisony! ) - 1Hi ndazol
N- EEW 1pmnW¢)§$H|fPBHWb" “‘33‘1*3(29L PRt RMINS pr opoxy) - 1H
5-[(3- K‘/@ﬁgﬂi p?era§/|n -1- 3yl)methyél] -3- (1anaphthy|sulf||onyl) -1H- mdl_fl-zl-jendazol 5y
5-((3, S SUT BV ipiRRFazin-) MR- pC IR O R
N- Eh‘.yl&bli%. @Lhé{émﬁ’ylédlf%nw—1 AapE Aoy b Smbropah Jandite; ndazol - 5-yl
{4-] %N(”( g‘a?'ﬂtgylﬁli‘f%&)ﬁﬂ'h?p§%ﬂ'156’H9Pt)"}irPLnPndazoI 5-yl ] oxy} pr op
5- [1y(h)|\l%t¥'{ga|ﬁéraz?m le?eth lf -3- (1-naphthylsulfonyl) 1H-indazole;

sy

mﬁ’ Y S e R sufory - e St S iy R 2R3

G%n{lrﬁé I\/Et hoxy- 3- (1- napht hyl sul f onyI )-1H i ndazol - 7-yl ]
N,N?ﬁ%%h%lr{@qﬁ % ls_tj?fon)glgﬂil indazol- g] yli(rXetﬁoiy]}ethanamlne
5- {[t&R)mdlﬂémMpK)eydijlr@XM]ﬁiehﬂ})ﬁ(ﬁfﬁdhﬁﬁy&umifcnwl) 1H-indazole;
5- {[&%Wofmps gqﬁqﬁ‘p A [ Oy fouleGry YA i R dagbig; 1-v1 e
(3SHNME3- tﬂowypr&hfléulfmphﬂ Riyihgadol-6+yjjinpthgpyrqidime3-adhine; 1- yl et
REF G R sRunprivcezor S IBRVIBITRIRRSHOT 1. noa
N-[2<Dirfethyylidrnoiny Jettiviiyd-] tendphitamduifeny( )3t H-irdazole-5-carboxamide;
e T e
N- [:{—((—Blaﬂmplsalhmyt)yllﬂ-mﬁazﬁdl—GM]gﬂHta\-ylaﬂmiafmdgzI )-7-(3-pyrroli
N-[g—i(P—Njabp%glrs&?%}ﬁ)1'F&Hd59z§-alg§?]l-§-biperidin-1 -ylpropanamide;
N~3~,N~3~-Dimethyl-N-[3-(1-naphthylsulfonyl)- 1H-indazol-7-yl}-beta-alaninamide;
2-{[3-(Phenylsuifonyl)-1H-indazol-7-ylloxy}ethanamine;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-7-yl]-beta-alaninamide;
N-[3-(1-Naphthylsuifonyi)-1H-indazol-7-yllethane-1,2-diamine;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-6-yl]-3-piperidin-1-ylpropanamide;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-6-yllethane-1,2-diamine;
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N-Met hyl - 3-{[3- (1 -naphthyl sul fonyl)-1
H i ndazol - 7-yl ] oxy} propan-1 -am ne;
woRMDethyl - 3- {[ 3- (1- napht hyl sul f onyl ) - 1H i ndB@ZDUS200§030965
] oxy} propan-1-am ne; N-Methyl-2-{[1 -nmethyl-3-(1
-napht hyl sul fonyl )-1 H-i ndazol 5-yl ] oxy} et hanam ne;
N, N-Di net hyl -2-{[1 -nmethyl-3-(1 -naphthylsul fonyl)-1
H i ndazol - 5-yl ] oxy} et hanam ne;
N® N&-drthyliN-[8- (fendpHih@suifpdy!jretifinydazel-1-§1-beatekalayihamidepny| ) - 1

NN R 2 R DS B e e ST ndazol
3-(1-Naphtiyisufb eyl Réri2apipeeidin- 1-ylethoxy)-1H-indazole; fonyl )- 1H i nd
1azaoqh%'%4}¥8¥<§ &% #Xﬁgm ney?é&éo&??ﬁ ?ﬁ%ﬁyl - 3}/( 1
2-{[3- (ﬂathHrthstfdngl)-}AIl-b-mdlazhol-4-yl]oxy}ethanamme Chyl -3 (1
N T OB B e R i T Y
2-{[3H1- Nelarztbyleulfo[naL){m-maiadeépﬂipwe@uhamm\yl )-1
o L RASRP TR DRYRESI S bbb MR 1
N- mlbyeeswbpp@e(ana@wt hyl sul fonyl ) - 1H i ndazol - 5-yl ] oxy

}p{'ggggc‘?é"?"a@%}ﬁ? '?.BL napht hyl sul f onyl ) - 1H i ndazol - 5-yl

] oXy ppe epiedimend Rz ifean optionally substituted phenyl, naphthy! or

lmldél'étﬁla{zklgf %rl)yﬁlaﬂhéwlhé@ni%%éﬁtﬁé Rea) - 5-y!l 1 oxy} prop

5- (Isomlemmﬂinﬁerxt&:l@lrl@pom}qnaﬁy substityed alsul f onyl ) - 1
H 'IH%@E%éJrsen]h!? éétq‘n (1o ?Mpmtd?%ﬁﬁe‘r' bh@8¥iment m is 0.

H i ndazol propyl) opr opanam ne;
In oose{r[b@dmemﬁie Ianld;ﬂa@qe ﬁ@wyml,ﬂemﬂdswb/di oF CS-QWa]I"dky} pr opyl
| f
I"E'F‘]cgﬁ ot ﬁéot)rzg Efr Zj(lrﬁ]a]y benf?r%rgbf LS c%ﬂ'\}’érhoﬁal synthetic
metnoqias @ndmftrnguur plepdere-iseiaiontay IsspRTRHOR IEphiftes dn Senenses

thrdubRXYI VR repréd@hRGh (CR3R,), wh Rs, R, and n are as
" ub P naph? ﬁ{ﬂ”s?m fgn‘i)T\fl e:Lrl(?ll-nl n%lafo'n 5-vyl ]aoxy

deﬁpgq,{‘ngr,«pjr@bomqﬁ%ormu lat
N, N:&hsédmls cﬂfdrhﬁna( ﬂwﬁ@ahww@ by @8y be pldpardtfiagMistrrted in

screh trﬁ%v? Q/hﬂeyﬂ the-chigsprnaYYsufane: ispither sammeTsialis ayaible
or rﬁédub“'d@éﬁ?&di bﬁh@ﬁhéhoo%rﬁs%scnbed by M. Makosza and J. GOllnSkl in J.
hyl sul f on I) 4- yrrolldln 1- utox
Orgf_l_q% 25&& 4\6 1488- 14 4; ‘or by nta% ; Bernotas, Ry L, Y Mc eV|tt R,;
Yard\( Byhﬂ:@h& mphesdicanshs 2604, 44013pe4itdiaasgd oy b atrex Kiown
me# hods. ﬂeactlon of a sulfonylchioride 1 with sodium sulfite under basic conditions
followed by reaction with chloro-bromo-methane affords the chloromethylsulfone 2.
Reaction of 2 with a fluoronitrobenzene 3 under basic conditions gives the
benzylsulfonyl derivative 4. Compound 4 is reacted with the diol, HO-(CR3R;),-OH,
under basic conditions to give 5. Tosylation, followed by hydrogenation, of 5 gives
the aniline 6. Compound 6 is reacted with sodium nitrite in the presence of an acid to
give the indazole 7. Alkylation of the indazole 7 yields the alkylated tosylate
compound 8. Displacement of the tosyl groups of either of compounds 7 or 8 with
the appropriate amine then gives the desired compound of formula la. The reaction
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(4-{[3-(1 -Naphthyls ulfonyl)-1
H i ndazol - 5-yl ] oxy} butyl )am ne;
W@ 200§ 27 uor o- 3- (1- napht hyl sul f onyl ) - 1H i ndazpd'F/Us200¢/a30965
xy} et hyl ) met hyl am ne;
5-[ (4- Met hyl pi perazi n-1-yl ) net hyl ] - 3- (1- napht hyl sul f on
yl)-1 Hindazole; 3-(1
- Napht hyl sul fonyl) - 5-(piperazin-1 -ylnethyl)-1
is shpwp daSeiasme | wherein Ts represents p-toluenesulfonyl and Hal represents Ci,
Br OH{ [ 3- (1- Napht hyl sul fonyl ) - 1H-i ndazol - 5-yl ] met hyl } et ha

ne- 1, 2-di am ne; N- Met hyl -3-[3- (1 -napht hyl sul fonyl)-1
H i ndazol - 5-yl ] pr opan- 1_$Mé,sc !

N, N- Di et hyl - 4-[ 3- (1- napht hyl suh@g,nyl) 1H i ndazgl - 5-yl
]but an 0=S-R,
NS Hi\{akﬁ% §a*['%°<(1|{1a3rg1hnyélsu| ﬁé&ﬂ\'?xlml ol ~5-yI
]p opa

N Et hy%%—ﬁ@%&%gl [ 3- (2- napht hyi—suk*—onm)/ NYazol -
5-yl ] propan-1 -am ne; t-BuOK

N- I sopropyl - 3-[ 3- (1- napht hyl sul fonyl ) - 1H-i ndazol 5- yI]
propan~1 -am nep. EtﬁﬁRIN-rrethyl 4-[3-(1

- yl sul fonyl i ndazdl Ts6, ErNout aFsorZ= %1 ,%S Ry
iﬁ%&% - Napht hyl[ faonyl) - f———— 3(/
hd4azol - 5-yI ] gxy¥et h{Pyam F?a,zm@x,(vauc //

- Napht hyl sul fonyl') - 5z (3-pyrrol idin-1 -yl prdpyh)-1
H i ndazol e; N-| sopr opyl 4-[3-(1 -naphthyl sul fon$l) - 1
H- i ndazol - 5-yl ] but an @m ne;

3- ( 1- Napht hyiTsQ£ &SR pyrrol i di n- 1TsA U@ \X S Ra
' | e; R4-Hal

M -[3-(1- nap N;ulfonyl) 1H i ndazol 5/[/ rbﬁta

n-1 -am ne; (R7)m R,

5-1 (3- Met hyl pi pera2|n 1- yI)methyI] 3-(1- naphthylgsulfon
yl)-1 Hindazol e;

5-[(3, 5- D net hyl pi paiNggRp- 1-yl ) met hyl ] - 3- (1- napht hyl su
| fonyl) - 1H i ndazol ; 'IHNRsRs

N- Et hyl - 3-[ 3- (jﬁ napht hyl sul f onyl ) - 1H i ndazol - 5-yl ] prop

an-1 -am ne; 3-(1- Naphohyl squonyIiQ 1

H i ndazol - 5- yI ] bNt—yZ-p m fEsS-

5- [ 1- (4- Met hyl pi/per azi )ethyl] 3- (,1 T \ %ﬁ%

nyl)-1 Hindazole; N. NITi et hyl - N Rp-Cl

- napht hyl sul f onyl )(Rilz) [ ndHazoI 5-yl ] et hyl(}qe>t 1
R

, 2- di am ne; 1

N, N- Di met hyl - 2- {[ 3- (1- #8bht hy! sul fonyl ) - 1H- i ndéaol - 5-y

| ] met hoxy} et hanam ne;

5-{[(3R) - 3- Met hyl pi perazi n-1-yl ] met hyl } - 3- (1- napht hyl s
ul f mlaylylcqmpqmdggF fermula | wherein X is O and Rs and Rg are H (Ib), or

compounds of formula la, may be prepared by reacting the nitrobenzene derivative 9
with chioromethylsulfone 2, followed by hydrogenation to give the aniline 10. The
aniline10 is converted to the indazole derivative 11, as described hereinabove in
Scheme I. Alkylation or protection of the indazole 11 gives compound 12. Reaction
of 12 with sodium azide followed by reduction of the azido group yields the desired
primary amine lb. Alternatively, reaction of 11 or 12 with an amine, HNRsRs, gives

the compound of la. The reaction is shown in Scheme 1l wherein Hal represents Cl,
Bror .
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5-{[(3S)-3-Methyl pi perazin-1 -yl]nmethyl}-3-(1
- napht hyl sul fonyl)-1 Hindazol e;

w@ 3®8y~oN741 3- ( 1- Napht hyl sul fonyl ) - 1H i ndazol - 5- p¢T/D8100§/030965
}pyrrolidin-3-amne; (3R -1 -{[3-(1
- Napht hyl sul fonyl )-1
Hi ndazol - 5-yl ] net hyl } pyrrol i di n- 3-am ne;
N-[2- (D et hyl ami no) et hyl ] - 3- (1- napht hyl sul fonyl ) - 1Hi
ndazol e- 5- car boxami de; SCHEME il
2-{[5- Fl uor o- 3- (phenyl sul fonyl ) - 1Hi ndazol - 7-yl ] oxy} et
hanam ne; N-[3-(1 -Naphthylsulfonyl)-1

i ndazol n R,gblcHher a- al ani nami &

(1- Napht hyl sul f ofyIZOLH ?1 Bzol Lid<3- pi peridin
S Srop [\ RN e
~, Neg~ 2D||.gqid7(yl-l\l-[3 (1 thylsulfonyl)-ll—l-lndazo

yl]- bet a-al ani nam d&;)s

2 {5[ - (Phenyl sul fonyl ) - 1Hi @lazol - 7- yl ] oxy} et hanami ne;
N-[ 3- (1- Napht hyl sul fonyl ) - 1Hi ndazol - 7-yl ] - bet a- al ani n
am de; N-[3-(1-Naphthylsulfonyl)-1

H i ndazol - 7-yl ] et hane-1 , 2-di ani ne;
Nt hyl sul fonyl)-1Hj .ﬂ;azol 6-yl]-3-piperi dbn

Nsulfoﬁy[H) 1H i nda{>| 74\y

N3, N3-A#etiy| - N-[3-(1- na
%ST aqal'iml nam de; P
N, N- Di et hyl - 2- {[ 3- ( 1- napht ayl sul fonyl) - 1H rﬁﬁr&m 4Ry
| ] oxy} gt hanam ne; 3-(1 (Ib)

- Napht awr@;m onyl)-4-(2-pi peN @ingA, - y! et hoxy) - 1

H i ndazol e;

R; (1- Napht hyl sul fonyl ) - 4- (2-pyryol i di n-1-yl et hoxy) - 1H
| ndazol e, 2- % 3- (1- Napht hyl s%f nyl el

5 ‘I[Fﬂzoxy} et hanagj 4\'% 0=8-R,
LJB (1- napht hyl sul {H i ndazol - 6-yl ] ox

y} et handm

2-{[Ba)g1- Nahht hyl sul f onyl ) - 1(H-7)|m'{ az&i-G yl ] oxy} et hanam
ine; a S(Iq reoi somer thereof; @ phar maceutical | y
accept ab salt thereof. In one Fbodiment X is O In
one enbodinment nis 3. In one enbodi nrent R2 is an

i B> B g stiee By REPeiss R bR eeaggon gren
aminaidchyl 14 with either a fluoro-mtrobenzene 13 under basic conditions, or a
nitrophenol 15 under Mitsunobu conditions, to give the compound 16. Compound 16
is reacted with a chlorosulfone 2, followed by hydrogenation, to give the aniline 17.
Subsequent formation of the desired formula la indazoles is carried out as described
hereinabove in Schemes | and Ii. The reaction is shown in Scheme il wherein Hal

represents Cl, Bror |.
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In one enbodinent RL is H or optionally substituted
alkyl. I'n a further enbodinent mis O or 1. In another

wepod2atent mis 0. In one enbodi nent R5 and RBCEDS2006/030965

each i ndependently Hor G -C 4 al kyl. Conpounds of the
i nvention may be prepared using conventional synthetic
nmet hods and, if required, standard isolation or
separation techniques In Schemes | through VII bel ow,
Z represents the grouS¢HEMEM N wherein R3, R4 and n
are as defined hereinahpve for fornmula I. Cbnpounds of

Tf’{””' habel R o o v “%ﬁﬁm@wm“as

/IN b w wherein u}e
| I w-EbRpar ed usn(E% as Eﬁﬂﬁ@FﬁabEdRpé/ No,

(R7)nivakosza and J. Gol i nsKki Org. Chem, 1984, 49,
1488- 1494; or by Antane, S. ,16 Ber not as, R. , Li, Y.;
McDevitt, R ; Yan, Y Synt heti c Comuni cati ons 2004,
34(13), 2443-2449 nown net hods. Reaction
oﬁ‘\’ea sul f onyl chl ori de {:{ %totgﬁ'[l ngl um sul fite under

sic co. tiong fol kpwed by reaction with
t hane é”f?ﬁeﬁd%‘éq he chl or orret hyl sul f one

chIZrQ
2. z\%}on of 2 with a fluoronitrobenzene 3 under
[

basi ,Q,cg tions gives the benzyl sul fonyl derivative

AR7gonpound 4 is reacted with the diol,

HO-(CRSRA)n OH, under basic conditions to give 5.
Tosyl altyi | ! | oned by hydrogenation, of 5 gives the
an|I|n npound 6 is reacted with sodiumnitrite

in the présence of an acid to give the indazole 7.
Al kylation of the indazole 7 yields the alkyl ated
tosyl ate conpound 8. D spl acr\g%rent of the tosyl groups
ReoM ei t her & conpounds 7g with the appropriate
am neot hefr?rSng/es kheaidesi r ed \:Zo_rg)our@isqﬁ formula I a.

The r ni s—sttowm Th Schene | |n Ts represents
p-tol il fonyl and Hal represét N , Br or 1.
S NANQJ HCI (R, R,

(1a) (I1a)

Compounds of formula | wherein X is NR and R and Ry are H (Ib) or X is
NRCO and R and R, are H (Ic) may be prepared by reacting a nitroindazole 18 with
iodine to give the corresponding 3-iodoindazole 19; coupling 19 with a thiol 20,
followed by oxidation with a suitable oxidizing agent such as m-chloroperbenzoic acid
(mCPBA) to give the sulfone 21; reducing the nitro group of 21 with Sn/HC! or
SnCl,/HCI to obtain the corresponding amine 22; and either reacting 22 with the
amino aldehyde 23 under reductive amination conditions to afford the desired
compound of formula Ib, or coupling 22 with an amino acid 24 to give the desired
compound of formula ic. The reactions are shown in Scheme IV hereinbelow,

wherein Ac represents COCHa.
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Simlarly, conpounds of fornmula | wherein Xis O and
R5 and R6 are H (Ib), or conpounds of formula la, may

wheoopozpar ed by reacting the nitrobenzene deriREX/US®0G030965

wi th chl oronet hyl sul fone 2, followed by hydrogenation
to give the aniline 10. The anilinelOis converted to
the indazole derivative 11, as descri bed herei nabove
in Scheme | . Alkylation or protection of the indazole
11 gives conpound 12. B&HBEMBMV of 12 with sodi um azi de
fol l owed by reduction of thejazjdosgeQup yiel dsoike

desire (BN ne | {ernatjvely, r on of
11 @ 'Jm—an—am*rféz,f“ﬂﬂ ,—gves t P nd of
la. Thg reaction is sh Iﬂ-lSC]Z'DGrmPB,M { ei M Hal

repre , Br or §CHEI\/E Il Alternativel Y,
formul a | & conpounds rmy b#® repared by the Rkaction
of an am no al cohol 94w t h

fluoro-nit robenyz%zuég{ unter B%J @'Fc cowndié\l‘ onsy= sd?z a
nitr M t suno condeTT on ive the
conp%gﬁ(aZ FEH G4 FQ 16 fiBnlchd ct ed with a, L
chl orosul fone 2ol [ owed by hy rogenati gg, toigive
the aniline 17. Subsequent formation of the desired
formula |a indazol es |s carried out as descri'Bed
her ei nabove in Sch rLE S| 88q4 I1. The reaction is shown
in Schene |11l wheraei ZI €presents C, Br or |
.SCHEME 111 17 Na I\Ia2C(13 (ra) (I a) Compounds of
formula | wherein |s NRand Rand R are H (Ib) or X
i's NRCO aIE{dER amd R1 afe H (Ic) may be prepared by
reacting a°nitzdi-pgazeiseRais with iodine to give the
corresponding 3-io zole 19; coupling 19 with a
thiol 20, followed @xidation with a suitable
oxi di zi ng agent grigh a8 m chl or oper benzoi c acid

(lc)

Compounds of formula | wherein X is CH, and Rs and R¢ are other than H (id)
may be prepared by reacting the nitrobenzene compound 25 with the the
chloromethylsulfonyl compound 2 to obtain the intermediate 26; reducing the nitro
group of compound 26 to the corresponding amine and nitrosating said amine, as
described in Schemes Il and I, to form the desired compound of formuia Id wherein
R; is H and optionally alkylating said compound to obtain the desired compound of
formula Id wherein R, is other than H. The reactions are shown in Scheme V
hereinbelow, wherein Hal represents Cl, Bror l.
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(mCPBA) to give the sulfone 2 1; reducing the nitro
group of 21 with Sn/HO or SnCl2/HC to obtain the
weororespondi ng am ne 22; and either reacting 20CT$1906/030965
the am no al dehyde 23 under reductive am nation
conditions to afford the desired conmpound of fornula
I b, or coupling 22 with an amno acid 24 to give the
desi red conpound of for , The reactions are
shown in Schenme 1V her w\é\herei n Ac represents
COCH3. SCH IV Cul (1c) Cogpo s of fornula I
wher ei nswgimg CH2 and R5 andﬁ%@'\are other than H (Id)
may be préﬁ@ggd by g&@ﬁtc' ng t heRrglskhr obenzene conpound
25 wit h,tthe the chzorzon?el hyI,szdI fonyl conp@umd 2 to
obtain thaaynt ernediale 26: et Y sbifa—ri-re—8r oup
of corrpougd/ to the correspo am ne) Neh@, HCl
nitrosatig gmsaFd am ne, as deS(e’i).Lbeé in Schenes |l and
I11, to foggm the desired conpouesd of fornula Id
wherein RL is H and optionally al kyl ating said
conpound to obtain the desired conpound of fornula Id
wher eirgR'T°s ot her than H. The reagy;j ons are shown in
Schene V\herei nbel ow, wherein IEté‘I*Nfepresents a, Br or
| . SCHEMESRe4rd) (1 d) Compounds of dQrful a 1d wherein
R5 is Hqle) "he pghepared in alsi mr1§<52_pqanner by
protecti conpound 2g.wit hHéCx i < bl'e protecting
group su | t but yl oxycar bonyl ( . N
et hyl oxygar,bdhyl , net hyl oxycar bonyf* Benzyl (Bn)1
pht hal i m de, fl uorenyl met hyl car boffk ( Rpoc), acetyl,
benzoly, or the like to give the protected anm ne 28;
reacting c8fpound 28 with the chl or opmt hyl sul fonyl 2,
foll owed by reduction and nitrosati on as shown
her ei nabove in Schene V to obtain the protected
c onSaumupbudds afibrelprid wbetsimBs isd1 (Jevmay he perparedin a similar

me(\:n?wgpw Bpotgéting %Mrﬁpdﬁd 27 with a suitable protecting group such as t-
butyloxycarbonyl (BOC), ethyloxycarbonyl, methyloxycarbonyl, benzyi (Bn),

phthalimide, fluorenylmethylcarbonyl (Fmoc), acetyl, benzoly, or the like to give the
protected amine 28; reacting compound 28 with the chloromethylsulfonyl 2, followed
by reduction and nitrosation as shown hereinabove in Scheme V to obtain the
protected compound 29 and deprotecting to give the desired compound of formula le.

The reaction is shown in Scheme VI hereinbelow, wherein Hal represents Cl, Bror .
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The reaction is shown in Scheme VI hereinbel ow,

wherein Hal represents C 1Br or |.SCHEME VI Conpounds
wo@boofoeyrul a 1d may al so be prepared by coupl i nBCT/082006/030965

conpound 3 1 with an al kyne 32 usi ng Sonagashira

conditions to give the conpound 33; reducing 33 to the

fully saturated am ne 34; reacting 34 with NaNQ2 to

gi ve the indazole 35 and converting the hydroxyl group

to a leaving group and diSGHEMEM t he | eavi ng group

wi th an am ne, HNR5RG6, é)fgti onal I'y al kyl at i nggdche

riesy)t ant product trq\g\l'v € the desired cofipgund of

formula Id. The reactipns are1ghsoerian Schegmry] |

her ¢FR&e ow wher ei n TgeRRpepr esenes tosyl, thi'origgrand

I
Hal:Cy gpresentmoc@ , Brcor | . SGHRME:M | 34" e
Advat%t geousky—she f la | conpounds ofL.H N
i nveiffi o, are useful f be tseatomend of N
di séfdters rel ated to ¢®daffected by the5-fiP8 receptor
i ncl ugi ng motor, nood, personality, avi oral ,
psychiatric, cognitive, neurodegenerative, or the |like
di sorders, for exanple Al zhBi s di sease, deprotect
Par ki nson'rgdi%¥ase, attentidh deficit di sofder,
anxi ety, epi IN\epsy, depr essi on, obsessive cofpul sive
di sorder, sl ¢e®Rei sor d€rs, neurodegenerativeg di sorders

(such as h tra -Br stroke), feedRa.gNl_gi sorders

(such as anopéXy Npr bulima), schizophrenia, menory

| oss, disordey. sociated with wthdr avyéﬂRa'?ﬂn%n drug
2712

or nicotine }r'lnse’\Rq or the like or certig
gastroi ntestinal disorders such as irrit@bhe owel
syndrome. Accoflingly, the present inventtennprovides
a method for thi depBgiment of a di sorderrpf the
central nervousjsystemrelated to or affected by the
5-HT6 receptor I'n a patient in need thereqje)which
conpr i se@\pﬂovi ding said patient a therapeutically
effective qm%} of a conpound of fornmula I as
descri beg‘ (perel nel@ye. The conpounds may be provided
by oral OFf% teral admi nistration or in any conmmon
manner kno@]_ oMNe an effective adm nistration of a
c/~ag

t herapeuti ) éht to a patient in need thereof.
7)m R,

(le)

Compounds of formula Id may also be prepared by coupling the compound
5 31 with an alkyne 32 using Sonagashira conditions to give the compound 33;
reducing 33 to the fully saturated amine 34; reacting 34 with NaNO; to give the
indazole 35 and converting the hydroxyl group to a leaving group and displacing the
leaving group with an amine, HNRsRg, optionally alkylating the resultant product to
give the desired compound of formula Id. The reactions are shown in Scheme VI

10  hereinbelow wherein TsCl represents tosy! chloride and Hal represents Cl, Bror |.
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The term "providing" as used herein with respect to
provi di ng a conpound or substance enbraced by the
w0 poogfzi7on, designates either directly adm ni SPEY/USIP06/030965
such aconpound or substance, or admi nistering a
prodrug, derivative or anal og which fornms an
equi val ent anount of the conpound or substance within

the body. The inventiv |i ncl udes: a nethod for
the treatnent of schiz ' l a nethod for the
treatment of a di sease d%soci ated with a deficit in
nmenory, cognition, dhdChr, | earning or a cogniti
sorder such as the| ITE\N di sease or attentl
u

or daas-—(caaFmet ho he treat nent /
eI oprreﬁ

di ggrders s §Pait2z oplreieni a OR
Riﬁs N©, Frag||e X_syndro i snTorTHE | | e
®Het hod for the t,;dqjaerrrent(R%f behavi oral di sord f

e.g.31 anxi ety, depression, o0g; obsessive conpu “si ve

di sorder; a nethod for the treatnent of notion o4
nmot or disorders such as Parkinson's di sease or
epi | epsy; a nethod for the treat mpnt of a

neur odegeqer at i ve di sorder sucf~gs stroke or h@ad
trauma or(mwmmdramal from drug a 3Rm|on |nclud|ng%&%

Namidplctlre to Scal cohol r ot OFR:SUbSt a.lmiies 0fS0,-R,
\¢ ther sease orderHaass
vvrth or dtotpﬁNR'-;:Rsl—ﬂB re | mone”

enbodi n(em; tfhe present inventirm pr dvr des a rr&rt, od ‘R
for treatimg attention deficit disorders (ADD, also
known as Attention Deficit Hyperactfvity Di sorder &
ADHD) in both children and adults. Accordingly, in
this enbodi ment, the present invention provides a
method for treating attention deficit, di orders

peclPdYanBSRRISYG 1S 1oTTa bPRRBRINCE U B IMURTE SFE Rl o he
trlen‘rééft deena ﬂ%rﬂ@r@ rgl‘éfedttb er éﬁéﬁ@éd@%e@‘ HEG@é‘Ce@forﬁd‘d&rdmg

conditions |isted above |§6§ pref era
MRIEIPOd sREraonAlith Sghadersk P agrcoe%n"hvge stfadﬁ%*‘tf\yeé?ﬂ"e or
thet m{%rcﬁétﬁdéﬂscfélr bXarfplegiHeifera msbdise Olf’aralneﬁrﬁfp ﬂw@ds@fattentlon
formula | as descrlbed her ej nahov

g GReigPtaI . SpiaPsb e SR AR TS RYE AR TP
disdRders HETRGH SFRABRIvK bigvdefsqstich @heddf teaiimay er stroke), feeding

disorders (such as anorexia or bulimia), schizophrenia, memory loss, disorders

3R4

associated with withdrawal from drug or nicotine abuse, or the like or certain
gastrointestinal disorders such as irritable bowel syndrome. Accordingly, the present
invention provides a method for the treatment of a disorder of the central nervous
system related to or affected by the 5-HT6 receptor in a patient in need thereof which
comprises providing said patient a therapeutically effective amount of a compound of
formula | as described hereinabove. The compounds may be provided by oral or
parenteral administration or in any common manner known to be an effective
administration of a therapeutic agent to a patient in need thereof.

The term “providing” as used herein with respect to providing a compound or
substance embraced by the invention, designates either directly administering such a
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adm nistration of a therapeutic agent to a patient in
need thereof. The therapeutically effective anount
wWee@viozigdi i n the treatment of a specific CNS dPGDUSENG/030965
may vary according to the specific condition(s) being
treated, the size, age and response pattern of the
patient, the severity of the disorder, the judgment of
physi cian and the |ike. In general,

he attendi
o B SRR LBk T b e e e

formb @HtquNQﬂanf AmduBQ tHeédnghouRt F %%%e%@#ﬂ thé-badlyo 500
ﬂ‘? and effective amounts for %ar ent e

SyraedReag nsdgsoamaihad 6ﬂ@dc¢a¥ﬂpwgof schizophrenia;

a nﬁﬂ’tlﬁﬁcﬁtbaﬂieytre‘alﬂﬁéﬁt & aidcnse As$BHEd witi a fetitiBin rﬁérﬁ@r‘y‘ ce,
ounds . of the invention are provided

Cogilﬂtfﬂ”n?’g@@"r'?ﬁ@”}%@ TERANIIR diserdes SB‘F"E%%??B?'”}%érd&?PS‘? Ara

att@rﬁlbh defidit disstdbE afRstibd Rir tHREFRABNSTF delel6 @MBhIARYIS&ers such
ne. or_nore conventional pharmaceutical carriers

as 6?“‘@?8[%\‘% foyn’ %WF‘HP‘P@@Q"et)ﬁéy"ﬁf‘éﬁ%rﬁu"'ﬁmﬁ'ﬂ? the: a

mefHoaVbiiRe tr@amh@ftrmsahawcﬁald;wm% &1 ek @ébrééym{ bpes
an effective

oSS Ll R e L e i g T CEt
disbreless sueh @ Parkinsamediesduedir I’é@ﬂ‘épsy{ & hetHbyedE th@ﬁreraﬂhéi?t% a
oy GodHimB e HROHG A AR Bl NS HewaR o BBUGHA Tom drug
addidrt'@nemﬂudlﬁgldddwt@arﬂb rigotige, wmhmoeumgcahdsyarﬁseg @pémgmﬁgor
S. |
o R S B ey St S ECUBESH S
contrarie em@ooﬁkmsatam pré@etne mventionqnevitéHa me@rﬁod ﬁ@e treatmg
oG TSRS AEEL S R SR S
DisooiepouADBSID)in bothrohlldreh and adwiar tﬁadcﬁrd&@y)@l‘\ Wém?ocllIMQntt, the
pres Bl o R B8 AP F ¥Rt il Rt ey 2°
pediaidepatidrite salt thereof, and one or nore t
bl ent s
o BB RS RAPKE B0 i BB e
of g condiliansistell abqvha'r apetiant, prefergblyoio @dwmesn, said method
corﬁ’&%regg?&}ﬁuhigé hﬁyaﬁgrﬁea%&%bgut%gw L Sv@hSoliCSS compound of

carri
formula | as described hereinabove. The compounds may be provided by oral or

parenteral administration or in any common manner known to be an effective
administration of a therapeutic agent to a patient in need thereof.

The therapeutically effective amount provided in the treatment of a specific
CNS disorder may vary according to the specific condition(s) being treated, the size,
age and response pattern of the patient, the severity of the disorder, the judgment of
the attending physician and the like. In general, effective amounts for daily oral
administration may be about 0.01 to 1,000 mg/kg, preferably about 0.5 to 500 mg/kg
and effective amounts for parenteral administration may be about 0.1 to 100 mg/kg,
preferably about 0.5 to 50 mg/kg.

In actual practice, the compounds of the invention are provided by

administering the compound or a precursor thereof in a solid or liquid form, either
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conpati ble with the other ingredients in the

formul ati on and are biologically acceptable. The
we@eoeospontds of formula | nmay be adm ni stered orBCT/YSI06/030965

parenterally, neat, or in conbination with

conventional pharmaceutical carriers. Applicable solid

carriers can include one or nore substances that can

I . .

@l Sp B EPuon B8 BhRY AU INehttte| Fttrboouonlcorers o
excnprqutses‘&:oorduaglyjskhe bnelselmrlmentlarb brevidies amhegnacdutigal

co{ERhE len SRFRRSH 2R IBLELP bErepl b AEEH S b Bt
amMotmeompMdyofdoandheUasadﬂscmeed meyeiodbeve. . 1 n tablets,
the lﬁ gb oH%e%Q'tﬁQ nvbﬁtlan é%ges tcBm%oglﬂérﬁjé ?6%;{)]%“9”& least

t he comnpression
orprampmohnd) nfsfoerndlad,omwamhaemmceutrchlb’ apapiablersdlidhereof, and one or

g e e IRaP AR Bk foeBiToRiPank ! 1 P
coocmositiensinciude parmdoeuticst aoppesitianalfoi traatiph o ptmjtcdj!ng disease
e e i e
copepositirpsreerhyrisecpixtuenefegnepyinyare |¢9nnpwmdﬂ ofdormalia |- ow

mel t lh %&t%’éﬁ?‘oo@ﬂﬁeﬂt? Mhé ?ﬁ%?t?t{&erefafe%' t? %pmlpesﬁgﬁst @dn‘i‘pnsmg at

a conpound o provi ded
Ie@Bt@natcegvaundwgf fpawleﬂ crr@rnharrawe@lhcailuuaca@wtéblﬁ@alt thereof, and

orRESH RrE IR it aﬁ%@eﬁ} ééllﬁ/ A EQR ik A4t <C BkdibiBRE GdliubRtsYSReh

I'n preparing so ons, suspensi ons, emul sions, syrups
cosmpsiions Bresprefrared i a¢apedaneg wdthiaspeptelln pharmeRcestitaled or

pr%&@b‘?ﬁ@@ qﬁ’hdrﬂa@etﬂi&@fﬂ@&%lﬂfab%@éﬂer@%%‘:?@ E&ribisAHhthre

carrier such an or?anl c solvent, a mxture
coptpasiblervithghe a’ﬂ"rﬁﬁ mﬁ%@m}ﬁ incthpe fer ”&’@é'@ﬁtaéglaée Biologisally at .
ac-EBStableqU' d carrier can contain other sui tabl e

phar maceutical additives such as, for exanp

sol ub ¢grepayinds of fosnplad maay Qﬁﬂcff@F‘@ter‘iﬁ @@@Y 9&?@@@@“'% neat,

orSM‘@%SMﬁﬁéw with 8¥R/ehfiéhaA PR ace SitaPEIHERY A@ﬂﬁéﬁb‘fe solid carriers
hi ckeni ng agents, colors, viscosity regulators,

Casf‘t'ﬁﬁi“lje? ore o 'FPresuibstanegtinat eansalswastEslaNornAgANS Iupricants,
sdlbisiizert, @asidnaIng dgehtsOfifdrs, YNdarar RfippEssiorPslad, Hirkder S kAL
dl'lslntegraotllng agents, or encapsulating materials. In powders, the carrier is a finely
divided solid that is in admixture with the finely divided active ingredient. In tablets,
the active ingredient is mixed with a carrier having the necessary compression
properties in suitable proportions and compacted in the shape and size desired. The
powders and tabiets preferably contain up to 99% of the active ingredient. Suitable
solid carriers include, for example, calcium phosphate, magnesium stearate, talc,
sugars, lactose, dextrin, starch, gelatin, cellulose, methyl cellulose, sodium
carboxymethyl cellulose, polyvinylpyrrolidine, low melting waxes and ion exchange
resins.

In certain embodiments, a compound of formula | is provided in a

disintegrating tablet formulation suitable for pediatric administration.
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water (particularly containing additives as above,
e.g. cellulose derivatives, preferably sodi um
w@e aroboxymet hyl cel | ul ose sol ution), al cohols (PODUSIH0EE0965
nonohydri c al cohol s and pol yhydric al cohols e.g.
gl ycols) and their derivatives, and oils (e.qg.
fractionated coconut oil and arachis oil). For
parenteral adminjstration, the carrier can also be an
oi | Liauighcarriars san he Usadhipiprenasag soliens, Susnessipns, emulsions,

ser§ éﬁd airs. Fhehbhiv ihhralier &RAdd &és%l\%rdeorléﬁggedd‘éd% grile

id formconpositions for parenteral
phadm@icwt@@ma@%ﬁtabﬁi@um GRIIES seglh B wateroan pigagissejveat a

muﬁ&@'ﬁﬁ%bﬁh‘ ens pﬁ%é&@uﬁl@ll@ﬁ&%ﬁfa%% EYSHTAC ArHRQRuR caplidh@an
har maceutical [y acceptable propellant. In certain

COFE% SisnsHitable ahqifm?GP'd\t'Cﬁh%ﬁdﬁﬁ(éé gbehas, Teraaawie isalybilizers,

emgrs@.\érsd sdraBesRbdvaied, SRERMRH, MAToriny ég@htsabusepeh%ﬁ agents,
ped iatric administration. In other enbodi nents

th'qkpalng GoeBlfpeierei Brrosily reodiatqip Sé?b"s'ﬁ'ﬁisp@’r%ﬁ“&ﬂeglﬂfaéﬂfﬁ d

Suibdh BRERdIES 6alquREPRSS tdrons ahB %br@ﬁ&aﬁéoﬁﬁ.hisﬁami iHEILAOS
or suspenst ons can be adm ni stered , for exanp

I'e
waieh{Ratieidarly ontaining adgilies @smeaye. &9- §§ oReaPRIBEL VS, preferably

sodumh%@tuoszpmeﬂye&énm@s@ 8bitidrO NBcaR moﬁmu@%é}%ﬂﬁh%@bﬁas
ani nt r avenousl CO ositions for or nistrati on

awyf@@'ﬂpﬁ'@mﬁérg |QIY&9&sbafaﬁth§t5|dﬁavatw$nan¢rféls EdEpHRAtigaated

codsdhuf & &l éfabh@BN’) breyr @Qﬂ@nf@réﬂa@ﬁﬁﬁist”rﬁ@haihb)baﬁfer‘éQ@ aR8lbkYan
rm of convent i on %osn tor

O”ya‘iﬁtr‘?rrﬁugl‘ raételt"é’ﬁo'ﬁ9t9| N iseRaeRy ”UF'S*? r%tsweﬁewpaaarr iers are used
in stéﬁlé\h@dnd m“rnﬁfonltumjlﬂtfaﬁ% fr b@t%ntér&]%d@rﬂﬁ@@étmts T(lefe ligQiiraakrier For
ornul.ated into an agueous or, partia aqueous
P"eﬁaﬁ"&eg&ﬁm%ﬂ'w @arPs *P?é?ﬂeaé%ﬁvgr%@abanprtoﬂaerfpgﬁmaﬂeuaﬁﬂy
acmtahmabropﬂm]t conpounds of fornmula | can al so be
ansder IA t hr e use of a
AR PR RRRE A P, iUl PO Aepvided
whemirr $aid cd)rlnabsmcm i Baitdbld imr bh@amebumlgﬁd’(bﬁ untlothks
e skin ivery of the

to
em@g@me?’ o?“e '{?éj{ e?ﬁ”&DOgB'QB sp? F’HHP °ﬁ§%sﬁeﬂ§'051 ood stream
vi alighil pHarmaceéliiealcampbsitiorsathat sl eteriny selutidde ror elisfcPEihs

car'? H& Pdﬁﬁns%r%@% %ngaorﬁp é rlrr?tpgn‘ﬁ’us u%s’r,t iﬁtsrépegi%nsé’al grns%bcutaneous
mjectlon Sterile solutions can also be administered intravenously. Compositions for
oral administration can be in either liquid or solid form.

The compounds of formula | may be administered rectally or vaginally in the
form of a conventional suppository. For administration by intranasal or intrabronchial
inhalation or insufflation, the compounds of formula | can be formulated into an
aqueous or partially aqueous solution, which can then be utilized in the form of an
aerosol. The compounds of formula | can also be administered transdermally
through the use of a transdermal patch containing the active compound and a carrier
that is inert to the active compound, is non-toxic to the skin, and allows delivery of the
agent for systemic absorption into the blood stream via the skin. The carrier can take
any number of forms such as creams and ointments, pastes, gels, and occlusive

devices. The creams and ointments can be viscous liguid or semisolid emulsions of
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devi ces. The creans and oi ntnments can be vi scous

liquid or sem solid enul sions ofeither the
w@edoziozmrTnat er or water-in-oil type. Pastes conpeT/Bsm06630965

absorptive powders dispersed in petrol eum or

hydr ophi |l i c petrol eum contai ning the active ingredient

can also be suitable. A variety of occlusive devices

can be used to release the active ingredient into the

either SiscPikinTveaipn GuvHeras-of tyenifnsiarcanrsisad phakasentive penHer
dlsﬁergﬁﬁrb@ﬂo‘euﬁpm RidPdphictoRBoRGk cHRtdiMag B &ﬁi‘v}e WMatddictt can

W t hout carrier or a matri x contalnln he active

alsp g ﬁ%ﬁ%t A veriehy of Becusiie dRvicgs ¢Pe 88 Ugpe t%‘?&ﬁﬁe ithe aqtive

ingtedicit MR bl@’dcﬁétﬁéraﬁbé%htd%% Wb@ﬁ%@lﬂ)@ HBMbFEPERATérirg
is in unit dosage form as tablets, capsules,

resgy@il SPaaINiRg e e mgr@éﬁ@hvyiﬂbﬁrswﬁm pSPHIRE, O & AATiKes,

cor@élnlﬁg Fﬁﬁ@§d:ttv@"ﬁlg?§dler||tn CHEMbCLRERNE delites SrEI@RIWhI 9 thel IBerature.
sub-di vi d in unit dose contaijni n% pro

quaﬁqu%r?eaz tlae PR3 BagRYCRECAMRASEIN & uwtﬁesgszﬁ i%"ao%agaes
tabfe®y, RBpSiAds, k@@waa%kﬁg@ﬁ)ngomsgémélomamuisﬁ&nse &flkes, or
packet ed vi al s, oul es, f| I g rin
SURPP%‘H@%&E P%W ﬁh%ﬁomP%ﬁ%s Stpgi t'” HBE a%éy '”9
apprapridie quittities ¥aIhel Rtiveling RaRL; eh@umt addagk rﬁmm&aiaﬁq be?f it
er o Suc coO oSsiI Ul

paqh 0 RS R oF TN T A At POUAFL. BRRoETPOUoS RIE
syridljedl of sagpety tbnedi miﬁ@rqﬂikﬂsfl Thep{)r@t}/ddiage fd?ma:ghgirdewﬂb;(imeblb, a

va is bein , "
casile s dtet e e i HeRP 2bProRTaE bR O Sy seimdoaions
in jelokagepiprmt he state of the patient, ht he matn_ner of

d In_thera i C ,

oot e e Sy HRGeh B or  foPou &S rtte Leravived f =
patjzat idintars dégedinggupon evhahisdmirdy ddnoinistefednhapirpbée of the
ot 8 B A DA L e
adlammlmtloractmqlum ket dn Aimrapmltlcabpﬁdaltlsns s:ompounds of formula [ are
provblgs rt@B%%Elérﬁ%luhgrlnleﬁ%%% ﬁdlﬁ&? tﬂm arb%maléré &Uﬁlﬁle{lﬁtg treat or at

osa e
leasfr mmmea(bfheasysmm& ofche aermlmmsancbts cuntjlieatianse lAy amount

0o O Bl B 02 RioBA RN e PR sy eS8
Pfeé@élswmlﬁ edpedezagedo be ugedn thi dreptmeénd of a siéaific case must be
subjectively determined by the attending physician. The variables involved include
the specific condition and the size, age, and response pattern of the patient. The
treatment of substance abuse follows the same method of subjective drug
administration under the guidance of the attending physician. Generally, a starting
dose is about 5 mg per day with gradual increase in the daily dose to about 150 mg
per day, to provide the desired dosage level in the patient.

In certain embodiments, the present invention is directed to prodrugs of
compounds of formula |. The term “prodrug,” as used herein, means a compound
that is convertible in vivo by metabolic means (e.g. by hydrolysis) to a compound of
formula 1. Various forms of prodrugs are known in the art such as those discussed

in, for example, Bundgaard, (ed.), Design of Prodrugs, Elsevier (1985); Widder, et al.
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treatment of substance abuse foll ows the sane nethod

of subjective drug adm ni strati on under the guidance
w@boovlzi7at t endi ng physi cian. General ly, a starpCHySHO&e30965

is about 5 ng per day with gradual increase in the

daily dose to about 150 ng per day, to provide the

desired dosage level in the patient. In certain

enbodi ments, the present invention is directed to

(edpr Mathegs IvENzyBIAlRYRHMe). biAcademis Rress (198R) Kregsgrard-Larsen, et
al., (89)0B 4 nar@SAm@a dﬁ%@r&ru%@é%ﬂb@ol@@ﬁ@%@es‘idgﬁé nd S

convertl le in vivo i c nmeans
Deyglepregnis¢hapterd, é@d@ﬂémﬂ)cﬁumeﬁwL atal, waakﬁwr%Dﬁhvery

Re\ﬂéwsp @ﬂBH@@QQ)r Buhﬁ@é’é@?‘d LN of PRarfabeditaNs@enddiOPR285 et seq,
di scuss in, for e e, ndgaard, Des of

ed
(1B S Lok A ek (aB o v aDris Debiery Sy aioms.

AmBEdOSerhiBafsEP | 298). Vol . 4 Acadenlc Press (1985);
Krogsgaard-Larsen, et a

R PR A PRI, Fes Pbde fer Bl tBe avarfisgore
cle&?ﬁ)\/ ebm@mﬂﬁmb@w fre shilfrthhbrdidssidu. Tﬁé' Mgﬁﬁl\g%xaﬁ]bles

Delivery Reviews,

aroqiraly RIS At STt SEHGE Ipchbkidesipodss ntiag tespopasna;
uncfe@lglmg (pHAGSks ohthé ileptiemin Aydvayt et Heéka(r\ﬁ?sﬂEIN)\/IFF’I'I\ﬂ’Si BHGFIPRE

i can Chenj cal Soci ety
o o R B Rl R e an Chem ol Sogt
nudiearinhdgnetic ARfsenattR, rema@atve n m@ﬁ@mﬁslﬁw |[YMF%|ﬁ§(DM$(9

t eof are or h rein
desr%ﬁn%? 5@92@&51 é?gm%iPQ? *éﬁ an ﬁ'mesf&?%lﬁfQX'aﬁdea?e@t'vﬁw-
All talufe cumdﬁtsgrepﬁly Byetfoffhdd ignd 80,36 RGP dUHRES bingISE
of the invention in any way. The terns

ci S

no"Eﬂ“\?& a%é%&é‘%b”a@m gnate mass spectrum high
performance |iquid chromatography and proton nucl ear
magneti ¢ resonance, respectively. The ternms THF, DMF
and DVSO desi ghat e tetrahydrofuran, dinethyl formam de
and di net hyl sul f oxi de, respectively. Al colum
chromat ography is perfornmed using Si Q2 as support.
Unl ess otherwi se noted, all parts are parts by
wei ght . Exanple 1
[ 2- (3-Benzepesul fonyl - 1H-i ndazol - 5-yl oxy) - et hyl ] - di net
hyl - am ne
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Step i
2- Benzenesul f onyl net hyl - 4-fl uoro-1-nitro-benzene: To a

waedoanziom of chl or orret hyl phenyl sul fone (10. 51PQr/uSH0d®0965

mmol) in THF ( 1 10 M ) was added 5.9 nL (56 nmol) of
1-fluoro-4-nitrobenzene. The reaction m xture was
chilled to 0 OC, and 1.0 Mpotassiumtert-butoxide in
THF (145 L, 145 mmol) was added dropw se. The
reaction mixture was stirEx@mpleldr nitrogen at anbient

(€ el Hine 160 nmol )

B N e R h T TR A i U

Stepvlporated and partiti oned in brine and ethyl acetate.
The organi ¢ phase was_d¢then dried w tth anhydrous

magnesi um tl fate, fi (Bered and co@ior . The
resi due t#rred di LOEYTHF ot h fightered and
dried in vacuo at 7 for 12 hours ©

2- BenzenesUl%®onyl mstér% -4-fluoro-1 Mttrobenzene as a

2-BengéatesutfonpinyethiyBavflaolo-d-nime-bebteneied (10. 24 g, 62.8

9% . _MP: 9-1 0C. -El :

2baTo Sspkien ottt B SRl botp. o5 ehmbt FriF
(110.M0was Eaidedn5. alir). (56 miite!7ofaIuong-44HHygbenzars:. 7TB0reaaton

. e dn o
noblovshy e o 2 Bty sl g
mnigl) Vi, BRied droBvidd. ; T redctioh miktuwre dvas Gtirrs@ uader rifroggned ;
amep el Ber T oo S ARGS 2H(% P 1900 vas e g
Therreactivremodurg mrsp@neswapomdmmmmmrfekﬂuo purg and ethyl
t 80

sostfl: 7RG PG et L Py O RSB £ty
filtgr@@and_corwniratetl) The ravifue(\8es stredvmdiettet pines diltaied @nd dried
in Jyn%{) ngipcff&r 13RodFs nEtl%?]\gef%sh%nﬁrﬂ@nw‘ﬂﬂB&oapﬂ%b nzene as

tenperature reaction xture was sol vent

a lightdsowaryeltow selidevasebiainert 6. 2400,t036B Yoiis M1 d 69-4rfd °Ct Mass
so R EL! k97 pf S 9GR8 Py 2SRt S8 0H R . 1.

7. 7\&8787530“ VAiH)N7 p617eG3 amdlht)i Hhé5- TT&@e(rm ﬂgﬁrﬂ 20 phdél, V.27 Hz
and2ig8 G § o BRRNEr WS ENRHNES ANdl S A8 81, FNULET E8ed: C,

52.88; H, 3.41; N, 4.74; Found: C, 52.63; H, 3.14; N, 4.66;

Step 2
E HO_~q
©\8\5/© + H 0/\/0H KOtBU/THF ©\3\\3/©
) \
o) ‘o
NO;, NO,

2-(3-Benzenesulfonylmethyl-4-nitro-phenoxy)-ethanol

A mixture of 2-benzenesulfonylmethyl-4-fluoro-1-nitrobenzene (10.2 g, 34.7
mmol), ethylene glycol (80 mL, 1.4 mol), and 1 M potassium ferf-butoxide in THF (78
mL, 78 mmol) in THF (50 mL) was refluxed under nitrogen for 30 minutes. After
cooling to about ambient temperature, the reaction mixture was solvent evaporated.
Water was added to the residue, and it was poured into 2.0 N hydrochloric acid and
ice. The mixture was then extracted with ethyl acetate and washed with water and
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concentrated and dried in vacuo at 74 0C for 20
m nutes. 2-(3-

w®eevzezgsul f onyl net hyl - 4- ni t r o- phenoxy) - et hanoPCEHESH06/030965
dark brown gum ( 11.7 g, 100 %yield) was obtai ned;
Mass spectrum (-El, [MH ) nmz 336. 1HNWVR (500 MHz,
DVsd 6): 58.01 (d, 1H, J=9.15 Hz), 767773(m 1H),

7.54-7.63 (m 4H) 1 7.10 (dd, 1H J= Hﬁ @(g
brinpiz )T’ he@r@nqr@hasgwasﬁ;@dwth%ydrguggaggesugn)s ategigteredy
con&é%trajcé'& and3dris? i3 v86ud 88 742 for 80 RnUIRHD i—(h- 2H, J=4.51

El enental Analysis for CL5HL5NO S:
Berggnesuifopyimathyigd- HNO'WGI‘QXY)FQSW aga dgr byown Qum4(1gs¥ 9,400

% @‘hab%b%n@d K@Aéé%@cﬁlurﬁ '(’-'E'i Tw-m yahiz$36. 'HNMR (500 MHz,

DM§@t—das|) 3.0 . 3&5895‘ Y5 rﬁgt) et B Shf NENOXY (B 710 (@q,
- [ fianyl s t I
1H, (ggspﬁ%ﬁ&‘%sdé B8Ny, _8?3? uméf'ln élgﬁ%‘i HA: 5’%‘?{582)% 5%854@0 (m,

1H)49 98- :h@ﬁ:(n) 2hd3 66 |pétT‘r1(¢L arhi e 1i11|92)rrElefrf4\G)al ARBIVFiSiTor
C15H‘3N@’é9§9c&hb"éﬁ de. 14 8p4gry, 43/\@§ Folihd:r €058l 73wl @ntN, 4.04;

ure uhder nitroden for 4.5 hours. It t hen was
soI vent evaporated and partitioned in nethylene
stepld Ori de and aqueous sodi um bi carbonate. The organic
hase nas t hen washed with brine, TgL ied with anhydrous

magnesi u‘m/\ I fat fil tt(gg,gqmdec:ﬁﬁcentrat d and dried in

vacuo at O nicAifi.es. The resi \0ag @ rified

by flash c \o raphy with 100% chl o Fﬂand 5%

nmet hanol | nN@hI dtoform It vvas dr ied i nNugicuo at 65 0C

nut es, t.o.yi el d tol

TolySpa2guiliobik SSierOmpeRERb PR R e o Rprothyi
estepter as a yellow solid (8.1 g, 69 % ; Mass spectrum

(-El, [M z 490. J1HNMR %%]O C :%.9

kY SR MG PR e N 150
mntfk:Hi) p-t@luéesiutiony? thiodde (9& «1;-]2499.3 @) rdidriethiAamied(195nlki2140

.:2. .

mnzpq)zg nlquyderze%r?hl%%e (85 ”1‘3) wfs rr?gngfl ?ﬁ%l)ehtztggm%%bagl?nre (@U&
nitrdbln fdedenteotrsal It foeml wad solfent e GRritied KNGS Sanditidiiednio Imeatyiene
chlgﬁéecgﬁd a%ue%as ggdiunﬁ’bié‘aré&néte. The organic phase was then washed
with brine, dried with anhydrous magnesium sulfate, filtered, concentrated and dried
in vacuo at 63°C for 30 minutes. The residue was purified by flash chromatography
with 100% chloroform and 5% methanol in chloroform. It was dried in vacuo at 65 °C
for 20 minutes to yield toluene-4-sulfonic acid 2-(3-benzenesulfonylmethyl-4-nitro-
phenoxy)-ethy! ester as a yellow solid (8.1 g, 69 %); Mass spectrum (-El, [M-H]) m/z
490. "HNMR (300 MHz, DMSO-dg): §7.99 (d, 1H, J=9.02 Hz), 7.67-7.75 (m, 3H),
7.54-7.62 (m, 4H), 7.43 (d, 2H, J=7.93 Hz), 7.00 (dd, 1H, J=9.15 Hz and 2.80 Hz),
6.78 (d, 1H, J=2.81 Hz), 5.09 (s, 2H), 4.29-4.31 (m, 2H), 4.13-4.15 (m, 2H), 2.37 ppm
(s, 3H). Elemental Analysis for C,,H2NOgS 0.40 mol H,O: Calcd: C, 52.98; H, 4.41;
N, 2.81; Found: C, 52.67; H, 4.26; N, 2.61.

Step 4
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N, 2.81; Found: C, 52.67; H 4.26; N, 2.61. Step
4Tol uene-4-sul fonic acid

wQ2@od0zaTino- 3- benzenesul f onyl net hyl - phenoxy) - er¢yUS2006/030965

ester A solution of toluene-4-sulfonic acid

2- (3-benzenesul f onyl net hyl - 4- ni t rophenoxy) - et hyl
ester (13.1 g, 26.7 mol) in THF (350 nlL) and et hano
(250 was added to 10 @6pal|ad|yq30n carbon (5.8 Q)

and hydrogenated qn the Paffcappar at U th fo one
hour (st arsure oo 40 psi . ) @\& ure
was filtereg Celite, concentrated i1 €&d in
vacuo at 8q4 P ti, uerfe- 4-

C or 30 minutes to yield
sulf

Tolianesd SHfiAB 25 A4 AR PHRRZRRE S TRy PhepRpY-<thy

est&@ster as a light yellowsolid ( 1 1.7 g, 95.1 %: M
N S NN R e
pheﬁmy)-btrl)yx esteb@3A. cﬁ@e(?rmnrrw)m TFlF‘(QSGi ehL) 2hti ethaBolQ35¢HmM)L) was
addg 0 1§lg}o %a%legwn'?% cargorlg Qg& c{ﬂ;{d%%q%(nnkegl c;%t’hglb@ér ?éﬁaratus
withZb onh@h ($rarting @reﬁhbe o;?b@fam 2l gh\ﬂ ai»ylsreSNéso‘ntered over
colfs, Sgrcapaiad o g ikyacko 30 g i vl BB G REAT:
sulfatit dcid- %@-érﬁlnzemlerﬁmjfbny]rkbihlydmmbxﬂ -gthyhegder as hylight

ven? o i o B MBS M e P e g5 DBt mz 402

"HN@4R e300(MA/Z, DMGO-&F. 87. ml7)5 (of, 4H, Eﬁ&ﬁlﬁﬁl(n’( 360 M32-7 88dm,

2Tkt AT e o8 TP e e 251 e e el B e

2H)ALBe1(s,2H)s 4.1164. 1Bt (na 12bi) e T9-BB2par, @HYr238 ppm1s,BH)oBkemental

A i b1 BAPANRSE CARE” KL of PRSPl aBRmlaliie. 37 Rurs

4.98;tN,\8at0.t hen sol vent evaporated and extracted with warm
ethyl acetate. The organi c phase was washed with water
and brine, dried with anhydrous magnesi um

Step 5
TOSO\/\ Q
_EtOW/HCI
“NaNO, ,, Oss50

Toluene-4-sulfonic acid 2-(3-benzenesulfonyl-1H-indazol-5-yloxy)-ethyl ester

To a mixture of toluene-4-sulfonic acid 2-(4-amino-3-benzenesutfonylmethyl-
phenoxy)-ethyl ester (11.7 g, 25.3 mmol) of in ethanol (350 mL) and 1.0 N
hydrochloric acid (425 mL) was dropwise added sodium nitrite (2.67 g, 38.7mmol) in
water (50 mL). After stirring at ambient temperature for 1.5 hours, solid sodium
carbonate was added to basic pH. The reaction mixure was stirred for an additional
2 hours. 1t was then solvent evaporated and extracted with warm ethyl acetate. The
organic phase was washed with water and brine, dried with anhydrous magnesium
sulfate, filtered and concentrated. The residue was purified by flash chromatography
with 2 % methanol in chloroform to yield toluene-4-sulfonic acid 2-(3-
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sulfate, filtered and concentrated. The residue was
purified by flash chromat ography with 2 % net hanol in

w@hdooozf7or mt o yi el d tol uene-4-sulfonic acid PCT/US2006/030965

2- (3- benzenesul fonyl - 1H i ndazol - 5-yl oxy) - et hyl ester
as an orange solid (9.54 g, 79.5 %9: MP: 174-7 0C
Mass Spect rum(-E, [M H] ) m z 471. 1HNI\/R (500 MHz,
DVBO- d6) 814.11 (s, , 96-7.98 (m 2:%(
berzeqesufforyi- IHhindazg!- 5-y70>(yj_> yb@tcgrrﬁs aHyrange sJidA984 g, 7.5 %):

MP3 I’D74 77°c3%/|a(s§ Sp%'&'trunllz%lgﬁ/l h?))m/z74734 ‘@M%Hgﬁzﬁ ?&\Aélé)ds)

514214) (s zHgg qﬁgﬁngggm 2, 7. 75%57 en 2H) 7.62.7.66 (m, 1H). 2 550 50
mm(g%ﬁgﬁﬂ 'o%% I7. %&'{d RAaz0) 3§H¥1 ;%@’7)7 86@%% rfirat

ol uéne- oni ¢

4.32(r(\32*ﬂ)3|422§ﬁ43§8n(m02i;“ 2B3pmgadld).- 5- yl oxy)-ethyl ester

(0.341 g, 0.722 mmol) in 2.0 Ndinethylamne in THF (9

m , 18 mvol) of was stirred at 70 OC for 6 hours in a
Stepdal ed tube. After cooling somewhat, the reaction

m xture was sol ven vapor at ed and part itioned in

ethy] acetate and @eous sodi um bi carbonate. Th

or gR (phase was=yashed h ter and brine. Ids{was

dri &% Wi han ud ma Mulfate,\ fil bered S

concen?r at ed. &{Ne& due was partiti oné'd in ) J,N

acet at e/ aqueous pot assi um carbonate. The organic iphase

[2- (wagemesdlfawlh Hﬂmdaﬁoléslsilokw myl]fﬁuin%ﬁ«wahhn@n hydr ous

gnesi um sul f filtered and concentrat ed
[ 2- /(\§°'B§ﬂ'2 eh@mnf»zshw onipaciFaopenzenesionydhiprpzasnet
yioyledi elsx{aago 1 g gmzzwﬂmogm DDQ%\ﬁm%@}:wylé’rgm@ ndﬁﬁfgg nﬁ_|7 18
resu e un Wwas | SSO| ve N e ano
gl SR SR 2 S PO R s Aicighe. A0S Somehat
thecr@aitﬁ@ﬁtrmamrm@a@e@lv@lméwé\@ra@d \6A6 parthivhed i 10y %@et@fe e?er

dro e as a li ht or an oam 2‘
aaiagus SRTUTAES o BRI P o RRETaR Wi woisd gnd B
It whENNEY (/\Etﬁ(énl‘v?ﬂrou@hﬁ@ﬂe@m sulfetd, fﬁt%re(dsand]d&ceﬁt%t&@ The

et vk St 2 S oo i
phadeSeas3vashedWithAkhier ZhdBekirep hiddwittihyarausThegresium sulfate,
filtered and concentrated. [2-(3-Benzenesulfonyl-1H-indazol-5-yloxy)-ethyl]-dimethyl-
amine as a light yellow-brown solid (0.167 g, 67.1 %) resulted. The compound was
dissolved in methanol, and ethereal hydrochloride was added. After concentrating
and drying in vacuo for 12 hours at 70 °C, the hydrochloride as a light orange foam
(94.0 mg) was obtained; Mass Spectrum (+El, [M+H]") m/z 346. '"HNMR (500 MHz,
DMSO-de): 814.22 (s, 1H), 10.00 (br, 1H), 7.97-7.99 (m, 2H), 7.56-7.68 (m, 4H), 7.42

(d, 1H, J= 2.20 Hz), 7.17-7.20 (m, 1H), 4.39-4.42 (m, 2H), 3.52-3.53 (m, 2H), 2.84
ppm (s, 6H).
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Et MeNH, THF
[ 2- (3- Benzenesul fonyl - 1Hi ndazol - 5-yl oxy) - et hyl ] - et hyl

WO p@vlyl7aam ne A sol ution of tol uene-4-sul f oni BCHUBH06/030965

2- (3-benzenesul fonyl -1 Hindazol -5- yloxy)-ethyl ester
(0.364 g, 0.770 mmol) and N-ethyl nethyl am ne (0.95 ni,
11 mol) in THF (8 nmL) was stirred for 6 hours at 70
OCin a sealed tube. After cqoling somewhat to ambient
tenperature, the reactléﬁLﬂﬂﬂﬁére was sol vent
evaporated and parti ned in ethyl acetate-and

aqueg sodi um bi ca nate. The organi c phase wa

vvash bh wat er argl,bri newendied Wt h an%ydro
magnes UEPN \lltered 5d and concént ate bpr

drying i vacuo Laftbi ent tenperature for 1% urs,
the resulting buff &olid (0.249 g, 89.9%, H
[2{(£BeRzOeasisfonyl Hangazol-B-iloxigathylpethybmethyl-amine

o iR e BRa b ik Tdiages,
yickgpety! @mgqeﬁen@t D¥im0 amdolanyd N@tmmemyramumeato 9®mholit mmol)
3l T i
o) I em e er | e (o] V aleg an

oy d 5P gy gl 80 At B o g pose

waft; Widshéd 4B8th(wateR&fd bidnes BrigH Bith aniyydiads, m@gnﬁ;u{sn a@fa(te:nﬁltered

r%}%ﬁcin“lfé&dpsnﬁ r (&%Wag%g ‘a?%mg gnt t%#rpel:'a'féreq‘g’r B hours, the
reSulBienzeheaiidl (0@A91g; B9. 9%)ﬂ2ﬂ@1bedxane$uliqnylgﬂ IHdndapolB1yiondaz

et@yl](e%,t%:rﬁétggles flin fwéﬁo bi %ﬁi\f‘edﬁ awz‘r'r{iltlflegﬁ'l Qn@ﬁieﬂwylene chloerlgeeermd

ethéreatsﬁ/dgqchwr@ﬂvaﬂaﬁdpdamnmrw@tlmruam%dr(ym at@Oné for 2 hours
yI&ﬁ&! the! a/ldp%!ﬁ o(‘%e'ys) I ?oéh%% fO%q'l @l2s %ﬁ)oﬁagéjgp@ctﬂﬁ%‘{ﬁl

a se r co sone mbi en
[M-KH}‘bem/atBGE)e HNMB (S%M-ﬁZolﬁMﬁsDxda)r 81483 (5 dH).eh95 (br, s, 1H),

7.8Y: 9%@% af‘geﬁas"at (4rni, '49@970'432 ehhyls. %ﬁ%gtﬁl 9’"@9 1H, J=0.15

aquéeou 1 um bica e or gani c
Hmasmwzm)m\awmeam 2b1)i :185-3160 (maéH&ir3 %Bxﬂn@t(m, 1H) 3.11-3.17

(R 8 8Y %4, HRENER 645 Y 52t 95 okl e, and

Example 3

Ty o X
4 =0 o)
P \o/\/o { OH N0
° LN |_N
N
N THF

3-Benzenesulfonyl-5-(2-piperidin-1-yl-ethoxy)-1H-indazole

i

IZ .

A solution of toluene-4-sulfonic acid 2-(3-benzenesulfonyl-1H-indazol-5-
yloxy)-ethyl ester (0.386 g, 0.817 mmol) and piperidine (1.0 mL, 10 mmol) in THF (8
mL) was stirred at 70 °C for 6 hours in a sealed tube. After cooling somewhat to
ambient temperature, the reaction mixture was solvent evaporated and partitioned in

ethyl acetate and aqueous sodium bicarbonate. The organic phase was washed with
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concentrated. Drying in vacuo at 80 OC for 20 m nutes
resulted in 3-benzenesul fonyl -

WG2@020pi7per i di n- 1-yl - et hoxy) - 1H- i ndazol e as a PCTN$2006/030965
yell ow solid (0.275 g, 87.3% . This was dissolved in
nmet hanol , and et hereal hydrochl oride was added. This
m xture was concentrated and dried in vacuo at 7C1)C
for about 12 hours to yield the hydrochloride as

watatehhdwrisol i ¢t WBs 2B@dg)ith MPhydrags ZBQDF@@U"WS‘EatSpé'E‘?r?G ngnd

con%w%ayﬁj[ '\@%9}_& Qé%) %%%1 Wrﬁﬁ){% MeHite dgg{&&z@)\esulfonyl-

5- (Z%berld'm 5@¥-€’ﬂ168y)(111-|n4ﬂagqle 2s zalllg(r‘(tl yeljgw sg|@2(03227 5|_g)87( %) ghhis
wasﬁ §§9I déﬂ%ﬁ%%}“@%d%‘ﬂ%ﬂ%%&dﬁ%mond‘e 4s ﬂ\dd@d (T‘}hls Zillture was
conBértratedd &id drieddia vppue giif0°CHpr. abElJbﬁ%h@lé[ﬁ t%'ﬁl%? gyﬁrgphlorlde
as q_yeqlg 3%%2@%%E0% é%gl’é m%gs %&tnﬁ@g@ I\ﬂ:er]5)€m}iB86
THNMR ((&CBMHzelﬁAASﬂ)fd@hyB‘Ml% (s, 1H) 10 02-10.03 (br, 1H) 7674 09 (m,

2H), gﬁ&ﬁfé&? grms At # X‘? CHK %'JLQ%‘ZM), ATBNBd A1S0)34 1Pz @nd 2.33
HZ)24(43'43e@2(mn@3ﬂ1 36‘8%3 51 Kini Atz P4-8-04y raxghi). - 851 - 7d st 5H),
1 3% 43261 H;/\gsk{m%’&tél A |;?susﬂf§>g'cgg‘%{\h3%ﬁeod AollHEI (815 mol

rre hours in a
HZC‘M}HI@H @Lﬁﬁ%? Af, 15617; Do 8190nGownskremPRE34; thé-88eNe P1o8n

m xture was sol vent evaporated and partitioned in
et hyl acetate and aqueous sodi um bi carbonate. The
organi ¢ phase was then Example 4 th water and brine,

dried with anhydrou gnesium sul fate, filtered d
concentrated. The r due was purified by flash @
chro oy aphy usioag 10 %mmtreranol in chl or of ordss,,

Afte #bng/o ud at 68 0C for ng\mmwflo
[ 2- (3- b8nZenes | - 1H i ndazol - N

yl oxy) et hyl ] - et yIH amne as a Ilght brown gum ('O 116

[2- glr% e% e IFIRNA-RirRia2605-yiDXy P ety -sthgisamiced i n
or of orm and met hanol and et herea ro hl orlge55
was Aselusian obiohesrrd-aiionls agit2-6-bergnasy ef/”ﬂbl

ylom%’tﬁyl 'e@teY ?U’S’éﬂ ? ' @?@@ﬁéﬁfgﬁg %ngé@m!:fgmlhéi Sa BSF 49 bﬂl{ fig rrEmoI)
wag stired ?Mq_i]C@or %{h@U@lg a SPAIIRUNS oling ok %ﬂa‘% the
redetidn fixtlre wakHdolvedit 8dagobdted 3hll partl iSHedn 2ty mltetﬁﬂel)and
aqueous sodium bicarbonate. The organic phase was then washed with water and
brine, dried with anhydrous magnesium sulfate, filtered and concentrated. The
residue was purified by flash chromatography using 10 % methanol in chloroform.
After drying in vacuo at 68 °C for 20 minutes, [2-(3-benzenesulfonyl-1 H-indazol-5-
yloxy)-ethyl]-ethyl-amine as a light brown gum (0.116 g, 43.9 %) was obtained. This
was dissolved in chloroform and methanol, and ethereal hydrochloride was added.
Concentrating and drying at 74°C for 13.5 hours in vacuo yielded the hydrochloride
as a buff solid (0.113 g): MP: 248-50 °C (dec). Mass Spectrum (+El, [M+H]") m/z
346. 'HNMR (500 MHz, DMSO-ds): 514.23 (s, 1H), 8.81 (br, 2H), 7.96-7.98 (m, 2H),
7.56-7.68 (m, 4H), 7.40 (d, 1H, J=2.07 Hz), 7.19 (dd, 1H, J=9.15 Hz and 2.32 Hz),
4.31 (t, 2H, J=5.00 Hz), 3.35 (br, 2H), 3.00-3.05 (m, 2H), 1.18-1.22 ppm (m, 3H).
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7.56-7.68 (m 4H), 7.40 (d, 1H, J=2.07 Hz), 7.19 (dd,
1H, J=9.15 Hz and 2.32 Hz), 4.31 (t, 2H, J=5.00 Hz),
w@2®3/0t011y 2H), 3.00-3.05 (m 2H), 1.18-1 .22 pERuUSIuN6/030965

3H). [ 2- (3-Benzenesul fonyl - 1Hi ndazol - 5-yl oxy)-ethyl ]-d

i ethyl -am ne A solution of toluene-4-sulfonic acid

2- (3-benzenesul fonyl -1 Hindazol -5- yl oxy)-ethyl ester
(0.420 g, 0.889 mol) and diethylamne ( 1 .0 nm, 9.7
nmmol) in THF (8 nL) was stirred at 70 OC for 6 hours

in a seal ed tube. Addi tg,QRfdie®i et hylamne ( 1.0 ni,

9.7 mol ) was added, and the reaction m xture

stirred at 80 0OC in seal ed tube for an 6 hour

Af t oling somewhat, the reaction mxturewa
sol v %ﬁa rate And paEfffned ja et byl cetat e
and aquepiss ' P\ car bonat e. The oy gani hé,se was

t hen washed wi t fer and brine, dried w ti aljhydrous
magnesi um sul f at e

ered and trated. The

[2-(3-Bengaresiionyli HT‘P@F%‘%‘W?@QW'&H?@WE’?@ %y using 7.5

% %Eaaﬂm ofitBluEhY- mrsqrf@fm%d\tzqemedz?nfasg|fa>ny|-vaejm;azat-58o

for 20 mnute ul.fo
yom ehatese 6. @p&(é)asém@pl a0 defyam et 97 mme) in THF
8 %L%'Wé%}/%tﬁr‘gljlad 70 6C 16 Ighurd . aﬁshél,@ed/\?be oAﬂautmml dlemlmmasm 0
i'ssolved in chlorof orm

L8, SEel U7+ A4°9ena e aactandrin-St e oiRe HAPRa sesled
tub&fst aWG eslirs.n Afiee wohag sc'n’ﬁhe@ﬁ‘alf thie réSctBninoiwtuse wes poleernt

t he or | ran f X
evapggis bR s a Sty haceyls onf 5857 SERI P aBEn gk, The
orgBNBEheE) wasthén2vhshed withiwatdd.29d beibe, drbld)wﬂh?ar@ﬁdrpugg ( m

8 41 (
magr};%eeun? s_uLgat? rﬂ% ﬁ(q;TAnd f%se aﬁe@ 'Pne r%:s:l)dug )j;\%g%g byzf_ssh
chréméafbgPaphy using 7%, matha8olpp nhl(:toforeH Afer d‘rynm)/npwpuo at 80 °C
for Eh|mlp@%$a|[%§$ gax 2 Ss@%rnxlqi-? H%gga%ﬁoﬁ)%meﬂﬁ@a |8§gs a -
pald4eBy sdlid (6.185:g, #5.60) W& olfiziaagl Ehie wasrdxmlveqtmp:methanol
3- Benzen -1 sopr

oo B SR 0 Sy T
corbetBated mnd nidsd irf vavyb-al 74 fatd 381 h@ws to yield the hydrochloride as
a light orange foam (0.163 g); Mass Spectrum (+El, [M+H]") m/z 374. "HNMR (500
MHz, DMSO-dg): 514.24 (s, 1H), 9.94 (br, 1H), 7.96-7.99 (m, 2H), 7.56-7.68 (m,
4H), 7.41 (d, 1H, J=2.20 Hz), 7.16-7.19 (m, 1H), 4.40-4.43 (m, 2H), 3.52 (br, 2H),
3.19-3.23 (m, 4H), 1.23 ppm (t, 6H, J= 7.20 Hz). Elemental Analysis for C15H2sN303S
“1.00 mol HCI' 0.20 mol H,0O: Calcd: C, 55.18; H, 5.95; N, 10.16; Found: C, 54.85;
H, 5.85; N, 10.02.

Example 6

O

\@\ //o o:sto iPrNHz, THF J\ (o S:o
PP A N0 D

o | °N H | N

N

N N

[2-(3-Benzenesulfonyl-1H-indazol-5-yloxy)-ethyl}-isopropyl-amine

U
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yl oxy)-ethyl ester (0.378 g, 0.800 mml) and

i sopropylamne (1 .0 mM _, 12 mml) in THF (8 nL) was
wa@rioroediat 70 OC for 6 hours in a seal ed t ubePCT/US2006/030965

Addi tional isopropyl amine (1 .0 nm, 12 mmol) was

added, and the reaction mxture was stirred at 80 0C

for 6 hours in a sealed tube. After cooling sonewhat,

t he reactlon m xture was sol vent evaporated and

par t4 $qldiRdRfiteluenendsulfania agid 2 43rivenzanesulionyb ifitingdazol-5-
ylonFé‘th?l%@érQO 3?@@ @e@@mnqolmﬂﬁgomﬁynmm MRSREH Mnkddl) in

dried hydr'ous ma

THE (B GaY 3B 10 2R BTty miealod he. AdGitiana isageopy!
arrm {1fo &l tw n%@;swaézgadaaaéﬁw&@ﬁegcmrﬂ.gtuil&we{% Qﬁé@&gﬁg oC

chloroform After drying In vacuo at
forrﬁ ng’r a pealediuben AiReeqpling pgmewhat, the reactlon mixture was

solbbht@z@é@r‘ate% yr{o%@fﬁﬂo%%m’r{ dinl l%@fa@é’%d @J&s%?d@npﬁéﬁbonate

yel |l ow solid was obtai ned hi's was

Tha|0§%%1'%@aaﬁemﬁhﬁrawaﬁh%mﬂbw?f§f é'ﬁ‘bgﬁﬁ‘e &rigd atith @nbygdrous
md@h@élgﬁh&%ted Rlitelas aa@l a&cbenm@d mnsé YELdAFas em%etwfﬂtaa‘d

dried in vacuo 4 0C for 13.5 hours to yield
Chwtwapwﬁna@ G mahafoldR £olpiReE sditsrdiryiog 17 verugpt 80 °C
forle: midGles/[20@- t(éﬁm@éﬁesuﬁ@%1 BRegdZoHE? (o&gj eth&lM’é lﬁpylnérﬁme asa

pa@me]loggy%y&@gbtylrgg (@ 0 g+_§8 %%)56'_111,5 was gl,sﬁsol m n7et|zfqnol
and dhlofdforrd 2RdQhdrEdl hydrotBofi@iwad BudetE Fhelfikireand 2. 32

cof g S oo gt s 5 B e ke Ao o

an bH3GAES soligQo.noy g)-ICNAPO zistmal (dé@%a@@bgectr&m (EEII [&ﬁhH]’r'} m/z
42

36%%‘\@8 (;%8 A?Hz DMSO- ds) %1435 (br 1H) 8. 75 (br, 2H) 7. 96 7 98 (m,

2H),27. $8-7BBnEe Bes Ul Mwyh HLbkd szl @Mb Oﬂér)J—eé ey HE-ahH tyd2

2, X0 A3 G ekl o%%gl“oiml—éﬁ%@%p"%(d G
Analsi846r Q,HONISS OB mol Red: 011 & Hicy Haoi 0&Icd: &, 84.86:H 136: N,

1okt G R el SA B 8551 | ng Someunat, the react or

m xture was sol vent evaporated and partitioned in

et hyl acetate and
Example 7

\©\,,° Ossso THF,BuNH, Oss<o
» o/\/o N /\/\N/\/O
o | N H
N
H

[2-(3-Benzenesulfonyl-1 H-indazol-5-yloxy)-ethyl]-butyl-amine

1]
w

N

=, /2

A solution of toluene-4-sulfonic acid 2-(3-benzenesulfonyl-1H-indazol-5-
yloxy)-ethyl ester (0.348 g, 0.736 mmol) and n-butylamine (1.0 mL, 10 mmol) in THF
(8 mL) was stirred at 70 °C for 6 hours in a sealed tube. After cooling somewhat, the
reaction mixture was solvent evaporated and partitioned in ethyl acetate and
aqueous sodium bicarbonate. The organic phase was then washed with water and
brine, dried with anhydrous magnesium sulfate, filtered and concentrated. The
residue was purified by flash chromatography using 7.5-10 % methanol in
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aqueous sodi um bi carbonate. The organi c phase was then

washed with water and brine, dried with anhydrous
wore@nesi7um sul fate, filtered and concentr at ed. PATTES2006/030965

resi due was purified by flash chromatography using

7.5-10 % net hanol inchloroform After drying in vacuo

at 55 0C for 40 m nutes,

[ 2-(3-benzenesul fonyl - 1H ndazol ~

chlgoiqrmxﬁfte@ﬂan mtygwq atf feford0 gnrpqtgqn[z-b%pg@zenesulfonyl 1H-
md%fd?"so A g’) @tk(ﬁ/ﬁ bh% afhine3% ghg%)t b¥RE seRii @bﬁkﬁ@} 10-5%% 538‘@%) was

chlorof orm and et her eal drochlori d
obtgined aah@d‘/asﬂi@q\@é‘ am Ph'ﬁf@f%@b pad ghergs! ht’ peljorigeavar @@@d

Théﬁfé VG % é@glge@eé Qﬁcll &r@eo‘f_’m%b‘&&attﬂs ‘5(1 ﬁalr%%hﬁ)urs to f/leld the

roc or|

hthDQT/"’tﬂ@@e ades Whith selidr(0RB 3—&) M'T I\/ﬂ— -3 Crﬁez, ’é?ﬁ SEWHF@ (+EI,
[Ma(r-ﬁ%qn}%zm g)Ngngg@gg l\zrﬂzd' %é‘&ﬁf’g&g@ gl(’% (b1 HB? 899é)g 00
(br(2H), 8183-96@(MRHZY.62-728 (idH).1H46 -9 HL I=RIA O &lz 7 254dd, 1H,
g“'f_? H{éy?i%éi (1&%6 5 )(m, %613 34 %.4 4(691 %g')s o§g0 H(.§=Z
Hz)p 1662- bpa(ot 2HB L3334 GB ) 0 9EIP@ﬁ’eﬁﬁt%ﬂ Jﬁﬁézﬁ)sﬂﬁmﬁn al

%%Qg%ﬁ'@ i9(33@,01 @ fbdﬂﬂCI @ chbﬁmﬂﬂhg'%%coc%% 5e§3H8 RN

10.28; foind] £, (5§ 2% hiz BRESN TR -

H i ndazol - S-yl oxyJ-et hyl | - cycl opropyl -am ne A soI ution
of toluene-4-sulfonic acid 2-(3-benzenesul fonyl -
H-i ndazol - 5- yl oxy) - et hizxample (0.336 g, 0.711 mml)

and cycl opropyl ani n 1.0mM _, 14 mmol) in THF )
was stirred at 70 O?or 6 hours in a seal ed t:@rL
Addi]o cycl opr oyl am neménk, @em, 14 mmo!) S0
added, ansdo i on m xture was At e {6
hours at®80 OC i ySeal ed tube. AfterHcooll 'N'N

somewhat, the react Hon m xture was sol vent evapdrated
[2- aaaemﬁeisuifonﬁm H-indaizbly5-yRxg)-athg e\t Gsropgamifedi um

bi carb ate 0 ic ph s the d wt
G LT TR R RTINS
yloswétml estef (0.886 g0. andmammmtoyﬁlbad;pyiﬁhené (JJISG') dﬂew\lﬁfﬁnol) in
ap ) anol in
THE KP s'gars '"RPF@?O d”? yc?r %/?@lﬂeﬁ w c 'FE'?PBer ature
cycﬂcm_rom&armnﬁuﬂ L, [mmﬁwbmeﬂdedl,l dnadrtié féactlon mixture was stirred
for'é'Hd?JgsaétoéG ‘% %' £§%Qéa%€é(' J\fter cooling somewhat, the reaction mixture

was solvent evaporated and partitioned in ethyl acetate and aqueous sodium
bicarbonate. The organic phase was then washed with water and brine, dried with
anhydrous magnesium sulfate, filtered and concentrated. The residue was purified
by flash chromatography using 5 % methanol in chloroform. After drying in vacuo at
55 °C temperature for 25 minutes, [2-(3-benzenesulfonyl-1H-indazol-5-yloxy)-ethyl}-
cyclopropyl-amine as a light yellow foam (0.127 g, 50.0 %) was obtained. This was
dissolved in chloroform, and ethereal hydrochloride was added. The mixture was
concentrated and dried in vacuo at 75 °C for 16.5 hours to yield the hydrochloride as
a buff solid (0.131 g): MP: 184-5 °C dec.; Mass Spectrum (+EI, [M+H]*) m/z 358.
'HNMR (300 MHz, DMSO-ds): 514.33‘(3, 1H), 9.33 (br, 2H), 8.03-8.06 (m, 2H), 7.60-
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cycl opropyl -am ne as a light yellow foam (0. 127 g,
50.0 %9 was obtained. This was dissolved in
we@ bdooozifror m and et hereal hydrochl ori de was adeedUS20he030965
m xture was concentrated and dried in vacuo at 75 0C
for 16.5 hours to yield the hydrochloride as a buff
solid (0.131 g): MP. 184-5 0OC dec; Mass Spectrum (+El,
[ MPFH +) mz 358. 1HNWR (300 MHz, DMSO d6): 614.33 (s,
7.76 tdn, 4+9), 337 (Or1H,2HR,11812037.85 GBI, (1hh, J2B)15 Hz &dd 2.38 61zf, #h.40-

vorhe 47, o= A - J
ot il $halfn Slapt 2ot ol PR i g0 o,
2H)28y7-0287dpra (882dm 1H), 1.62-1.72 (m 2H) 0.92-0.97
(m 2H), 0.77-0.87 ppm(m 2H).
3- Benzenesul fonyl - 5- (2-pyrrolidin-1-yl -ethoxy)-1Hinda
zol e A sol ution of tol uexampaledl fonic acid
2- (3- benzenesul fonyl—{Hi ndazol - 5- yl oxy) - et hyl ter
(0. 345 g, 0. 730 Mo and cycl opentyl anine (1.

nmol g'HF (8 m_a,\s\ s st Bd in seal ed tuhlg. at 70
0C f orBshour .8 o° 0C £B¥—6-hou | ng
sorrev\/nato he re |'@)n m Xt ure was soIHvent rat ed

and partitioned I'n Bt hyl acetate and agueous sadi um
3- BQhE@{é%%ﬁ%ngs TilSyﬁbﬁ&BLFylpé"tﬁﬁﬁg(])\lﬂ%ﬂJhQBlé/\/aShed Wi th

ter and brine, dried yd ous magnes] um

sul A gelutiort of tolspaer4-syionie Al Rr(Steagenesyiiond Findazpis-
y|o>®l)'~'élrfyl &dep. :f4|539S . Tﬁ@rrﬁrﬁﬁf‘) aed @Wl'dpéﬂﬁylé}ﬁm@ (5 O%\Uﬂbhﬁqﬂ@ﬂ) in

i'n chloroform After vacuo at g:

THR{§mLewas stirred in a sealed tuge a 0 C for 6 hours and 80 for 6 hours

’ Aft&%érﬁwaﬂwlthéréa%nmm@ufedm sbiveht 8ldpxated ail pardasred

| e as eIIowfoam 0.137 g, was obt ai ne

i el Soniats AP I BEREDR o ipe KB G PO Wahon
wasteaerigalatby slDBiHe) BHSEwIRSNIRGHR S mAddeesiling bulfte, Wasred and
cniARFSE S Bl e o
mefHanBi95 ehig)cfovl: A&rairgndinderelo als<C fpestminaiet; 4= |
be’%fﬂg%‘f)"&ﬂtf’z@ %‘F’"& HH) eg‘%él'wflf’% fzar&e"‘)é' 5340487 9.
48.8 %) viedd) obtdin®@-- Thig vak isséivid infméthandl, antilhictafdrm Qarldzdthereal
hycié?_ﬁ?r\?or eé%aslasddgé ( e niﬁjJHrZe \gas4<‘10r¥c§ntr§tggi ané dggd gﬁ \é%:u% tﬂ? 75°C
for 2616, holirs6te-yield 82 Hyalroohtdyide ks @3wvHite. oRd PR OBFBIY): MP: 255-8
°C(dec.); Mass Spectrum (+El, [M+H]") m/z 386. "THNMR (300 MHz, DMSO-ds):
514.31-14.41 (br, 1H), 9.13-9.14 (br, 2H), 8.03-8.06 (m, 2H), 7.62-7.76 (m, 4H), 7.46
(d, 1H, J=2.10 Hz) 7.25 (dd, 1H, J= 9.15 Hz and 2.29 Hz), 4.39-4.42 (m, 2H), 3.58-
3.63 (m, 1H), 3.41 (s, 2H), 1.99-2.05 (m, 2H), 1.67-1.82 (m, 4H), 1.53-1.62 ppm (m,
2H). Elemental Analysis for CoH23N303S *1.00 mol HCI 0.50 mol H,0: Calcd: C,
55.74; H, 5.85; N, 9.75; Found: C, 55.39; H, 5.74; N, 9.62.
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2H). Elenental Analysis for C20H23N3G3S 1. 00 nol HC
0.50 mol H2G Calcd: C, 55.74; H 5.85; N, 9.75;

wo-oume217Q, 55.39; H, 5.74; N, 9.62. Exanpl e 10 PCT/US2006/030965
3- Benzenesul f onyl - 5- ( 2- nor phol i n-4-yl - et hoxy) - 1H i ndaz
ole A solution of toluene-4-sulfonic acid
2- (3-benzenesul fonyl - 1H i ndazol -5- yl oxy)-ethyl ester
(0.359 g, 0.760 mmol) and norpholine ( 1.0 nmL, 11
mmol) in THF (8 m ) wféi‘élﬂ'-ﬁ-i)%d at 70 OC for 6 hours
in a seal ed tube. er- cooling somewhat, the re@i on

m xtyre was sol ven vaporated and partitioned i

eth cet ate andsggueous di um bi carbonate. e,

or gai Cyghase { hen WasﬁQ d with \A@r/\a{ﬁ e,

dried Rith an l magnesium sul f dte; filt and

concentrated. The Hesidue was purified by flash®"
3-BehESHERUFBHARSLY2-HibirpRolin-YeyiretHoxgpli Hiindaddler of orm  After

drying in cuo at 57 QC f.qr, 1 nut ; 5.

S Db Aduir PRy s ar P H e Hindezok®
yloﬁgiteﬂgfaéﬁére(oa@%gaﬁ omfdg_—mﬁan end amnpr(cﬂ:?@4ne . 11 30molyan Thfs (8

0 al ned. 9 Wa | SSOlL ve |
L Evpb s GTesHahOndOcs ARt = fodtpt Lo T BE CboB8 Sameynat e
reafﬁiidﬂ riilg@éMS @ONGEWEVpa?rgtédeumﬂ mhriteded im qmylL@eﬁte ;’illSd 0oC

or . our t e t N (A

s SO Borsoey 117 Srob g pRME QA It s v efidhand
brind, AriédRith AhiNdros3Daghédim BNBE, diltéled aBtizoBger(trated Hhe

10. 82-88 (b 8. 03- - :
ey wep bRgby et lonalgtiapfy Lg% meindiia bl
Aftendtyig #Bvadzip,at 87 5@ f¢r20 rairjtes43-benzamesaifgny3&-(2-moypholigyi-
ethgﬁﬁpgﬁnégéigh% %Eboifiva‘\it%]fbgmz&oﬁm g?“@ﬂ o) wad obtaited Phis was
dis8elBahinenatband! ang IchBrqf@npand ettiegéal hydrpchletidowgs adged. nide

ol Cuti e ) . .

i leuds ANHAR) Bho bVt StHE R0MF 18] fhurs o yield the
hydroctBdidegas @ ligBorangs! fparari@ 0pYt gl M@ﬁa%pe(ctryrm(ﬂ_,,[l\/lrtl] ) m/z
Lyl S Shialil t i 3
sefldatyago st Do 867 o3t s Ear B 1082 85 of 18 w667 (m
2H), 7.62-7.76 (m, 4H), 7.49 (d, 1H, J=2.10 Hz), 7.26 (dd, 1H, J=9.14 Hz and 2.28
Hz), 4.54 (s, 2H), 4.02 (d, 2H, J=11.71 Hz), 3.80-3.87 (m, 2H), 3.51-3.73 (m, 4H),

3.19-3.31 ppm (m, 2H).

Example 11

< ; O= ;
\©\ o O\S\ \s:
V2 ~0 (o]
'/S\O/\/o { (Nj N/\/O
o | N . H | N
N
H THF

3-Benzenesulfonyl-5-(2-pyrrolidin-1-yl-ethoxy)-1H-indazole

IZ -

A solution of toluene-4-sulfonic acid 2-(3-benzenesulfonyl-1H-indazol-5-
yloxy)-ethyl ester (0.347 g, 0.734 mmol) and pyrrolidine (1.0 mL, 12 mmol) in THF (8
mL) was stirred at 70 °C in a sealed tube for 6 hours. After cooling somewhat, the

reaction mixture was solvent evaporated and partitioned in ethyl acetate and
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reacti on m xture was sol vent evaporated and
partitioned in ethyl acetate andaqueous sodi um
wher@ankonat e. The organi ¢ phase was then washePCT$1906/030965
wat er and brine, dried with anhydrous nmagnesi um
sul fate, filtered and concentrated. The residue was
purified by flash chromatography using 7.5 % methanol
in chloroform After drying at 55 0OC in va
aq@aye sediHeitaTbenAte 5 T2 omapicaaas wag than \@M@Eyﬁ'thlwatef and

britd, A8 YR aﬁﬁycﬁo@@hﬁgﬂ@dldrﬁ%ﬁé}é | ke ke Q@%n@ent%téd 8THE

was obt ai ned. Thi was di ssol ved in_ ne

residvegyast rified Ay fagh WP@atogrﬁP@wé@wsaﬁr &mﬁﬁen%a gg'omf‘?{e*
Aft??oc?‘r%iﬁg%t BESC GPNEB! S-BERLbNRBGTIHY 5D ﬂrMﬂWOyI@éthé’)@ )a6-

ekl sy S ED A5 S ARG Ty s

in %Ebmyﬁol(a%nghdM'Bfgnng\%@bﬂ@éreal H@lh‘bcﬁ@nﬁé was Hided. OTRS mitture

7.48
wag @on@qtra’g}adlandgglepwj VE;CL@Bati’SZg f? n166 iéﬁ)urs Acg ){‘§'d4t‘;%8 (m
hy&’r*dbhlor?d@@s 4 eIIonoal‘H'dl) 0588 18- mawsbmtn&WEl;m\mrﬂz 6 372.

'R0 015 SMSRPS i) CrbthyP S8iPndHh & h P 0%

Hz%oﬂ 6@?‘%%3%? @MsC(da¢HdJ-1 83 Hz) 7.25-7.29 (m, 1H), 4.45-4.48 (m, 2H),
benzenesul f ony[ - 1H i ndazol y) - et hyl ester
3. QG(XS3WO4§ ): 360187249 ﬁ'ﬁo?')") |1r9‘422 go M"’r‘?ét’ﬂg/l"gm ne in THF (8

m _, 16 mmol) was stirred at 70 OC in a seal ed tube
for about 15.5 hours. After cogling sonewhat, the
reacti on ni xture was so%@%&f}aporat ed and
partitioned in chlorof and aqueous sodi um
bi car bgnate. The orga phase was then washe th
bri ne, @ cj,vvlth anloygl Lous wagmesi um sul f at Esssg
filteredvand, eane t 8d. There&dmef\w&s@ﬁfled by
flash chro?rat ogra lydi ng 10 % et hdnol | Yor of orm
and 1.0 % anmoni um hydr oxi de/ 1 0% net hanol in®
(248 ERnob RESttoR{ 1P RS Abxy) ethiT]-ibthAcdtfingor 20
[ 2- (%S%@Yrﬂszé@uqiﬁ%ﬁ'ﬁuﬁqw peid 2A8tbenzenasuijonytt Hyndazekdnhy
yig ?elhgﬁesgér @. 3'4b%hb mglnhrﬁesv) ﬁ]eﬂb w&lewlamn&m@(s .sha fo

tal ne I's was di ssolved I n nethanol and

mml)maéfs@frﬁ@ ata?fa Qemh%?%aé?d twpe fercabost 1218 haers. Adigeacolinge
sdﬂéWHé'f Ghd\RBchSHRRRIrE Q\Fa%%o%ﬂt &idpBhtédaNPsataticHed I8 cRbroform

for 20 hours to yield the hydrochloride as a
and aqueous sodium bicarbonate. The organic phase was then washed with brine,
dried with anhydrous magnesium sulfate, filtered and concentrated. The residue was
purified by flash chromatography using 10 % methanol in chioroform and 1.0 %
ammonium hydroxide/10% methanol in chloroform. After drying at 57 °C in vacuo for
20 minutes, [2-(3-benzenesulfonyl-1H-indazol-5-yloxy)-ethyl]-methyl-amine as a light
yellow semi-solid (0.0461 g, 19.4 %) was obtained. This was dissolved in methanol
and chloroform, and ethereal hydrochloride was added. The mixture was
concentrated and dried in vacuo at 73 °C for 20 hours to yield the hydrochloride as a
tan foam (0.0422 g). Mass Spectrum (+EI, [M+H]") m/z 332. "HNMR (500 MHz,

DMSO-dg): 614.24 (s, 1H), 8.89 (s, 2H), 7.96-7.99 (m, 2H), 7.53-7.68 (m, 4H), 7.40
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tan foam (0.0422 g). Mass Spectrum (+El, [MtH +) m z
332. 1HNMR (500 MHz, DWVSO-d6) : 514.24 (s, 1H), 8.89
W@ 2007@2)711 7. 96-7.99 (m 2H), 7.53-7.68 (m 4H)PCTULD06030965
1H, J=2.19 Hz), 7.25 (dd, 1H, J= 9.15 Hz and 2.32 Hz),
4.30-4.32 (m 2H), 3.33- 3.35 (m 2H), 2.60-2.63 ppm
(m 3H).
Benzenesul f onyl - 1H-i ndazol - | oxy | am_ n
(d d}'far\"f?ﬂ\%"?& F.RelBhiH éa@ﬂﬁd#ganq .2 aé ). é‘?ﬁ*ﬁjﬁﬁ (f(“a%'dh@ .33-
3@5)ﬁn|,‘r1_2).|)\/\@go@d\:@e§bnﬁ fnagH). 78 OC sol ution of

uene-4-sul foni c aci
2- (3- benzenesul fonyl - 1H i ndazol - 5-yl oxy)- ethyl ester
(1.72 g, 3.63 mmol) i Exdibld#8 nL). This was usually

allowed to warmto anbient tenperature. This
heated i n seal ed tube * about 16-35 hours at - 100
0C. Af ool i ng to about anbi ent tenperature) the

0

combi nechreatti og ni XtEoes weE BtFt hen ped. i
excess sodidli®f br cafbgnat e sol ution %@Hg\éxd with
¥ chloride. The orga chhase

chl or of orm or net h\

was washed with brine, dried with anhydrous magnesi um
2-ScBengenesvifondrishindagolylosn-sthwlaminghe resi due was

pur ichje? GvdYifelen® Foatibr) rmt.@gfrﬂm cabbm ) Hﬁ@) \%@aaml o —
78f°\5/|79r oxi de/ 7. 5% nmet hanol in_chloro The si due xy%

qqqgl,on@;qqur@& 591qumqgu%%1($fee@@ngga}gonyl 1H lndazol 5 -ylo
etlg BSter Oof 27 §1 3183 hﬁﬁlﬂ’ ihaH (455\4’9 "I"ﬂlshﬁ:ﬁ @Ry Bifdwed to warm to

ncentrati ng n
Al (ERGTaES T o e ESTRoN A RBIGH LubeyPoARpI 46 5 MRS 7 70-
1089Ca Nfél{cféoﬁtﬁd fochbo0t él\?hbl@ht temperfise harbhdied rézﬁtdlon mixtures
et her eal drochl ori d ncentration and dr g B
w3 TS e RSSO S BPIARP e S UEHER e
chithofarrf bemm@r@cbnasl Tee 0 a&&fﬂma@e wasdvdghed Miith th@Qirled
%@h’v%%% eCteglﬂﬂls %e 11 I ?_ﬂHLn cwepﬁ?t%g Té%’?lelvsl? was
pufifi@dby fi8h &Hnrn%ltd)graﬁhy%tﬂo @8 °/{ ﬁﬂnm@HDum H}(’jd%@Xl%Q? 5% methanol
an
n JB e bl s o S S
(c%ﬂﬁf@m/&eﬂﬁhol@ﬁﬂ%@&@pmnmm|Cdrl6éntﬁat&§ amaldryizgyielded
2-&31')%%?9%%%§>111¥b@da@§%@ %{wl’%mme asa wng so% to \A%"Ilgh was
added methanol and ethereal hydrochioride. Concentration and drying for 30 hours
in vacuo at 83 °C yielded the hydrochloride as a cream-colored solid (0.0951 g, 7.4
%): MP: >300 °C; Mass Spectrum (-El, [M-H]) m/z 316. 'HNMR (500 MHz, DMSO-
dg): 814.24(s, 1H), 8.09 (br,s, 3H), 7.96-7.98 (m, 2H), 7.56-7.68 (m, 4H), 7.39 (d, 1H,
J=2.20 Hz), 7.17 (dd, 1H, J= 9.15 Hz and 2.32 Hz), 4.22-4.25 (m, 2H), 3.20-3.24 ppm
(m, 2H). Elemental Analysis for C15H5N303S *1.00 mol HCI' 0.85 mol H,O: Calcd: C,
48.81; H, 4.83; N, 11.38; Found: C, 48.65; H, 4.77; N, 11.00.

Example 14
Dimethyl-{3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine
Step 1
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D net hyl -{3-[ 3- (napht hal ene- 1- sul fonyl ) - 1H i ndazol - 5-y
| oxy] - propyl }-am ne Step

WO 1s0Cltoronet hanesul f onyl - napht hal ene A m xt urBCD1S2006/030965
1- napht hal ene sul fonyl chloride (20.2 g, 89.1 mol),
sodiumsulfite (22.5 g, 178 mmol) and sodi um
bi carbonate (15.1 g, 180 nmol) in water (125 nL) was
stirred at 100 OC for one hour. After coolgng to
anbi ent tenperat:'ure for 40 nminutes, bromschl oronet hane

(90 i, 1.4 and 1;| &80 w(l,qngonl urB7bni de (2. 87
g, 8. 91. mml H,BF, ture was
then stirre 50Cfor 145hours cooling to

q‘ol et L SORAFALNS hltggpenleayers of the react| on

e were separate and the organi c phase was
conAemnxtum e1- na’;bhiha:lerse M@ny@@lqgge i(4G.2 @, 89 1fmryaly, sodium
hr t
o BB TESTNGI slih Hesh et oop v wie 2o
mLyives stieetals1 G0 for oos beurt pﬁétpe@oohm Je Agbient mRseatiing for 40
mi Vlﬁ&%%rér%c omeﬁ%'hggg "n?_l ﬁjﬁﬁn%) l) and tetrabutylammonlum bromide

["or onet hanesu napht hal ene as Q)
(2.8Dbi 89¢ peNA) yereaeﬂoed he Keaclion mixtere, W%@@n Sbré%‘{ ?drﬁ C for
14. +?%uﬁ_|)'\ﬁf)(eé"y2§hrfg M&% HZM—I% o rea@ﬁbnﬁrﬂn(ﬁjre
wek sepadated 2andihg organmpr@sg gag @pnqq.cbtratep 7 hefegéue Mas @pﬁng ed
by @a?’p am@at 43%1'5/"\pnth ﬁ@%’éﬂ‘iﬁbce‘f@t@' Yeixainé Qlas @a&é@ﬂtéﬂs

77; 'N, 0.00; Found: g I—{
cogcegdration tomqb@solgnfy;rﬁr@ tquggwepps again concentrate Dry|ng at 80

°c%m (2eud fo?(?g»?mﬁéé \yuéld&ﬁ‘ eR¥lorhERaRsulb S bphtRaRhE Bakbear

yelions ROIEH 6 R0L SRS 1R P25 MRS SRECTTHD. (FE, My iz 240.
1HNWﬁi gso@fTh?_'H} [BMQ@f d%,g 455164 6%9'1114}% @641((% YH =8, ﬁ?_Hﬂnalz?)(dd

ropvvl se ad ot assi

H Jbﬂﬁé*l?d@d hz?er) @ztﬁss 8 (mpt), Mﬂ 61 ﬁ"ﬁe3"r")e§é"lol B, (5> 2H)-
EIGhEhtdl Bn sﬁatr'd génc@;s aakber s48oPar ayws e, 0.00teFound: C,

nitrogen tor 1.5 hours.
54.98; H, 81NOOO

C F
© o—s O KotBuTHE @\8\
Sy
28
NO,

1 -(5-FIuoro-2-n|tro-phenylmethanesulfonyl)-naphthalene

Step 2

To a chilled mixture of 1-chloromethanesuifonyl-naphthalene (19.7 g, 81.8
mmol) and 1-fluoro-4-nitrobenzene (8.7 mL, 82 mmol ) in dry THF (197 mL) was
dropwise added 1.0M potassium t-butoxide in THF (205 mL, 205 mmol). The
reaction mixture was stirred at ambient temperature under nitrogen for 1.5 hours.
Glacial acetic acid (16 mL, 280 mmol) was then added. After stirring at ambient
temperature for 1 hour, 40 minutes, the reaction mixture was concentrated and
partitioned in warm ethyl acetate and brine. The organic phase was dried with
anhydrous magnesium sulfate, filtered and concentrated. The solid residue was
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G acial acetic acid (16 nL, 280 nmol) was then added.
After stirring at anbient tenperature for 1 hour, 40

WOoRWaNE11 t he reacti on m Xture was concent r at ePCHIR006/030965

partitioned in warmethyl acetate and brine. The
organi ¢ phase was dried wth anhydrous magnesi um
sulfate, filtered and concentrated. The solid resi due
, . filtered and dried at 82 0C i
stlrr%cilﬂcettﬁ%ffq'@lrgg)grgd Sl[lffq gtlasgl glaé(acqp f@51 hour. This yielded 1 (5-

ﬂuesdoupn.cro:bhehylmtmemfmmhamﬁ&bﬁ@ayb)ormmshablefé% SRfd @

(15503 B D 5160 B Vesa ey i GEla i e sBpIMR

(30¢71Hz VA0 §) 58 58- 8552(8\1 5422(81333 Q]d")IH §~§§o (L&) slcbﬂs 8. 14 (m

2Hér7d971(d2’21hz‘f‘7 R HZﬁV*H@%W%ﬁ@ 774 (4!21 3’?“)4@4‘(‘1?}481@) 1H
7.26-238 i 26H) mzslﬁ;bm &35 2R3 E%iﬁér(@l Ar%l‘;')&s 6t e%ﬂﬂ; PNoés S%alcd

Analysis _for
C, RP-14; 'd63 &d&rfd%@m@é <73758ﬁ|7 ‘é %@0 PN3%292 Step 3:

KOt Bu/ THF.

3-[ 3- (Napht hal ene- 1- sul f onyl net hyl ) - 4- ni tr o- phenoxy] - p
SteRpan- 1-ol To a nmixture of

1- (5-fg uoro- 2-ni tro- phenyl nmet hanesul f

89@')\) na
(19. 9g&. 57. ) and 1, 3-pro anedi"8l (49 nm,
nol ) %Sr 'tl?loﬁb)/\ws@%se 4{@ b
pot ass u m teer utoxide in THF (123 ni, I3 :
reacti'SR mixture was refluxed under ni tr ogen for 1

at ure.
e L L T
pour 8@ Mxiuse &f ik fluere-2onitrppheayimethappsulipayiboapishalene

(1964, %7.6 ﬁwm%%rhhﬁﬁtpﬁdﬁahé&&qﬂg Wh_t BSGHM& fi\ftfr& fﬂ-l% (17 HR) was

organic phase Was Wwas

dropiRpRBIES 17l @egasgwns@rffbawldefm THEr@a3 m#d 123 mmol) The
red‘cﬂm eivtttirdtvesh refibeed @RicfHigo foPWh'otJi awhY afibviddto cool to
rrato hy using 60% e acetate i n hexane and
A DA LR, S0 31E6 W RSP FefpigarheuTes 3nd  wes Bogred
int@a niktuf® Shiyd hdl2.ON hydr?cplorlclaudt t|1t was then extracted with ethyl
sul f onyl nme

acclol; SRR PFROARIESN W MGt anpdresa. s
madtesiMrshifaipefiteredand Edncehdittli.” The residue was purified by flash
chromatography using 60% ethyl acetate in hexane and 100% ethyl acetate. The
resulting yellow solid (12.9 g, 55.8 % yield), 3-[3-(naphthalene-1-sulfonylmethyl)-4-
nitro-phenoxy]-propan-1-ol, was obtained: MP: 134-5 °C; Mass Spectrum (-El, [M-H]
) m/z 400. "HNMR (500 MHz, DMSO-dg): 68.50-8.53 (m, 1H), 8.31 (d, 1H, J=8.17
Hz), 8.10-8.12 (m, 1H), 7.95-7.99 (m, 2H), 7.61-7.71 (m, 3H), 7.06 (dd, 1H, J=9.15
Hz and 2.80 Hz), 6.78 (d, 1H, J=2.81 Hz), 5.23 (s, 2H), 4.52-4.55 (m, 1H), 3.91-3.94
(m, 2H), 3.43-3.47 (m, 2H), 1.71-1.78 ppm (m, 2H).Elemental Analysis for
Ca0H1sNOeS:Caled: C, 59.84; H, 4.77; N, 3.49; Found: C, 59.78; H, 4.41; N, 3.43.

al ene
0

The
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) mz 400. 1HNWR (500 MHz, DMSO-d6): 58.50-8.53 (m
1H), 8.31 (d, 1H, J=8.17 Hz), 8.10-8.12 (m 1H),
wQ 25071790 (m 2H), 7.61-7.71 (m 3H), 7.06 (deCT/LEL006/030965
J=9.15 Hz and 2.80 Hz), 6.78 (d, 1H, J=2.81 Hz), 5.23

(s, 2H), 4.52-4.55 (m 1H), 3.91-3.94 (m 2H),

3.43-3.47 (m 2H), 1.71-1.78 ppm (m 2H). El enent al

égqllysw for C20HI9NOG6S-Cal Cd: C, 59.84; H, 4.77; N,
49; Found: C, 59 78; H, 4.41; N, 3.43. Step4

Tol uepe~4-syl fo acid 3-[3- (naphtpggzen»e\g,
- sul fonyl ne hy | trm&aﬂmmg&]. propyl st e
solution o CHCh
r

3-[ 3- (napht n@ 1 sul fonyl net hyl ) -4-nit e@oxy] p
ropan- 1- ol N?zlz 9 g, 32.1 nmol), p-tol uene§€ﬁ|fony|

TohbRs-4dRilfoRTt &cid 3- Hk?(ﬂaﬁﬁﬁhbienanﬂsﬁIfdlﬂﬁhh)é’tlwn-m-@ntf&ﬁhﬁho_xy]
270 mmol ) in methyl ene chloride (300 nL) was stirred

ProPYLePENt tenperature under nitrogen. After 2 hours,
a Sef eaudtm%ﬂa wn(n@bhiﬁb@hetar@ﬁ@mﬁmewl)amu@bdeenéM.pﬂopun 1-

SR
tri@myrahrme)mdm rzmeﬁﬂmsl) anmethlyieaé icHIerige @chquepwas §t0d§dua11
car bonat? ani cr@%aé% was vvashqg V\rdf
a’H{"F%t&eWpP %[ﬁt‘r&r/‘ r rl‘J o9y CYR A RPEONG POTHRT 8 and
toﬂ.ﬁﬂéﬁm’:}hyﬁoﬁlﬂmdé" tre2.1 @SB@B@M@?VﬁQﬂ Edded?dlt' Ha/rebbmih was stirred for
cnro 0 e acet a n exa
S B0 S B G T oo Sim it icord Meneliiens
ct(%ghﬁ@ dmal dqueblisodiah glmai'tbc{nﬁbe Weycegémafzvfpaae@e wag Wasrﬁbdg/;éith
. .9 S O al he as (0] ne-4-s ni c agl - -
orfit et RS Fagukt Ry RIS 2ttt A Bobrdited 1
resiue wasRrifidbBy AahChrévastegiSphy tvith @0{508% ethyMddtate imhexane,
HN 5
1% ot ale G R R 1 pf Y iRty Bhg cpfifia ok @ mtiffs splihingy, A
yellow sk (1370 62730 Vd) was olﬁdrihed ds ®fuehd;4-Afont=ati®3-[3Hz) ,

, = : 0. 73,6 o
rSpfihalsfg-sforvidyd il lefe i) estin! Iup ooggoc: Mass
SBed@nB(-BQ[I‘(/IM])MﬁS& ZJJNI'(/IR (5GHMHZ1DMB(A-de )9 B8H2R8. 64 (m, 1H),
8%»@')(% e,f?j%}iz)%% g(rHc ), P80’ SoH) PEEY 73%m, 51),
7.35 (d, oH, J=7.93 Hz), 6.92 (dd 1H, J=9.15 Hz and 2.81 Hz), 6.73 (d, 1H, J=2.80
Hz), 5.22 (s, 2H), 4.09 (t, 2H, J= 5.98 Hz), 3.79-3.82 (m, 2H), 2.29 (s, 3H), 1.91-1.97

ppm (m, 2H). Elemental Analysis for C,;H2sNOsS,: Caled: C, 58.37; H, 4.54; N, 2.52;
Found: C, 58.13; H, 4.43; N, 2.41.

Step 5

TOSO/\/E);\S\ m TOSO/\/E);\S
5 s

NO, NH,
Toluene-4-sulfonic acid 3-[4-amino-3-(naphthalene-1-sulfonylmethyl)-phenoxy]-

propyl ester
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Found: C, 58.13; H 4.43; N, 2.41. Step 5
Tol uene-4-sul fonic acid

w@2¢04ozTino- 3- (napht hal ene- 1- sul f onyl et hyl ) - pPERU%20D6/030965
propyl esterEthanol (30 nL) and 10 % pal | adi um on

carbon (0.439 g) were added to a hot sol ution of
t ol uene-4-sul fonic acid

2-[ 3- (napht hal ene- 1- sul f onyl net hyl ) - 4- mtrophenoxy&O
pr dptihna $3GemL{ end$(5°/gpalmdmm cmr@ar}g (0.3 9) WeiRyAsidEH &o @ hot

SOIL}IRQ oég)?téen%u sUffid : [gﬂhﬁfﬁa E- 1W§§fohylﬂ{eﬂ%nﬁﬁhi@r@ on

ar at us

rs (startin ssur e
phefhdxylgiropy! ﬁter (025 g, It ninolrie h%@"'ﬁ%ﬁ’é‘?\usng &‘ bvﬁ}e
reaé@@dgﬁ%ug@ Q@%ﬂ%&r‘ag%ﬁeﬂ&@ fn tHet Pﬁc}?§p§jel'rét%§ f&H2 ﬂ&r@@taﬂﬂng

t ol uene- fonic acid
pregsl[rdoﬁm psi). grt(m@pnmcmmnée wag mmqmﬁm?e@\f?yloﬁ S oxy] - p

con oer%%gg Sﬁgas%?leé‘ ap2 “¢ rgra%% f&reé@ minidsdo (RIcORBIliede-484. 4

ectr mz 526. 1H q
sulﬂkdhlc acﬂ\ﬂBQ—afn@p =3- 6@p6tha e@e ‘Iisqllfog)gl@eﬁyl)gﬁw)enog -fgopgyges §igs a

brozva gr%%_i\ g%h?so 9,9(}’2-]9?' 878435”’/0)2 Wassép'é@tn]m;ZEK [N/I+I5]*f) m/z 752}{33

"HNMR (5@4) MHz, DMSQHds)1 188. 6J:(gh H#, JBy2 Hz)6925 4d, 1i-|.|)J—8 85705

8. o% 8?(?7 . %—i) ?‘59 2/'192 @?‘H) §9 @g magr%%saa% gdrs] 1 CHSbﬂs 17

Hz B 6[B-§. na(rht hla) ér@é (d, 1|§u{=f2€myiﬂ;;) . 4615, i3 P6 % %(@X@m 1 4 36
r,0

s AP AT AR TBE kel R A aded o

tol uene-4-sul fonic acid 3-[4-am no-3-(napht hal ene-1
Ste{ﬁ?@lfonyl nmet hyl ) - phenoxy] - propyl ester (8.1 g, 15

The reaction m xture was heated because
!lmt/eg/solub ty. Sodiumnitrite (1.6 g, 2.3
i nT9&t er was then added. More |sopropa(51 0

nm.) was eactibrontan Xt ure 0ol reased P=0
sol ubi | i ’F\\ er stir¥'%g at a ﬁ(;\t)]e\n/pe uhe for
1 hour, salﬂil um carbonate was a to basic P H

Toluene-4-sulfonic acid 3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-
propyl ester

Isopropanol (205 mL) and 1.0N hydrochloric acid (200 mL) were added to
toluene-4-sulfonic acid 3-[4-amino-3-(naphthalene-1-sulfonylmethyl)-phenoxy}-propyl
ester (8.1 g, 15 mmol). The reaction mixture was heated because of limited
solubility. Sodium nitrite (1.6 g, 2.3 mmol) in water (22 mL) was then added. More
isopropanol (100 mL) was added to reaction mixture for increased solubility. After
stirring at ambient temperature for 1 hour, sodium carbonate was added to basic pH.
This reaction mixture was then stirred at ambient temperature for 30 minutes. After
concentrating, the residue was partitioned in ethy! acetate and water. The organic
phase was then washed with brine, dried with anhydrous magnesium sulfate, filtered
and concentrated. The residue was purified by flash chromatography using 50 %
ethyl acetate in hexane. A light amber semi-solid (3.3 g, 41 %), toluene-4-sulfonic
acid 3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxyl}-propyl ester, was obtained.
Mass Spectrum (-El, [M-H]) m/z 535. "HNMR (500 MHz, DMSO-ds): 514.08(s, 1H),
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This reaction m xture was then stirred at anbi ent
tenperature for 30 mnutes. After concentrating, the

w0 e®rdeigiinvas partitioned in ethyl acetate and ReX/E82006/030965
The organi c phase was then washed with brine, dried
wi th anhydrous magnesium sulfate, filtered and
concentrated. The residue was purified by fI ash

8. o TPl P 0 B s S o5 i 3,85 ), b 2506 b 17

HA) 0. oma}44(nsumom$7am(d1 1H), 755765 (m, 4H? 7.48 ﬁd 1H, J=9.15

3, 7B O () oéS%e%%ﬁiﬁ B AT R Rty s e,

2.682.03 IHNER), (1560 pvirizs, 3RVER@efthl Andlydds 8 Cs,HMNH0:8, 0810 mol

HA palg: 53 eg@éslftﬁ)sggg\ﬁg (Fdougdoglégndfl(i:% 3§, 5172

773777(m1H) 7.55-7.65 (m 4H), 7.48 (d, 1H,
St .15 Hz), 7.03-7.06 (m 3H), 6.88-6.91 (m 1H), 4.17
f"'l’ 2H, J=5.98 Hz), 3.85-3.88 (m 2H), 2.00-2.03 (m
2H), 1.97 ppm (s, 3H

P e vs o

A

C27H24N206S2- 0. 10 e

N, 5.2Q; Found: C,O0% H. 430, Nj 5.17. Stepg
Di methyk2r3 1 ¢mapht hal e#é-—“17§u|f oY~ H9N ol -5-y
| ox r‘bpyl }-animgy A sol ution of tol uene-4 foni c

acid 3-[3-(naphthal'ene-1 -sul fonyl)-1 Hindazol®
Digmefihy«{3{[3tnanhthalepe-drsylfonyl)etH-indazoBSyhnxyl-propylRaming

di mﬂ@&ht‘?’dﬂ &?%h%ér%-'gulgc?n%gq 8[? bééﬂm)ﬂ n\@@?—sé&c{ &(I)leﬁj-l-lkgézol-

16 hours at a seal e €r CcoOo
S-deil-erpyt esierel] H2.0, 4,89 heol) éa 2 Oi M dimgthylaminevia I HF (20 mL, 40

mr?:BI'S‘ (el tsfl ﬁé@ﬂ)r 48 qi:o&%rd'}'ﬁ) ogned skBie sy, A %agﬁ tgg%‘f’%%

sodi um bi car bonat he organic phasé ‘was wa
tergperature dhe ezpciipn midumavdRswscenipirsancthpartiigneddn chloroform and

aqﬁéMse§c?o‘PhrﬁB@an%ﬂgl%ntﬁh@to‘? nIJ B@as‘é%s%h%%tﬂ%rfn@ &b dWith

'ash chr omat ogr aphy usi % anmoni
anh%rpé% m@n%swwﬁ@teﬁs\ﬁemd amﬂ eamcentedted. nT he residue was purified

by P8R thtmaicrhphy( @R .53k ??‘\?no}nunsl’ HydrBlauLs; O]% methanol in

H-i ndazol - 5- on was obta

chlorefptm y@!m@m'lé&[ %ﬂa(pbth@ eq, Sisf@nﬂ)%-lnqmoh&yiﬂxy]amdpyl}
anﬁh@%@@btamé@réécehﬁg‘?ﬁ %/Q%\A)"&f i€ ((§ he8 gagkled, ) qudihir aad gtr?greal

he resul sol uti on“was concentrate
nYEeB N oA GRdeA B8 OmPPHNGa B resulting Solution was

cobtdrRidied arlddred-1onaPhéabESL°C in vacuo. Dimethyl-{3-[3-(naphthalene-
1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine hydrochloride as a very light yellow
solid (0.455g) was obtained: MP: 264-5 °C; Mass Spectrum (-El, [M-H]) m/z 408.
'HNMR (500 MHz, DMSO-dg): 514.17(s, 1H), 10.19 (s, 1H), 8.75 (d, 1H, J=8.67 Hz),
8.53 (dd, 1H, J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.30 Hz), 8.02-8.04 (m, 1H),
7.71-7.75 (m, 1H), 7.54-7.65 (m, 3H), 7.29 (d, 1H, J=2.08 Hz), 7.07-7.10 (m, 1H),
4.07-4.10 (m, 2H), 3.19-3.23 (m, 2H), 2.76 (s, 6H), 2.11-2.18 ppm (m, 2H).Elemental

Analysis for CHz3N303S *1.00 mol HCI: Caled: C, 59.25; H, 5.42; N, 9.42; Found:
C, 58.97; H, 5.58; N, 9.23.
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1-sul fonyl)-1Hi ndazol - 5-yl oxy] - propyl } - am ne
hydrochl oride as a very |light yellow solid (0.455q)
woer®7obt7ai ned: MP: 264-5 0C, Mass Spectrum (- BPCT/US2006/030965
[MH-) mz 408. 1HNWR (500 MHz, DMSO-d6): d14.17(s,
1H), 10.19 (s, 1H), 8.75 (d, 1H, J=8.67 Hz), 8.53 (dd,
1H, J7L4Hzand122|—|z) 8.27 (d, 1H, J=8.30 Hz),
8.02-8.04 (m 1H), 7.71- 75( 1H), 7.54-7.65 (m
3H), 7.29 (d, 1H, J=2. lets 07-7.10 (m 1H),
4.07-4.10 (m 2H), 3 323(m 2H), 2.76 (s, B
2.11-2.18 ppm (m 2 enent al Anal ysis for @Q
C22H23N3MB8S 100 ITDP\sL:[S:l Calcd: C, 59.25; H ®=42, "N

9. 42, Paitnd ™~ 70 H, MBNBEHE N, _N~_0O
9. 2 toyl - { 3- gApht hal ene- 1- sul f onyl ) - ,ﬁ'dazol
5- y] - propyl }-anfine A sol ution of

Md:tbillb{er-te-(ﬁaphlihhtmnecl amlfdhyl) 1H-indazol-5-yloxy]-propyl}-amine

%b%']ﬁp cli)ﬁ?gr%s%gﬁp Qf%% 31 P@ﬁﬁ%} -Sutfopyly 1H-ipgfazol-

5- ytmlyhphmm emen (G 47Plg, 08386 mrhol) m]ZSO ivme)hylawadse st THF 600 b 16

e S0P g vl o r PSR pARE ey e (REG WahBion
ternpme’em ra¢ exhchordmpdure mtasaopackritratest dmd patitnat én aihgl acetate

an%%g ﬁg«gf’s Vasot%ﬂ.lnllj B”CQ,le %IEO%E Br aT1h(:e Jsg%vms%ﬂﬂga %vut%?npe The

briNe. ases were extrac
aquedus pitdses ok entraaied vbtbrtdmlavof@am andohs egganiErphasesereed

coFHBﬁiweg rdn%qul\% mh%'ﬁn%(ﬂrf)l?éjﬁa ue sH%té uijjl{e?éeogarbo; écHt:gritﬁﬁed.

nd concentr
Thehie@dm vgs aptifieduyiflagh @hrbmategiaWWang byaering@hium 5 %

r
hy%&ﬁi@r}o% é |F1§ hgl F;ﬁf:ﬂ[)fgé%rén 1M%tnylf{gn[§ (Slap_ﬂ_ralawe -1- sulfonyl) -1H-
m®29'r ipkylnrepy}-aminaiwas ohtgineshasa fight yaﬁovafqarrgm 2@&9 |66fv2 %)

|
e L g AR e e
@rmmars@gnwtr@tqdmdmgdé@nweimwaa *hin vecvedTher 14

hyar‘b'éﬁl%n@é waé og%deﬁ a‘éaaCI#hlt yal '8?\/012 (g% 78[7' Iggssxgﬁ‘ekctrum (-El, [M-

obtal ned as a

H]S;pdéﬁ%mwNMR (500MHz DMSO-804 SRR 1(1-508)7M8276 (DVBED, 8.67
B s
H), J=8)- EGWIZ\) 1HB 7@86@511(31'1') 7139, (d71 F.0/~2. TBHZ)nT.08+H) 11 (m,
1H? rr‘?ég (1, 8A, 4180830y, 3.0549, drdzH) Bs5)s2ar 2ld8)a. 17 piehr, 2H1
Elemental Analysis for C;1H2N303S *1.00 mol HCI'0.45 mol H,0O: Calcd: C, 57.32; H,
5.25; N, 9.55; Found: C, 57.64; H, 5.33; N, 9.39.

L0

H
Q ,O (o}
‘ \/\/ \@( EtNH,/THF \/N\/\/O\@N
N
H

Ethyl-{3 [3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine
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1H), 4.09 (t, 2H, J=5.98 Hz), 3.05 (s, br, 2H), 2.55
(s, 3H, 2.05-2.1 1 ppm(m 2H). Elenental Analysis

wo 2007@2171H2 1N3C3S 1. 00 nol HCl 0.45 nol H2O REi/os2006)30965

57.32; H 5.25; N, 9.55; Found: C, 57.64; H, 5.33; N,
9. 39.
Et hyI {3-[ 3-(napht hal ene- 1-sul fonyl ) - 1H i ndazol - 5-yl ox
| } - am neA sol ution of toluene-4-sulfonic acid
3 [ sqlnémﬂfﬁalu@m%%ug@nw aeig By[31raphiferiens-1-sulfonyl)-1H-indazol-

~yI§xM-l 9%139] eﬁéP@Vd)aoerﬁ ecs n"fg’mlpoflﬁo 'WQih}llah{hﬁﬂﬂ%o

[ am n nmol es was strrre

mm@@Sf was a%“fﬁﬁ 8t290h &fpsabw h@e@ in@ sealed. tuleg.t Altercoplinanty
amSIQntqgf‘HP&%Yuré Wr%ééﬁéﬁr Rixduie wra§ §Slbéﬂ"év5b5rta¥5de lY‘@ac‘stlssolved

sol vent evapor at ed It was dissolved Iin eth etate
in eﬁwba%%tﬁ@admsbéd iigawille aawwedwﬁm@anﬁw ahe OrgeRis

pha@é %@'d?ne@ B@ér%ﬁf@éro@& 'n%@n@é’ & s%ﬁé‘t)édﬁlfér‘ d WB&ﬁﬂeHiFéted The

[tered and Concentrated e residue was

reSlaw Wﬁﬁ @Hﬂftgd byl ek coraeriedrepMapting Qs?ﬁﬁ’/g agraium KN HENN S
% n'i‘éfcﬁ'ér%irfj&{lgroﬁ)r% WIH@BP% "G‘//PJHC% er@o%lngfe\é'y@de@tetﬁﬁ -{3-

in vacuo m nut es y
[3- (p%l*("i*?é?ﬂﬁ'FTéP@Wl)i%@pPWrWOXYHPMPM%@B}'D%a§/PJj&@l]yﬂldﬁ%ﬁﬂm

43k ragnmeo% hié a8 biskeléP rhanand 4ad @iiBeal iYadMioriddWvas
di ssol ved in net hanol and ethereal hydrochloride

addﬁﬁs Conerniratiog ABS ARG Tvgound & A feg 1P howadaye dfe 83 oC
hydfcﬁihlohﬁe fé@ lé&ﬁal@?é’l@vﬁé@nﬂ% /Sllqhﬁ ﬁ%@' G*EB%’? WIaB@BEeétﬁJnl\ OME|,

ectrum

[M*li-wppﬂz:@)lo mp—é\kM 509_@% wg@ ql¢p.1261 @@, 18)(br, (IH) 8.74-8.76 (m,
1H)?é%63847216x 1Ry ;9%2 élch*)m §=7744 ﬁz%ﬁd (1n22 Ijlf’) 8. 23 (éﬁrrﬁ ng 29
Ha) BOE9 (mgiHBor. &w (4T 0BT 96 (TWPH) -7 48 (0 e age
Hz)1Hp7-771Bén, AHH54.00%4. Qﬂ)n 2¥+) 290& 4, o7l(h|| 2{1222 @@g @?)ém( 2H),

2052512 (55, 550 145 (oo, 941 Bl reniar (alysiEor CreilaNgOna 00

molHon .00 niH.OECaBNCake Anak ys6s, N qgél%%bﬂé’vl\@@@d G 36;
N%Blgg Fol 20 nol H2O Calcd: C, 56.51; H,

und: C, 56.20; H 5.36; N, 8.81.
Et hyl - met hyl - { 3-[ 3- (napht hal ene- 1-sul fonyl ) - 1H i ndazol

-5-yl oxy] - propyl } - am ne_ A sql yti on of
t ol uene- 4-sul foni c aci %___anm qe%

3- [ 3- (napht hal ene- %onyl ) - 1H i ndazol -
O= 0. Q

Sz, ] TS

0 =0

R e { EtMeNHITHF  ~_-N._~_0 {
/© © L ' B
N N
H H

Ethyl-methyl-{3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine

A solution of toluene-4-sulfonic acid 3-[3-(naphthalene-1-sulfonyl)-1H-indazol-
S-yloxy]-propyt ester (0.080 mg, 0.15 mmol) and methyethylamine (0.45-0.75 mmol)
was stirred at 90 °C for about 2 hours in a sealed tube. After cooling to ambient
temperature the reaction mixture was solvent evaporated. It was dissolved in ethyl
acetate and washed twice with aqueous sodium bicarbonate. The organic phase
was dried over anhydrous magnesium sulfate, filtered and concentrated. The

residue was dissolved in methanol, and ethereal hydrochloride was added. The
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5-yl oxy] - propyl ester (0.080 ng, 0.15 nmol) and
nmet hyet hyl am ne (0.45-0.75 mmol) was stirred at 90 0C
wo oro7abiout 2 hours in a seal ed tube. After cooP@TYS1006/030965
anbi ent tenperature the reaction m xture was sol vent
evaporated. It was dissolved in ethyl acetate and
vvashed twice with aqueous sodi um bi carbonate. The
ani c hase was dri ed over drous nesi u
m»g Bsanbt potcen Bared o QoA SO e St TEGARge i
[W@dphtﬁalﬁﬁ‘é—h aéfﬂﬂbnylﬁﬂd-lrﬂialzeltﬁﬁlbxﬂxﬁdiwt}kérﬁlhe de was
e e
m/z’34{a!€> mmwl R s@d w& BVSO- Eg)}n)shz) A4-14. 17d(br 1rr]+|) 971dg 77 (br, 1H),
dazo ropyl }-am ne rochl ori de was a
8. T 61 1H0op 5 (06 o ng o e o) 24 s SRSl el o).
8. dabé*tbﬂlg% 111# i?#@‘b 741¢r|h\"\4?1)(5@@ N2 (m %@2§Id “H, J=2.19 Hz),

7 @i e sbin Canoabend fn Bl 375l By @agﬁq ppr
(m(@H Eléme]ﬂ%ﬂ A’ﬁ%l Yor G,,A3INGOH1(00 mAMAC! 7.9F Gnol HZ@: Carcd: C,

58108, S B mndﬁ%ésﬁ‘f%gé%ﬁﬁ%@ﬂj 304525 (m

2H), 2.72 (s 3H), 1.18-1 .21 ppm (m 3H). Elenental
Anal ysis for C23H25N3(3 1 OP HCl 0.90 nol H2O
Calcd: C, 58.01; H, 5.88% 2 Found: C, 58.37; H,

5.55; N, 8.50.
Di et hyl - {3-t 3- (naphe 1-sul fon )-1H—indaz|
oxy] - pgopyl } - am neS#Asgol uti on of tolxuene 4- sulq* A C

aci 3-8 ne- 1- SNimify| ) >3t imed

5y]°propy| g! (0.080 ngy, 0.15 mmol)

di et Nyl amine (0.45-8.75 nmmol) in THF (10 m) vvet's
Disthiyl-{3c[3-(mapbthalkhe-bisutiboyl)-1H-ihderal-5-ylory]gwapygl}-amibe .

Af t ?\rso?&%#\'o?%l she! b|ﬁ'ﬂﬁc éc? ‘gé a'f#rhﬁ‘uaﬁéh% {- S@ﬁ%g@ﬂrlhindazolm

re was SsoO ven evapor a | SSOIl V
oS- mwbrmbesmre(o@ﬁa m@ﬁl‘éiinmmi)wd\dl&thylaqmledC]éSéb?ﬁ mmol) in
(ﬁ@ gr\‘/\%sestlrr-le—a @t 85 g@ﬂ} bB[hazs ﬁoa‘ﬂ??h Qgéﬁgd iR’ Atter cooling to
us nmagnesi um su te, | ere and
anmnt éemmqa@ce therreacrt@surdwtgra/\mes golverd levapbrated mitt wesrdi$solved

in ?ﬁgl é?é 2h® WEshaGhicd g & O?ota]% gB@ﬁm tgéérg&wé‘@sﬂ?éj?@gaic

m xture was concentr at I N vacuo a
phgge was dred pyaiaghydrous magnesium sulfate, filtered and concentrated. The

re%@é \m@ d%gbl{/e?d ihtARRL R RS enibrotetnd, %HM letneted h)aREMbAT Whs

-am ne
dde T e mlxture was concentrated and dried in vacuo at 80 °C for 17 hours.

Diethyl-{3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine
hydrochloride was a tan foam (69.9 mg, 98.3 %); Mass Spectrum (+El, [M+H]") m/z
438. "HNMR (500 MHz, DMSO-ds): 514.13-14.11 (br, 1H), 9.59-9.63 (br, 1H), 8.75
(d, 1H, J=8.42 Hz), 8.51 (dd, 1H, J=7.44 Hz and 1.10 Hz), 8.27 (d, 1H, J=8.29 Hz),
8.03-8.05 (m, 1H), 7.70-7.74 (m, 1H), 7.52-7.64 (m, 3H), 7.05-7.11 (m, 2H), 4.10 (&,
2H, J=5.98 Hz), 3.11-3.25 (m, 6H), 2.09-2.24 (m, 2H), 1.18 ppm (t, 6H, J=7.20 Hz).
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hydrochl oride was a tan foam (69.9 ng, 98.3 %; Mass
Spectrum (+ElI, [MtH +) mz 438. 1HNWVR (500 WHz, DMSO-d
w®007/05741 13- 14. 11 (br, 1H), 9.59-9.63 (br, 1HCT/BS2086/030965
(d, 1H, J=8.42 Hz), 8.51 (dd, 1H, J=7.44 Hz and 1.10
Hz), 8.27 (d, 1H, J=8.29 Hz), 8.03-8.05 (m 1H),
7.70-7.74 (m 1H), 7.52-7.64 (m 3H), 7.05-7.1 1 (m

2H), 4.10 (t, 2H, J=5. I—IzI 1 .1 1-3.25 (m 6H),
2.09-2.24 (m 2H), 1.1 = 6H, J=7.20 Hz).Exanple

19
Butyl -{3-[ 3- (naphe 1-sul fonyl)-1H i ndazol - x

y] - propyl} am ne%#sgol ution of tol ueng-4- suI for‘i’r%&oac:l d
3

1- sul fEuNNITHE, 1 HN-Aidaret™>° l\N
bx9] - prop gter (0.080 ng, 0.15 mmol)
ut | amine (0.45-8.75 mml ) in THF (10 nL) was"

Buﬁw-l{s-l[:eclrnapﬂwtl&?éJenﬁ)g #smnlfoabt)m-l -ihdapolrSylionyppyileaimingbe.
gﬁp@%ml' @%ﬁe{)g sué 2‘ 8?’?{% (ﬂ%wtﬁalen§1ss§|g§ry )Oﬂ-ll }]ndazol-

5- y&ixth]yﬂwoayj ettt ¢0.680mgas NS dnrhol) erd bitylaminp@sths0-£5 dineh) in

THgﬁﬁ@ B‘ﬁ’.g?@g %éré%cpe% %Hm% %b@ﬂ %Srfw}‘%aler X déa?éé dﬁ]&? " After cooling to

ambientenipesited. thd Feactiers milderewses shivesbévapardted. ni waa dissolved

o 5SRO A R S i

phdmgt was Qr&d[cﬁter anhydrous magnesium sulfate, filtered and concentrated The

res CHJ%R/!;%] hog S%%For | Rkl Y la)'nfi %WL réﬁﬂ Qocrmodudd ?@déep.\/l }-a

och e as t or ge sem-soli1d (43.3

COngentMnQa% dryivigss vmatra@rﬁC(feEW h‘PtN’E peldedriutyi-4348-

(na%ﬁ'h‘l!%q%@% t%éh%l%'lﬁ%@é—g og&gp ng}:fav?n q{ydrd’cﬁ)ozrldgaZ% light

orang8 semi-biiid, (48.3089.E600% %) rilass-Fpecirumi GEl, TEi+Hi) mizg38. TNvR

(50%) l%ﬁgﬁég(% %ﬁ% 8-14 é’-?orQﬂlsv) %gj%ﬂ ﬁ-'l OJZS%@HZQZE 8d-8752l6h,

1H, BB7 @l, 98, ¢8.3CHE), 82)3%05 (317 721,75 tm5EH)17 54-764 (m,
3H§,0'19.29 &, 26 1367 [D), 7407.18 (881D, 8HsPPM () 2B B.04EXGERh 2

2HDZBBBO0 M, 218), 12D Rt(malBhd-92-£ 69 (On3td). 146 hddesl 418, y

M. am ne A solution of toluene-4-sulfonic
0 ésodgthfgm(/na ht hal ene- 1-sul fonyl ) - 1H i ndazol -

Example 20
O=g. H O=g.

Cyclopropyl-{3-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine

A solution of toluene-4-sulfonic acid 3-[3-(naphthalene-1-sulfonyl)-1H-indazol-
5-yloxy]-propyl ester (0.080 mg, 0.15 mmol) and cyclopropylamine (0.45-0.75 mmol)
in THF (10 mL) was stirred at 90 °C for about 2 hours in a sealed tube. After cooling
to ambient temperature the reaction mixture was solvent evaporated. It was

dissolved in ethyl acetate and washed twice with agueous sodium bicarbonate. The
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5-yl oxy] - propyl ester (0.080 ng, 0.15 nmol) and

cycl opropylam ne (0.45-0.75 nmmol) in THF (10 nL) was
warioroediat 90 OC for about 2 hours in a seal ePCT/UR®NG6/030965

After cooling to anmbient tenperature the reaction

m xture was sol vent evaporated. It was dissolved in

et hyl acetate and washed twi ce with aqueous sodi um

o R R A e B PR B o Rl SR R OV
conhesritichie]. ViEte rpsidué wed puiifierttwine By fiessh chtunaategraghapdiyg 0.75%

' _75% i um,hydr.oxjde/.7. 5 9 i
S R T T R N R
hym:m#ﬂd) % Ilme?imhoginfcggmf?? Fpl gln'ﬁa iyclopr<|3pyl-£}3-[3—(naphthaIene-1-

opr 0 -{.3-,[ 3- -1 - o
AR SR e SRR AE rEiest Vel i g g 0.7,
THS tomgdaibd viasmtissoB@d Ti94netiEnbl and eihersad hydreclioridsolaeaddeau.

t hanol , et h | .h | Qr, .
oEhABARe BB A0 R A0S 983 S fifdtodhiong as a
yel&v frane (48@mgy @t.8%)] Massispertrum (+EI, |[MwH b aniz ¢23. BIMYR (500

. 2%, +Fl + 422, o1H 0
MWW&%ES%@%%%*% %(dsi (’31‘{%\% 5“54%819% fm. ﬁ%_}’ ?%éf% o
8.2Md, 1H) /=825 bz} 85R-§.05 (hH) H), 8.7277.78l (m L1 H), J-58-7266 (z))3H),

-, 8. - 7,15 7,51~
7 540, 95 bt o 31y 540 4 Mo 58 .
2H), 2.65-2214 (nd,=161) 1L0082)15 (Bn, PH).-B82R0.87HMm, 2b1), RF)-0.77 ppm (m, 2H).
El%ﬂ??t'agA%ys&% Eé%w\%%%ézf_&& ol My 817k m&n%%y a6 s 70,
H,CRHIBIEIB Sould Gp58. HEIH,G.0D Nydl6820. Cal cd: C, 58. 70
H 5.44; N, 8.93; Found: C, 58.70; H, 5.09; N, 8.68.

Exanpl e 21
Cycl opent yl -{3-[ 3- (napht&xample21- sul f onyl ) - 1H i ndazol -

5-yl oxy] - propyl } - amrQe_A sol uti on of
t ol uene- 4- sul f oni c
3-[ 3- (napht hal eneesl: s Hi nda\}ol -

Ots

-t onyl ) -1 ~
5-yl oxy J? (0. Béo”m 0. el )0 \~o
cydl opent yl am (N 45- 0. 754Dl ) i\ JTHF (10 i?ﬂ Nas
S|ed at 90 fmr 2 hours in a seal ed _tube._Alﬂter

Cﬁ&@béﬂ?l-{@[ﬂﬁbbﬁﬂ{alérﬂmgh%WI?—ﬂ Htihﬁ_aicﬂ-%c}lbﬁgl'i]-ﬂpo?gl}lfa@nine

was sol vent evaporated. It was partitioned 1'n e

acet AseUlp ot URBR ArsiTerc AP p-Aq DeRERIeRRy T wkifony - TH-indazol
5-Plog@rresiabster [E800HE M1 S mmol) and cyclopentylamine (0.45-0.75 mmol)
in THF (10 mL) was stirred at 90 °C for 2 hours in a sealed tube. After cooling to
ambient temperature, the reaction mixture was solvent evaporated. It was partitioned
in ethyl acetate and washed twice with aqueous sodium bicarbonate. The organic
phase was dried over anhydrous magnesium sulfate, filtered and concentrated. The
residue was purified by flash chromatography using 0.75% ammonium
hydroxide/7.5% methanol in chloroform to give cyclopentyl-{3-[3-(naphthalene-1-
sulfonyl)-1H-indazol-5-yloxy]-propyl}-amine as a beige foam (70.6 mg, 100%). This
compound was dissolved in methanol, and ethereal hydrochioride was added.
Concentrating and drying in vacuo for 12.5 hours at 83 °C gave the hydrochloride as
a light brown foam (69.7 mg, 95.6%); Mass Spectrum (+EI, [M+H]") m/z 450. "HNMR
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phase was dried over anhydrous nagnesi um sul f ate,

filtered and concentrated. The residue was purified by
WO b@gl2iohr omat ogr aphy usi ng 0. 75% amoni um PCT/US2006/030965

hydr oxi de/ 7. 5% met hanol in chloroformto give

cycl opentyl - {3-[ 3- (napht hal ene- 1-

sul fonyl ) - 1H i ndazol - 5-yl oxy] - propyl }-am ne as a bei ge

f oam 100%9 . This conpound was dissolved in
(50RdfHia Oahng %Hh‘rﬁ-ia"am kbyd%)eﬁl?@ra 8 (Mad)a8dé .53 (m, 1H),
8. 2@%@%9@@%6@93 Arosl (R 1HY Wﬁﬁr%ém u’hg 7554!1%5% §H§3

ave rochl orl de ds a wn foam

1% J59420 st\sEO%ﬁ@eﬂ HusQ #5Hz a[lﬂ/la?qu)iZ)rrﬁ 414%6H, J=6.10

Hz)lyyg’l:%:@%)gn'\'qﬂ)’ 3| 9 @)82%§42 %(nlf_?br%léégﬁ geléfﬂ B 1.43-

1.7 em3don. @), Elen@gzasAo@yqlﬁor Q25H27N’3073§ 70Q 510 IQH)B mol H,0:

; 1 7.09 (dd,
Calde:5¢; 8@6551(1{6&92%811 %%uﬁ C,A#?[T‘Iiﬁf, §§’§2HW)8J256 10 (HZ)

343349(m 1H), 306(br s, 2H), 2.05-2.14 (m

2H), 1.88-1.96 (m 2H ,g 225 71 ppm (m 6H).
El emental Anal ysis _for &"@ﬂwoss 1.00 nol Her 0.75

ml H2O Cal cd: C, 1;H595 N, 8.41; Fo,.
59. 71; H 5. 83; P npl e 22

I soproo 35 3 spht hal e>n@+>1 sul fongl)
YRt su|22.°3y' FapTTRe A S°'m”"
¥
SRR TE %ﬁvﬁgse%s” w%d%ﬁae&@vml-9r°cn¥&-amine
i fﬁffggyg?m mmeﬁéwl&ﬂfamgEtcummns)(gfgwt%lﬁné 1Js©|f )-Wahdazol-
Sy Rk s S EnieR 0060 o 3R fitbl e bereManises @ 4Bto. b mrol) in

THFA( M mt.pwaa stisad sttt CBMa@lmLmQ&d)ursJ ih avéeailedi tais@ | AXRst dobling to
and s [

am@I Cag@%%ie%t@rte lﬁ;] feag %E\%urﬁﬁvggéo&ﬂgtgp %\/%%g%?%fl el?\?/gls 3!rsnsolved
in eéimhgcetelesarmiageated dvwics with atjeeods dodimedicamdnate. The organic
orsSENSRTHER S P B RSB B s bRt e
resicfige an glurified by flashodhoomatogiaphg asing 0ms Wesnriorisalvetbxide/7.5
% BRIRAH AR o Rl AL SRR g stgren
hydgmmridgmwed{ Topger(tratipd bhd bpsirey fbr Hutdconmy6 hedrs 83 °C
gav'é" |édb%’5ﬂ I{3 ?3 }Ha%%]afe% qpédlfénﬁﬂlqefndazol -5-yloxy]-propyl}-amine
hydrochloride as a light yellow foam (48.6 mg, 70.4%); Mass Spectrum (+EI, [M+H]")
m/z 424. "HNMR (500 MHz, DMSO-dg): 514.15-14.16 (br, 1H), 8.75 (d, 1H, J=8.78
Hz), 8.60-8.70 (br, 2H), 8.52 (dd, 1H, J=7.45 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.29
hz), 8.03-8.05 (m, 1H), 7.71-7.75 (m, 1H), 7.54-7.65 (m, 3H), 7.30 (d, 1H, J=2.20 Hz),
7.08-7.11 (m, 1H), 4.09-4.13 (m, 2H), 3.05 (s, br, 2H), 2.07-2.13 (m, 2H), 1.22 ppm
(d, 6H, J=6.46 Hz) Elemental Analysis for C,3H.sNs05S 1.00 mol HCI' 0.55 mol H,0:
Caled: C, 58.79; H, 5.81; N, 8.94; Found: C, 58.46; H, 5.61; N, 8.72.
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hydrochl oride as a |light yell ow foam (48.6 ng, 70.4%;
Mass Spectrum (+El, [MtH +) m z 424. 1HNMR (500 MHz,

WOMBO2B)t 514.15-14.16 (br, 1H), 8.75 (d, 1H, POEBSMB86/030965

Hz), 8.60-8.70 (br, 2H), 8.52 (dd, 1H, J=7.45 Hz and
1.22 Hz), 8.27 (d, 1H, J=8.29 hz), 8.03-8.05 (m 1H),
7.71-7.75 (m 1H), 7.54-7.65 (m 3H), 7.30 (d, 1H,

J=2.20 Hz), 7.08-7.1 1 (m 1H), 4.09-4.13 (m 2H),
3.05 (s, br, 2H), 2. 07§Lm2a§ 2H), 1.22 ppm (d,
6H1J=6. 46 Hz) El eneqt al Anal ysis for C23H25N303 0
nol HCl 0.55 nol %‘al cd: C, 58.79; H 5.81;

8.94; Found: C, 5{&, H 55;31 N, B=72. Exanpl @23

3- (NR u?fonyl) '3- pyrre¥ieine {pr opox
y ‘® ndazol Bl uti on ofHFt ol uene- 4- sul f yeci d
- (napht hal eneul sul fonyl)-1H i ndazol - H

3- “g{,‘?”}g?qf%?ﬁéﬂnwnﬁsé -@k 5)(r%lﬁﬁﬂ-1fﬁlqp{|8_|%6@)mﬂlmdaaalé

B 1A Relilian Sgiuts Fosifanb a0 B taione-Sab Dy indazok
5- ynéaiﬂ%"romebﬂenga @81) .a@b@ ¢51anﬁc@)t’mﬁfmlrl*¢h@mé e 4569 hawl) in THF
or at ed ol ve
(10 Gt o stea el SALTG MiaBRLE RS B S aIe A hbo L SE b

am@éﬁ&éh@e@ﬂ&e tHd ﬁea@ﬁ@ﬁﬁlxmr@ has %ow@ﬁt ealfcapeﬁhtmz dt was dissolved
dr ous r\gd/%lnes um su f at e,

in et ele ATDaFasraE tWge PHib g9vERIs RS L DG PPRAtRe THe SEFanc
phad8 vaghdrieti dver amhyarss etdypesiam slwdfeomltdrau afé comenadiddd The

resj B%?N%Q&%tglvgg ir‘;Jl rrrlmgth%mli ar}% cihport\)/fglgr#,oan et erealc;\ydrochi%rlde was
addedadunbanhtestierg and il v_)ac&o 48380030 fop N7 thonrslgawk-3pr opoxy)
(rapiholghe dogurBp e &Rl y B Po Rt SRS M e =
browb@emisizlid OFE0Ng627.8%5 Mass Bpestrurb K El, 10+8D) Mz 458. ('BINMR

sopihia ipfSa'y k106 ud abBR 0o hry . 5 18%0. 7 ppet o

8.5149)53 (?‘n S4H)78.6% (§,mH, IE8.30 Fz B.438.05 i, IHP.7201-FHZH (m, 1H),

754 653057 ga . 77 23 e T F1p A A £ 84T b,
3.5443,58(rh, 2H), 2.85-31063(M, 2B 4. 19-2AA)(m, B8 128 (m, 2H), 1.77-
1.87 ppm (m, 2H).

Example 24

O= Ox
Sx 8=
Q\ SO _~_0O { ° NH Q‘\/\/O Q °
' H

H
3-(Naphthalene-1-sulfonyl)-5-(3-piperidin-1-yl-propoxy)-1H-indazole

A solution of toluene-4-sulfonic acid 3-[3-(naphthalene-1-sulfonyl)-1H-indazol-
5-yloxy]-propyl ester (0.080 mg, 0.15 mmol) and piperidine (0.45-0.75 mmo!) in THF
(10 mL) was stirred at 90 °C for about 2 hours in a sealed tube. After cooling to
ambient temperature the reaction mixture was solvent evaporated. It was dissolved
in ethyl acetate and washed twice with aqueous sodium bicarbonate. The organic
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3- (Napht hal ene- 1-sul fonyl ) - 5- ( 3- pi peri di n- 1-yl - pr opoxy
)-1H i ndazol e A solution of toluene-4-sulfonic acid

w@2¢030tr1apht hal ene- 1- sul fonyl ) - 1H i ndazol - PCT/US2006/030965

5-yl oxy] - propyl ester (0.080 ng, 0.15 nmol) and

pi peridine (0.45-0.75 nmml) in THF (10 nL) was stirred

at 90 OC for about 2 hours in a sealed tube. After

cooling to anbient tenperature the reaction m xture
phassagas dlieeoter embyiyoe megndsiurmasifade, Sitetedeahdi aonedritrated. The

resitﬁ%@éﬁ@ﬁg@%m%% ﬁow ang eﬁgetggal a}gg’r%gﬁlligég Q/'ag Myge

he orgdni ¢ over ciwydrous
Conpargrading antd sinfifgate30 “ﬂ fot 29 b@urav'rdvamrnmne Bs(nemtharhm 1-

sulf n%‘lg sd{:éﬁﬁ) é?fd H'\i}gg §§%@ ncenﬁ e aqgr,oeet%,e FHW” Sen}"
sohce(@emngow 2%) rfdaas§pa¢truradtﬁj @/au;a) ra/z(mqohﬂmm YaooHz,
oS R PSR B g BT ISR B o
1H), mzz(cspebm:&ao (—l—zEIB 0F- &/DS-[[m) 1hﬂ 2744874 SHNR. 756d 88Hm,
) B b A8 Byl B By i g
J=5 saaaﬁzm #R-B, 4580 2HY. VEB-BRF (DHEH), 2.8212.96 Tah, 2i), 2119)2.29 (m,
0 56, 0 5 ) S
1.0BmeRHG! 490(mpl H:B) CaBd1 6, 8935; Hn$.02H, 8.34:50u2d9E, 65:36; H,

582ZN)8 13229(m 2H), 1.58-1 .80 (m 5H), 1.30-1 .40
' m El emental Analysis for C25H27N3G3S 1. 00

1 OO nmol H2O Calcd: C, 59.57; H, 6.00; N,
8 34 Found C, 59. 36; giym : N, 8.24. Exanple 25
5- (3- Mor phol i n-4-yl - prm%% = (napht hal ene- 1- sul f onyl
)-1Hindazole A's nOon of tol uene-4-sulfonic @.
3-[3- (napht hal ene T fonyl)-1Hi n,dgvzol

5-yl o\xg yI egteer (0. 080\m, n(c)rsto
59, 75 Motk THF N
red at 90 or about 5 hours in a sea ube

After coolin to arrbl ent terrperature t he reactlon

S-(3effiQinholingdsl-Brapexy 3-haphthalener 1-guifopy-1hi-indaroled i n
et Wéol@ﬁﬁ\t cﬁtt@u@r@4)é@$d}@cdedid\@i{3’-(ﬂudhtha@éi1éea§@foﬁ9mHffhdazol-

5- yloxyf propy ter (0. 08% n?gg % 15 mmol) and morpholine (0.45-0.75 mmol) in THF
(10 mL) was stirred at 90 °C for about 2 hours in a sealed tube. After cooling to
ambient temperature the reaction mixture was solvent evaporated. It was dissolved
in ethyl acetate and washed twice with aqueous sodium bicarbonate. The organic
phase was dried over anhydrous magnesium sulfate, filtered and concentrated. The
residue was purified by flash chromatography using 0.5 % ammonium
hydroxide/5.0% methanol in chloroform. 5-(3-Morpholin-4-yl-propoxy)-3-
(naphthalene-1-sulfonyl)-1H-indazole as a light yellow solid (74.4 mg, 100%) was
obtained. This product was dissolved in methanol, and ethereal hydrochloride was
added. Concentrating and drying in vacuo 83 °C for 24 hours yielded the
hydrochloride as a yellow foam (74.5 mg, 100 %); Mass Spectrum (+El, [M+H]*) m/z
452. "HNMR (500 MHz, DMSO-dg): 814.15 (s, 1H), 10.56-10.62 (br, 1H), 8.75 (d,

1H, J=8.66 Hz), 8.52 (dd, 1H, J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.30 Hz), 8.02-
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phase was dried over anhydrous nagnesi um sul f ate,
filtered and concentrated. The residue was purified by

WO b@gl2iohr omat ogr aphy using 0.5 % amoni um PCT/US2006/030965

hydr oxi de/ 5. 0% et hanol in chl oroform

5- (3- Mor phol i n- 4-yl - propoxy) - 3-

(napht hal ene-1-sul fonyl )-1Hindazole as a |ight yell ow

solid (74.4 ng, 100% was obtained. This product was
8.08l{rsSH)y B 1im73reh hiaot . 54-areh @, 136 eaR9 ky, di-h b .o iHER Vevs

71 e, FBGERH R AOHPEOGY alim, L7 T b -

(m, @8), M@S%ﬁ (ivassy, Z5pBeewpm( (hEl2H) [ Eidetdal AhalydsRr 1HNVR

0 6) 4.
Caiofo % go BRI 2g i odge oo g 305 8y 52 Bhuna
C, 560ab; H, BB5HK) 8.08. 27 (d, 1H, J=8.30 Hz), 8.02-8.05 (m
iH), 7.71-7.75 (m 1H), 7.54-7.65 (m 3H), 7.29 (d,
1H, J=2.32 Hz), 7.07- 7.10 (m 1H), 4.10 (t, 2H,
~A=5.86 Hz), 3.93-3.96 Exand#d263.71-3.77 (m 2H),

3-[3?%%5'&349'&4' lfitdhvnay %93%‘%,'%‘%'%&&5M§21230p%

Stepid@l 1.30 nol H2G Calcd: C, 56.36; H 5.36; N, 8.22;

Found: C, 56.05; H, 65; N, 8.09. Exanple 26
3-[ 3- ( Napht hal ene- @ onyl ) - 1H i ndazol -5-yl o op
ylam ne Step i 5- (03 A2 0- Py ) - 3- (napht habs

-sul f Sl ) -1 ‘8I e Sodium azi dg._(Q, 4 6054
Was adde am sol ution of toluene-4 Ulﬁionl c
5-yl
5~ (ﬁf\&@g&@ ? ai?ﬁ?p‘l‘%ﬁeﬁglllé Q%fbngﬁwgégé)re y OXY] prop

r ea%ftdnaﬁ apidt(0 425 9a8-54 Mmeltwas addwl O@ $Qj'|dt'01153f m;luﬁ@ -4-n
sulfamé%@ideéi[stcﬁashthéfehsﬂ s‘zmewmm Srfia2hid- ﬁeky]t&m#é&%#ﬂ% g,

poured I nto_excess water and extracted

2. 1%m4ml) la&l‘tﬂét(%) miheThi Gapian Phtuse Was Stivied RERP W tor 12 bgyrs

in aadgé%'t%@ cnit@fdo@%gﬂ@taeﬁbmIt%b&aturmt Wis polfed! rn'tcnsxceE&
dried wth anhydrous nmagnesi um 'sul fate, filtered

Walgb L P TSHSSVEH B T ACEPicnt THEIOTGRIIF Bhosewas Washeswith 10%
amioRidhreshloride/water solution, water and brine. It was dried with anhydrous
magnesium sulfate, filtered, concentrated and dried at 73 °C in vacuo for 45 minutes
to yield 5-(3-azido-propoxy)-3-(naphthalene-1-sulfonyl)-1H-indazole as an amber
gum (0.770 g, 87.7 %); Mass Spectrum (-El, [M-H]") m/z 406. 'HNMR (400 MHz,
DMSO-dg): 314.05 (br, 1H), 8.64-8.68 (m, 1H), 8.53 (dd, 1H, J=7.42Hz and 1.16 Hz),
8.25-8.28 (m, 1H), 8.01-8.05 (m, 1H), 7.70-7.74 (m, 1H), 7.52-7.64 (m, 3H), 7.26 (d,
1H, J=2.08 Hz), 7.08 (dd, 1H, J=9.16 Hz and 2.32 Hz), 4.06 (t, 2H, J=6.14 Hz), 3.49-
3.52 (m, 2H), 1.96-1.99 ppm (m, 2H).

L0

~ S:o EtOH -

Ny _~_0 { 10% PdIC HaN _~_.0 { o
I N,N | °N
H N
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to yield
5- (3-azi do- propoxy) - 3- (napht hal ene-1-sul fonyl )-1

woRimbzzel e as an anber gum (0. 770 g, 87.7 % ; PGEES2006/030965

Spectrum (-El, [MH ) mz406. 1HNWVR (400 MHz,
DVBO-d6) : 514.05 (br, 1H), 8.64-8.68 (m 1H), 8.53
(dd, 1H, J=7.42Hz and 1.16 Hz), 8.25-8.28 (m 1H),
8.01-8.05 (m 1H), 7.70-7.74 (m 1H), 7.52-7.64 (m
3-[B{aphthaigne--suliqnyl)-1H- uwlamI)S-ylpxaBp(wlarmme J=9.16 Hz

and5 @3 ﬁgrd opo‘}(y)oé r(rﬁpht% eI gulﬂo%ylzlé)-ltlgg?%a ?10376%2% ﬁ??l

mmoé)uva*saiﬁﬂo)vem 'W—P@trﬁim' { W@xqu"pP@wutmpn @arbon (0.16 g)
wassaéd%d/‘\éhdj@\e%g&%%mﬁxré W?@ Eﬁé@bl e a} lefxé’te lo)1 'tli-%"ﬁér‘? da

zol e anol
appaites é?[? homm/&taéq'ngawemr@ A1 eair tﬁsﬁdltlpoall@ °/g Palmura@a @érbon

(0.3 \AHéead'Ei@é‘CéHcPtﬂe %égneﬁ BriMaS Bk RIh Ao Wé?ﬂ&pﬁ%%rr

on'the Parr ap Eara us for 2 hours, startin ressure 5

apparajes f for AdwLts. dheRINRRBPIed VAN Cole and Bore - Jevegidue
wa@&ﬂﬁi@d bg"f‘lgsﬁ BRroRR&Srh \,WIHZ@ 5 6, WRAMOoRRMA Hyd“rMﬂ&é’/g gt ed

on the Parr appar at us hours. It

methangldp éfdomm d‘é}q Rradig gaééwmtwafeeé’oby HRbC wé@gmfawa@t

of dPrbfbingfhelanbl AfepsatePIrat, 031[ hidaldheOr glﬁfo?{?l?-mﬁ‘dé’km 5-
ylowidrOXI de/ 7.5 % met hanol in | orof orm duct

RrPYiRiTHRe apalioht V@HO\MW%PLQ?%%Q g hYgr %?d%'téﬁt ‘Ngthanol and

ethén*ébmy@]?dﬁhlﬂrﬂétv&bf!\é‘ ‘éHdéd" ﬁ@h@(ﬂﬁé Wéé\concentrated and dried at 83
ht hal e -sul f %) 1Hin

A% %Jaﬁyff 1h 1 aw%%ntp ﬂeelda@e&yprogh rigeps awghfo% fe@mz@@C%a 9)-
Ma@iséec%ﬁmr @éutrmwj ) YR BEANAUNRY 560 h}ﬂzeéh/téb' d JO Ghk % '(éiel H),

were ad m xture was concentr at ed dri ed

8.784.d8. rfn8 Gatiad &90-8:02 (Modk} &2 (@ &Ha 180 H?hlﬁdl?h& 8% (rde

f |
1HR$.88 (5, ItﬁhﬁH)bv 7f1 . ?9%( ﬂ-(a)2$%492 64 hﬁsﬁa&dsﬁ%t(& g@[(r 52§)8Hz),

gﬂ)“ @ ?‘5') ("d09 fltl—?HdJ‘@ Wy 9948 (g, 249, %HP -2144) pprg {m72H).-

Ele(rﬂntalkhavsr@fo’i%kﬂ%)gm 30208 nQﬁ H(dno Aﬂd'l)nols c&fca(l&i @fse 51;

H, %E% %%5%60%5’ rrb@;817“151 %9%—0 m4 09 (t 2H J QAO

Hz), 2.94-2.99 (m 2H), 2.00-2.07 ppm(m 2H),
El enental Anal ysis for OHI9N3O3S 1.00 nmol HA 0. 40
mol H2O Calcd: C, SG.M

Dimethyl-{2-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine

Step 1
F cl
L
+ =7° _KOtBU/THF _ /‘
-

2
1-(5-FIuoro-2-nitro-phenylmethanesuIfonyl)-naphthalene

To a chilled mixture of 1-chloromethanesulfonyi-naphthalene (21.7 g, 90.1
mmol) and 1-fluoro-4-nitrobenzene (9.6 mL, 90 mmol ) in dry THF (220 mL) was
dropwise added 1.0 M potassium tert-butoxide in THF (193 mL, 193 mmol). The
reaction mixture was stirred at ambient temperature under nitrogen for 1 hour, 10
minutes. Glacial acetic acid (17 mL, 300 mmol) was then added. The reaction

mixture was concentrated and partitioned in warm ethyl acetate and brine. The
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H 4.93; N, 9.88; Found: C, 56.21; H, 5.12; N, 9.56.
Exanpl e 27

woeeweoyht { 2- [ 3- (napht hal ene- 1- sul f ony!) - 1H i NPERUE2086/§30965
| oxy] -ethyl }-am ne Step i

1- (5- Fl uoro- 2- ni tr o- phenyl net hanesul f onyl ) - napht hal ene
To a chilled m xture of

1- chl or oret hanesul f onyl - napht hal ene (21.7 g, 90.
organﬁnbbwamsldﬁddmtmamywqusab@méwm fufats, ﬁﬁereg@nghm| )

corpi s 4l VR S AR, it oo
vaolio Xérulibehowess Bii$ ylebiedabrawbﬁr@’ﬂcobng:gt@ﬁ R duhlé %) as 1 -(5-
n| r
a7 PopsBimdpr et B SRcioR e M o
Spe\m@mC(OE]IGMH e 34nd’ HNMRl (BO® M, leaghﬁarh SB15P18. 3% 6. atHe:
o 308, b oEso LT L8, GBS POEL Ry e,

76391, 740(nf, €384) AT @4-TaleB (o, i 1H) 6123726t (e Al H),15.23 eprads.a4hh)- Glemegtal

ol o S, St R e s

3.30| NPB.82.2- ni t r o- phenyl net hanesul f onyl ) - napht hal ene: MpP:
155- 156 0C, Mass Spectrum (-El, [MH ) nmz 344. 1HNMWR
(300 MHz, DMBO-d6) : 88.50-8.52 (m 1H), 8.33 (d, 1H,

Step=8. 30 Hz), 8.06-8.14 (m 2H), 7.97 (dd, 1H, J=7.32 Hz

and 1.7522 Hz), 7.62-7.74 (m 3H), 7.4437.48 (mﬂ

7.23-7.26 ( 1H), 5.23 ppm (s, 2H). Elenént a
Anal S5 ¢ ok U17H 2FENOdSoH CafogdrHrC, 59,

N, 486 -Fguiid] C, 58.77; H, 3.30; NL 3.
2-[3- (rNapht haléne- 1- sul f onyl net hyl ) - 4- mtmﬁ2 phenoxy] e

'[§ (Nephiha!ﬁ"& ‘ESHH??M“}%MWrPé‘(%QHSE‘B?I‘\fJ&ﬁ'&?'}?'napm hal ene
(14 MBmiturd 3f B-(5mDbdrb-2nittoginbyyivethagesiiohyif-88phthalets(14.6 g,

ot & f but ox;j F (
42BN b ol Reh L B bt b8 oltoxice
in AHFE90 APHO Agndlpwas refluxed under nitrogen for one hour. After coohng to
ambient temperature, the reaction mixture was concentrated. Excess water was

added to the residue, and the mixture was poured into ice/2N hydrochloric acid. It
was extracted with ethyl acetate and washed with water and brine. It was then dried
with anhydrous magnesium sulfate, filtered, concentrated and dried in vacuo at 80 °C
for 25 minutes to yield 2-[{3-(naphthalene-1-sulfonylimethyl)-4-nitro-phenoxy}-ethanol
as a brown gum (14.3 g, 87.2 %). Mass Spectrum (-El, [M-H]') m/z 386. "HNMR
(500 MHz, DMSO-d¢): 58.56-8.57 (m, 1H), 8.35 (d, 1H, J=8.24 Hz), 8.14-8.15 (m,
1H), 8.00-8.02 (m, 2H), 7.65-7.75 (m, 3H), 7.11-7.13 (m, 1H), 6.89 (d, 1H, J=2.90
Hz), 5.27 (s, 2H), 4.92 (t, 1H, J=5.49 Hz), 3.93-3.95 (m, 2H), 3.67 ppm (dd, 2H,
J=9.91 Hz and 5.34 Hz). Elemental Analysis for C;gHsNOsS'0.25 mol H0: Calcd:
C, 58.23; H, 4.50; N, 3.57; Found: C, 57.83; H, 4.25; N, 3.50.
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anbi ent tenperature, the reaction m xture was
concentrated. Excess water was added to the residue,
wW@pa7ot1m xt ure was poured into ice/ 2N hydr ocPCDUSI06/030965
acid. It was extracted with ethyl acetate and washed
with water and brine. It was then dried w th anhydrous
magnesi um sul fate, filtered, concentrated and dried in
vacuo at 80 OC for 25 mnutes to yield
2-[ 3- (napht hal ene- 1- sul f 5it§PRet hyl ) - 4- ni t r o- phenoxy] - e

t hano! @s a bro gum (14.3 g, 87.440% . Misg~Spectrum
(-B, (WA %86 bR BRO M2, 6
% 0

58. 56- 8. 57 ol 8. 38:Ld, 1H, J=8.2 ol

(mlH)
9, 6.89 (d, 1H, J=2.90 Kg)

7. 13 (s, 1 .

ol it b3 e ot

ethiybestel OHL7NO6S 0. 25 nol H2O Ca|2Cd C, 58.23; H, 4.50;
ol BaRbtan 8LEPRnRaIEes- s o ERv i i PpshoB-Eanal

(14836?4L3‘6cmmnmx pytblyierdesalfomybehidreled%4.pg, €8.8yhmeld tied trigthylamine

(232’nl[_ t‘?'()r{‘graﬁ{) %mSWgIeTe |o]{|8 § mh)y\iv?s %lrredturnger 1tro%en Tt
ambieaniempeiatur® for, 2 Béurs, 4amminufesp-Thel raecrt@smmfd@rwvvemf@nl de

coriemt oy L R BN AP e B oona

The nqbanlcrphase)graa veshedrite hting, eimpé Mﬂih @nbydrous Mmagoesign SHEate

fl|'[é;%&] gﬁc? §?nct-gn§%lr8§ a‘r é% (ﬂ]el?ﬂg 1s C legghag wﬂfgh?/qmth 25-

75 %dﬂhulmd@tat@mmane andri @0 O ejttal ayetﬂi@serwmfoma% RWeUted ih

I L A
vaqllo 130 6§Vt Gpd olena B A S RARSPaTh S C A Eionyimetny)4
nitrbtpiehoxyhetvhesigr aga yuskicolpregissolig £154 Gt ?&/5 Ye é\ﬂ%ﬁSean@trum

NS A MO T o ThR Shso D B 68, 30 B

1.12-H3- § B htThal/e80 Hopd. ODAYIN r{et, M), 7-94-7.99 (m, 2H), 7.62-7.75

me4p] TR I ST, TP, o0 SR PR TR0 g

J=2.BINWR),(S52D(s\VRH), 4DNS036 6n; 2188 4519-4. 8121 (m.1241), 337Ppr8(sHEH).

and
TosO._~q O TosO_~q O
0
©\S‘ O 10 % PdIC Q O
s S

NO, NHz

(m 2H), 7.65-7.75

Step 4

Toluene-4-sulfonic acid 2-[4-amino-3-(naphthalene-1-sulfonylmethyl)-phenoxy]-
ethyl ester

Ethanol (180 mL) and 10 % palladium on carbon (5.2 g) were added to a hot
solution of toluene-4-sulfonic acid 2-[3-(naphthalene-1-sulfonylmethyl)-4-nitro-
phenoxy]-ethyl ester (11.5 g, 21.2 mmol) in THF (180 mL). This mixture was shaken
on the Parr hydrogenation apparatus for 5 hours, with a starting pressure of 47 psi. It
was then filtered over Celite, concentrated and dried in vacuo at 80 °C for 30 minutes
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1.10 Hz), 8.31 (d, 1H, J=8.30 Hz), 8.09-8.11 (m 1H),
7.94-7.99 (m 2H), 7.62-7.75 (m 5H), 7.42 (d, 2H,
wQ@200703817H2) , 6.98 (dd, 1H, J=9.15 Hz and 2. 93 PZI/USHIBB06S

(d, 1H, J=2.81 Hz), 5.20 (s, 2H), 4.28-4.30 (m 2H),

4.10-4.12 (m 2H), 2.37 ppm (s, 3H). Step 4

Tol uene-4-sul fonic acid

2-[ 4-am no- 3- (napht hal ene-1- sul f onyl net hyl ) - phenoxy] -
to @vmsqlueé@tdeﬁul@nw 2-{4-aningt3-(ngRbthaignss IpsifeRYMgthvbn

ph&r@kppé\hfllfés?er% aglre bﬂﬂﬂegilrﬁ ®.589g8.0 80! Widsarspeltrum (+EI,

t ol uene-4-su| fonic acid

IMEH] 3z Rt MR 800-MHF.FIMSPrisd: 3 §1 (L A Yobhb RBk P25 (d,
1HT.?1l§’fSO ﬁé){ @roas. éé( ), 2. 5% 727 'QH ' ﬁzﬂgﬂf 4,189, 9%‘192) 6.49-

ure was akeén Par'r enati o

6. 5é|dr§ar2laiﬂ 651 T (ﬁr 18, M%RJ@% HZ)M4tQ5 ‘h7'é(Qir 2"[‘)16 @r(és%l"u)r é 081‘4 Ytz(m,
2Hg%£3 \13%5 g Q%g‘bdrﬁ over Celite, concentrated
| n

acuo at C for 30 mnutesto give
t ol uene 4 sul foni c aci d :

; §4-ani no- 3- (napht hal ene- 1- sul f onyl et hyl ) -

enoxy] -ethyl ester as a dark brown gum (9.5 88.0
% . roMRSS. Spectiym (+E, [MrH +) mz 512. 1HN @-&
MHz, DMS d6) .61 (douddd, J= Hz), 8. H,
J=8. 30 8. 08 fawp: 2H) , S?/ 750( M. SPjo, 7. 43

(d, 2H, Fz), 6.49- 6.53 (m &9),>6. @ d, 1H,
J=2.68 HzV: 4.65-4.77 (br, 2H), 4.59 (s, 28, M.09-4. 1

Tolisietrabong el 745 ermenipag- iRk fepsbls-yidiS ety

estegul fonyl )-1 Hindazol - 5- yI oxy] - et hyl ester Ethanol

(206 dsParbiinB portoss ke uDgfiehlohe 2oiplo A fere

ad@ed #%-talene-43sufoaip Btided-fremito-Suhbphthiend- I‘hyslu)fenylmethyl)-

PBATERI FPE 53 15 agh 830l B Richyn AsR8 8 € Rg imon in

wadatoedh then tiided ©ahé remction mixiure. Tlﬁh ecaotian ivas heated thawtied

sop ot PP by EbBhaeil el iy s BRDA carvonate

was added to basic pH. The reaction mixture was stirred at ambient temperature for

one hour. It was then solvent evaporated and partitioned in water and ethyl acetate.
The organic phase was washed with brine, dried with anhydrous magnesium sulfate,
filtered and concentrated. The residue was purified by flash chromatography with 2%
methanol in chloroform. Drying at 63 °C in vacuo yielded toluene-4-sulfonic acid 2-
[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl ester a buff-colored foam (3.9
g, 59 %); Mass Spectrum (+El, [M+H]") m/z 523. "HNMR (500 MHz, DMSO-de):
814.09 (s, 1H), 8.76 (d, 1H, J=8.78 Hz), 8.52-8.55 (m, 1H), 8.27 (d, 1H, J=8.30 Hz),
8.02-8.04 (m, 1H), 7.64-7.74 (m, 3H), 7.55-7.63 (m, 2H), 7.50 (d, 1H, J=9.15 Hz),
7.27 (d, 2H, J=8.05 Hz), 7.14 (d, 1H, J=2.20 Hz), 6.94 (dd, 1H, J=9.15 Hz and 2.44
Hz), 4.32-4.34 (m, 2H), 4.18-4.20 (m, 2H), 2.25 ppm (s, 3H). Elemental Analysis for
C26H22N206S,: Caled: C, 59.76; H, 4.24; N, 5.36; Found: C, 59.69; H, 4.28; N, 5.14.
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was added to basic pH The reaction m xture was
stirred at anbient tenperature for one hour. It was
w0 b@n/osohvent evaporated and partitioned i n WaPEF/Us2006/030965
et hyl acetate. The organi c phase was washed with
brine, dried with anhydrous magnesi um sul f at e,
filtered and concentrated. The residue was purified by
flash chromat ography with 2% et hanol in chloroform
Drying at 63 0C in vacuo SfeRPded tol uene-4-sul fonic

acid 2-
[ 3- (napht hal ene- 1-%nyl ) - 1Hi ndazol - 5-yl oxy@@l
e/obuff-col of& oam 3.H9 , 99 % ; MassOSpgcTrum
(+EN PN 49 {523. 1HP€I§?F§—@§§O VHzZ), A
814. 09 (s, 1 (6 (d, 1H, J=8.78 Hz), 8. N55 (m
1H), 8.27 (d, 1IH HJ=8.30 Hz)1l 8.02-8.04 (m 1Hy,

Dingeztg?ri{?uﬁ_-één’%m%ﬂga';ﬁne-‘?—sﬁﬁoﬂylﬁfﬁH(iﬁdazﬁl%;-yl&’xﬁ%tbyll}-ahﬁhe

J=2A3glufipy of f@ﬁ'@me%g%{'f%%h,a%@%-g?@'ég*ﬁ%éh%ﬁf&ﬂﬁ“@'}'ﬂ""daZO"
5-yfbx 26‘[@{! e r(fm.lsgrlz;, cl).%jlﬁma%l)ZQ 2(om dirtisthyRiitee inrilnn(ajF_( & mL, 16
) v StFSCoDk WS B T8EC b arAicd oo dMigcoqiass sghtent
te _elé'cun%t, lﬂﬁe rga%@("ﬂh&f[ﬁlﬁgas concegtrateldfand plartitii)neq in ethyl acc;tate

met -{2-13- (papht ene- 1-sul fonyl ) - i ndazol - 5-
anq BRUFRLE SRS BTG e oL e aps s washed Bt §iter 3nd
brir idlﬂe@ witB 'atﬁﬂﬁlnbhé’l tﬁﬂagﬁ&(i)&n gglh‘a‘t@,ﬁmbb?ed:lléﬁd cmllhaepﬂated. Drying at

-yl oxy] - et hyl ester i,n
80 S¢ Hrahiaktanan vacuenpeites diter s anriee (iBlebe e Batybir,
indageIrssyleky]-&hydGrhine as &eiﬁhﬁdallbw iselid (& 2 g,G804 Y)g Meghanol,
anbi ent fepperatyure, the reacti m Xt UL .
g i BR S B g 3afe o (esififlo KBiton wes
corugnerales ssddiriechidyi Sanduosatt 8, °Clineacuq aflies hyshiagidoridesas a buff
ith f i i i
toafIhE gty PthFee PP b A8 YET i) ARAE! HSMR (500
Mf'ai_, D&ﬂb;]@lﬁa)‘: @1432)@) (ﬂ] ﬂ'l']l)t; $B.|05 l(lS,\ﬂ&b,Lﬁ)7?’48§|7CXﬁ‘di]H), 8d52 (C:d, 1H,
I - - N e-_1-su - -
P A R ATR AL R T X LSRGk nt AT
1HY, 7.5@7.;?5%1’!, BW,tmaTl(ﬂ, ] glclé#b%@f—lz)r, m'l@rﬂtj'] &{rheti)y 4_.37-4.39 (m,
ri re ed. in n

2 RD e e b BP9 ERpbiaDehal st E0piRG .S
1.0 mohi G 0cl raol HL©: @l 1856.74; H, 5.31; N, 9.45; Found: C, 56.72; H,
5.33: N, 9.06.

T -

& o = NH o OESQO
~ ——
0/' o/\/ | N HN/\/ ] A N
N THF PV ]

Isopropyl-{2-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine
A solution of step 6 (1.01 g, 1.93 mmol) and isopropylamine (2.0 mL, 23
mmol) in THF (25 mL) was stirred for 16 hours at 70 °C in a sealed tube. More

isopropylamine (2.0 mL, 23 mmol) was added, and the reaction mixture was stirred at
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foam (0.217 g) was obtai ned. Mass Spectrum (+El, [ MtH]
+) nmlz 396. 1HNMR (500 MHz, DMSO-d6) : 514.20 (s, 1H),

waos217s1 1H), 8.74-8.77 (m 1H), 8.52 (dd, 1PCT/BSINEE30965
Hz and 1.22 Hz), 8.27 (d, 1H, J=8.17 Hz), 8.03-8.05
(m 1H), 7.70-7.74 (m 1H), 7.56-7.65 (m 3H), 7.37
(d, 1H J=2.20 Hz), 7.15-7.18 (m 1H), 4.37-4.39 (m
2H), 3.51 (t, 2H, J=4.76 Hz), 2.83 ppm&sr,n&-?.

80 BT Eang@fthelursinal sesies teibg. &mrqqgllm@@@@nt ReRUEIthe. 70

rea%@éwr?&gﬁe G%l %gnccﬁlﬂtragéj %rfb péi\ltloﬁeégn ethw acetfleand Qé[h%usc

sodigo picapydnalez - THe> graapinhaseces wa@lﬂdf%ﬁwr)nel frechyih ol - 5-
an@dg@é] mggﬁr{é\ﬂl}n am-e frﬁer%@ g 'c@ﬁ‘cé?nﬁra{%tde prh‘é rés@u@\l/ag purified

and i sopropyl am ne (2. ! %ln THF
by (128 efrymalegraphy usiag 0 6 %EEHEUER m(firome(ié formatharalinsd

chlgt%gﬁ% MR cbﬁ&‘?ﬁr‘é iéﬁﬂ 8Sing%n Oadllo-at 23 G‘T@H 25 MRitedded,

e reaction mxture was stirred at8 C for 20

isohony!s{2[A-(aaphshalene-1-gyionyif teindazab PRyt 6t YBiFng was

obt‘a%'éﬂ%rs%l Wh?orahas sﬁﬁ%ﬁ@tm% b X%ty a\mém&n@loaﬂ@ﬂa)tdrmae@ and
acet at e and agueous

etf@r&%h%a@ﬂ@“deﬂfﬁ@e@d@ﬁﬁ iethisrespanad. \\ae sy tWSt%?m!HPP was

cofien®dielidnl dfﬁ@BY(SF W%J@QFB?IS‘OJIWV%HUJ aftd h)fdrd)étﬂﬁrw@ wasla
concentrat ed he residue was ur|f| £ed by

lighthrommtosgy @p?%?%sMﬁ@s Gpsairum Wa%& ﬁiﬁwé@@o
MAE DRSS! de)' %1@2&2%%@{ 6186/&, tzﬁ’—r) Wm@eﬁtm@tﬂm% 89 ¢dcinmi ng

n
J"If éé%l 1. ?%HI_ZBB(QYa@hﬁ*HaY-&@ "12) §pr80(?§/(“)‘ AH), 7.74-7.75 (m,
1HI'$H ﬁ@?o%g[a(ﬁ%wz y& (o(eh h}s’Jéz @ZYHE)G 7\/’:%5@@ bt@lﬁggl O5a$z and 2.44

Hz . %%ﬁaﬁm ahl 1&%@@@&@ %dr@éﬁm eMGRPLABRIYRIHI o

czzmzarﬁscggﬂp@y %u Hm@ Smel 1O Cak@l: U, 581 3MRE 5EDANE DoaEQshd:
dri ed 16 hours at 84 OC in vacuo. The

CWdﬁob‘hﬁ@?: Hesx%ls a light brown foam (0.332g). Mass
Spectrum (+El, [M-H +) m z410. 1HNWVR (500 MHz, DMsOd

6): 514.22 (s, 1H), 8.86 (s. 2H), 8.74-8.77 (m 1H),
8.53 (dd, 1H, J=IAA Hz Eﬁémr%'&-grlz), 8.27 (d, 1H

J=8.30 Hz), 8. 03-8.%1 1H), 7.71-7.75 (m

\©\s’9 O _EMend g o

go \©f\<u THF N \©f‘<n

-

Ethyl-methyl-{2-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine

A solution of toluene-4-sulfonic acid 2-[3-(naphthalene-1-sulfonyl)-1H-indazol-
5-yloxy]-ethyl ester (1.18 g, 2.26 mmol) and ethylmethylamine (2.0 mL, 23 mmol) in
THF (20 mL) was stirred for 16 hours at 70 °C in a sealed tube. More
ethylmethylamine (2.0 mL, 23 mmol) was added, and the reaction mixture was
heated to 80 °C for 20 hours in a sealed tube. After cooling to ambient temperature,
the reaction mixture was concentrated and partitioned in ethyl acetate and aqueous
sodium bicarbonate. The organic phase was washed with brine, dried with
anhydrous magnesium sulfate, filtered and concentrated. The residue was purified

by flash chromatography using 0.75 % ammonium hydroxide/7.5% methanol in
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1H), 7.56-7.65 (m 3H), 7.34 (d, 1H J=2.32 Hz), 7.16
(dd, 1H, J=9.15 Hz and 2.44 Hz), 4.29-4.32 (m 2H),

waz@somom (d, 6H, J=6.59 Hz). El enmental Anal ysP&T/{I82006/030965

C22H23N3G3S i . OO nol HC 0.35 mol H2O Calcd: C,

58.43; H 5.50; N, 9.29; Found: C, 58.03; H 5.25; N,
8.94.

Et hyl - met hyl - { 2- [ 3- (napht hal 1-sul f o
chloroﬁar;/d a"@pgég Méw[aéﬁéné‘%w Amindiesyislded vl hedhbl g2zl

(nap&@la%%%nap%ﬁﬁgﬁ JHn ci&réﬂ g-%/loxy]-ethyli_fﬁmnneaazso? buff foam (0.409 g,

44.256y| Mgt}n]an@t ﬁyq)ro@gm@;nd(eﬂlereqlg\yeroc@og@e Wers ?d%‘?rqd The
resuﬁﬁ'\pr 0 @B?Wa@%ﬂﬁso ntrated did:driéd forme ﬂodr@atTEH:"C{ EIO/an‘hO Viaes

urs at 70 0Cin a aM ? NP
hydrethigtidreway biainee ap 2. iffemisglicft gi/a Ak ae £l tEﬁe
M+§§gﬁ;/%£{bu g‘gﬂ% ?566%#/9%@@ 4§ 8. @ﬁ(sf aH),20.d010.61 (sﬂ 180),

cooling to anbient te tBe
8.74r@AT (inptH B2, was/—Jo‘H:gﬁ?F‘@ﬂé’@ RS Béng’ {'“?o/u &9 He
8.03% $§¥ (m ‘Fﬁ)fﬁ% @\Bd1 @qy@@gm&m 2By b{ﬁmmlm%e(m $H¢ 7.37 (d,

bri ne

1, aRBAHT TGRS A CH UEP OB hha o () 11, 3.36-
3. 4&&9‘3@? AL §§ﬁ )s% ), %51'0‘33@0 X}ﬁSﬂH))UQIsfﬂ(adslbyJ:ﬂlasmz) 1.21-1.25

ogr aphy usinig

anmoni_u
pprm&tl HoElemestal Apalyes fﬁr QZ!")'/&'N §Pon’ \99(5“&?5%' (g%éj 'f’%s)ti{ 20
{H nétﬁsz?"l-?%d@ ,\pb@il -nmet hyl -{2-[ 3-
‘ede- 1-sul fonyl ) - 1H-i ndazol - 5-yl oxy] - et hyl } -am
FouundeCa§8§0bUf$ 5209r8.90. 409 g, 44.2 %. Methanol,

chl orof orm and et hereal hydrochloride were added. The

resulting solution was concentrated and dried for 16
hours at 84 0C in vacu&ample 884y ochl ori de was

DN A HIES e AS-155UuMehi/) SIBtindagbIslyloRyethglamidess  Spect rum
21 Q‘i% F " +) m{gllo. 1HNMVR gsogﬂl\/ﬁga%l\/so dGI)O:
Ste9114 21 (s 1H) 10. 00-10.01 (s, 1H), 8.74-8.77 (m

1), 8.52 (dd, 1H9e¢.44 1 and 1.22 1), 8.
8.29 Hr)1 & 05 (m 1H). 7.73 (dd, MH
Hz and75>¥sJEjz 7.56-7.65 (m 3H), 7.9B<4d,

\Ns 7.18 (LT, AngOf N, J=5. 00
Hz)35335 N 1H), 3.39- 349(m1H) %-3. 25

(m 1H), 3.10-3. 20' (m 1H), 2.81 (d, 3H J=4.88 Hz).
5-(3-A2idolethoxppaA(faphtBalpneAlsartiomyhH1 FNmIa}QIes f or

szgggih?n%gz%e' (8)(.]79%),'1 2%08 w%g aﬁgéd Mzzpsolution of toluene-4-sulfonic
acid 2-[3-(naphthalene-1-sulfonyl)-1 H-indazol-5-yloxy]-ethyl ester (2.06 g, 3.94 mmol)
in DMF (20 mL). The reaction mixture was stirred at 80 °C for 12 hours in a sealed
tube. After cooling to ambient temperature, it was poured into excess water and
extracted with ethyl acetate. The organic phase was washed with 10% ammonium
chloride/water solution, water and brine. It was dried with anhydrous magnesium
sulfate, filtered, concentrated and dried at 72 °C in vacuo for 40 minutes to yield 5-(2-
azido-ethoxy)-3-(naphthalene-1-sulfonyl)-1H-indazole as a amber gum/foam (1.34 g,
86.5 %). Mass spectrum (-El, [M-H]) m/z 392. 'HNMR (400 MHz, DMSO-dg): 58.78
(d, 1H, J=8.70 Hz), 8.56 (dd, 1H, J=7.43 Hz and 1.16 Hz), 8.29 (d, 1H, J=8.35 Hz),
8.06 (d, 1H, J=7.66 Hz), 7.72-7.76 (m, 1H), 7.57-7.67 (m, 3H), 7.31 (d, 1H, J=2.32
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Calcd: C, 58.54; H 5.49; N, 9.31; Found: C, 58.30; H,
5.52; N, 8.91 . Exanple 30 2-[3-(Naphthal ene-1

wo suw7ozrtyl ) - 1 H i ndazol - 5-yl oxy] - et hyl am ne St BQI/US2006/030965
5- (2- Azi do- et hoxy) - 3- (napht hal ene-1 -sul fonyl)-1
H i ndazol e Sodi um azide (0.79 g, 12 mmvl) was added to
a solution of toluene-4-sulfonic acid

2-[ 3- (napht hal ene- 1- sul f on 1Hi ndazol - et hy
)i 763048, TH2 J06. 1§ HaaE RO 470Dk (2B io 75 Fhgbr
)reactlon m xture was stirred at 80 C for 12 hours in a
seal ed tube. After cooling to anmbient tenperature, it
was poured into excess water and extracted with ethyl
stefget ate. The organic phase was washed with 10%
nmoni um chl or i de/ vvat er solution, water and prine. It
was dried with wdr ous magnesi um sul f at e, @ By ed,
\ ‘.

concentrated ang—\d ed at 72 0C in vacuo fqL

mnutes tg |e°lsdos (2- EtoH P=o
azi dos’etho ( napht h&ﬁ@ﬂ‘é-l sul*fi“onyl ) [Fn ndazol e
as a anber 'foam (1.34 g, 86.5 % s‘,)bectrum

2-¢-fasnhalsng -wrﬁswyﬁg@ et ViER) Y0 05, 527
HZ) To 8- (Z%Z(Cﬂretﬂ(bty) s:eﬁap';%aﬁéa? 1-8ulBBy()d H-bBlazdle:71. 869 -1
mmpn Bet gipang @D s addes oyt Paiidilon o Sttt 86) The

reatticremiktidé wWagihydidgenste® 6n SadsPamp pppéra’;usldai) 1.25heyrs2starting

preppl$rﬁdlgzqﬂ ph I\?v%s ﬁ;syn]f%g'{ vgh?#étg -1’;18d concentrated. The residue was
purﬁree isH eheiiatograpt3-witreR Bk amerumiun SydrbsidelS)0 THingtheadd in

eniGiatRtr. 1o TR s B0 o hatdne T
sulfonyh)uiHsindasol-Byytnghethgimihecas 4 light Raltow Byaparestited O0t7S g,

57 ML LRl AN e realoed o Igflorete
hours 68 °C vielded the hydrochloride as a yellow foam (0.825 g). Mass spectrum (-
El, [M-HT") m/z 366. *HNMR (500 MHz, DMSO-de): 514.22 (s, 1H), 8.75 (d, 1H,
J=8.66 Hz), 8.51-8.53 (m, 1H), 8.27 (d, 1H, J=8.29 Hz), 8.10 (s, br, 3H), 8.03-8.05

(m, 1H), 7.71-7.75 (m, 1H), 7.56-7.65 (m, 3H), 7.33 (d, 1H, J=2.19 Hz), 7.13-7.16 (m,
1H), 4.21 (t, 2H, J=5.00 Hz), 3.23 ppm (s, 2H). Elemental Analysis for C4oH17N303S
“1.00 mol HCI 0.55 mol H,O: Calcd: C, 55.15; H, 4.65; N, 10.15; Found: C, 55.54;

H, 4.90; N, 10.12.
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o, &

=

O Sz,
4 o MeNH, o
S< /\/0 e ~ /\/O
N
N N

Methyl-{2-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine
A solution of toluene-4-sulfonic acid 2-[3-(naphthalene-1-sulfonyl)-1H-indazol-
5-yloxy]-ethyl ester (200 mg, 0.383 mmol) in 2.0 M methylamine in THF (10 mL, 20
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purified by flash chromat ography with 0.5 % amoni um
hydr oxi de/5. 0 % nmet hanol in chloroform Drying in
wo awman2Egtl 63 0C for 20 m nutes gave PCT/US2006/030965
2-[ 3- (napht hal ene-1- sul fonyl)-1
H i ndazol - 5-yl oxy] - et hyI amne as a |light yellow foam
resulted (0.775 g, 57.0 % . Methanol and et hereal.
drochl orj de re n vacuo for 16 hours
”’6%) e ?ir@doeég Oﬁéor@amerﬁu%@.see%sé%e yoliar Gaoknseimambient
tentférddfe, e reldbifch @Rﬁﬁé val%&lverﬁ'e,va Na{?ﬂd éndrﬁal'tlt%ﬁéd inléthiyR
(500 NHz1DWVSO- d6) (d, 1H, J=8.66

acqiﬁt? ang, a&i'egu%%’dcw b@ﬁl)bonéteth(ad’ anie pbasg wap q“ik%d ith 10

anl{/y@rod%rma iunﬁ3 s@ﬁn@ f|Qe5re6 r5hd l:bhcen?ra?eh' it WBs Gi8toidd) i ln
85 '_2 2 19 Hz 7. 13-

me hﬁ”ohﬁ? ejgpegqal py rogp]prld\ja_\gasoqﬂqqg) h@ rglgtu'% %gonogquated

anth'%asm abomalnb%rssatf?@mc%%!amg@é rilaeﬂ)ngl mb . huQaléa'ie 1-

ound:

su@gyl@;jH |ppaz4>l-§(ylo>q5(ﬂ-ettl1)ﬁ} g@lne@ygf&ghg)ngg asa pale yellow foam (100
mg'VBi? By%r fiisk %p(etammmiml[menln/z 380 1HNMR (400 MHz DMSO de)

am ne sal ut

614021 gqﬂ @e‘lﬁé &8§1§}9710(ﬁ1 %H)a&% %@ (m, 1|—¥) §51 -8.53 (m 1H), 826-8.28
m2TI-ﬁ)38(OBEB3@$ lﬂne7 ¥15utd @OVH); ﬂsbﬂrma(ﬁolsH) 734 (d 1H J=2.20
HZ)rSnZyl Oxi]ﬁ‘u 1% 4ester ZOOHng %6 A

tHy(- A h 4489 6nodH) @%ﬁ%% (fwa%H)s ﬂrpem <ét Hb

Ele%nftél rAnatyaush@mz%mgNS@gw@beﬁoltﬁmq A0FRIERICARR | CNEn 20 H,
en'pe rature, ‘ﬂ)-ﬁ@cﬁacu on m xture was SO| vent

5. 18v'§p%2§t eHeh ¢ éér3t1r B ih1@t hyl acetate and

aqueous sodi um bi carbonate. The organi c phase was
dried wi th anhydrous n'q'gnesi ugzsul fate, filtered and
concentrated. It was di i n et hanol , and

et hereal hydrochl o was added. The mxture
congcentrated and d @ or about 16 hours at 7@n
vacy Qe gi ve net -[ 3- g&gzpht hal ene- 1- suP#sagy

H i nagﬁio/w ! th y| } - aqpgie—hy droghhe?y s a
pal e yellow fo Nl’bo nmy, 62.5 % : Mfs Sp wth (-El,

[MH) mz 380. 1HNMR (400 MHz, DMBQd 6) : 514H21 (br,
Ethyl-{2+ﬁ) -(nghH3balgne-l -gudfonghht H-Bidadels5-yoxylrethyiamine

;\ %1!.@? %)mﬁldlé[‘pe %_b%ﬁlc% @%-%ﬁxp%ﬁle@gﬁ ogﬁ) 5 -indazol-
5- ypaqy]—eﬂazl exter (200 mg, 0.383 mmol) in 2.0 M ethylamine (10 mL, 20 mmol) was
stirred at 70 °C for 2-3 hours in a sealed tube. After cooling to ambient temperature,
the reaction mixture was solvent evaporated and partitioned in ethyl acetate and
aqueous sodium bicarbonate. The organic phase was dried with anhydrous
magnesium sulfate, filtered and concentrated. It was dissolved in methanol, and
ethereal hydrochloride was added. The mixture was concentrated and dried for 16
hours in vacuo at 70 °C to give ethyl-{2-[3-(naphthalene-1-sulfonyl)-1 H-indazol;s-
yloxyl-ethyl}-amine hydrochloride as a pale yellow foam (30 mg, 18.2%). Mass
Spectrum (-El, [M-H]) m/z 394. "MNMR (500 MHz, DMSO-dg): 514.18 (s, 1H), 8.75
(d, 3H, J=8.54 Hz), 8.51-8.53 (m, 1H), 8.27 (d, 1H, J=8.17 Hz), 8.03-8.05 (m, 1H),
7.70-7.74 (m, 1H), 7.56-7.65 (m, 3H), 7.34 (d, 1H, J=2.20 Hz), 7.16 (dd, 1H, J=9.15
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Hz), 7.14-7.17 (m 1H), 4.27-4.30 (m 2H), 3.32-3.34
(m 2H), 2.61 ppm (s, 3H). Elenental Analysis for

WE2OH9NBO3S 1. 00 nol HCH. 40 H2O Cal cd: C, SECRLS20p5/030965

5.19; N, 9.48; Found: C, 54.31; H, 4.80; N, 9.10.
Exanpl e 32
Et hyl - {2-[ 3- (napht hal ene- 1-sul fonyl ) - 1H i ndazol - 5- yl ox
y] -ethyl }-am ne A solution of toluene-4-sulfonic acid
Hz and 332 . R 9l 261 | X B §.BE {(hHRH) Ba1e8.05 (s, br, 2H), 1.18-
= thyl ester (200 ng, 0.383 nmol) in 2.0 M
12@?%%(?@%13%'2 (10 m., 20 mol) was stirred at 70 OC for
2-3 hours in a sealed tube. After cooling to ambient
tenperature, the reacti re was sol vent
evapor at ed and partltl B Ié(wt hyl acetate and
aqueous sodi um Dbi ate. The organi ¢ phase
drigch Wi th anhydr ovws\gHgnesi um sul fate, filter
congght fPat ed, di ssolg@d, i n net hangl ,
et hereﬁo’h?dr oy de was added. Tht 154
concentrat ed Hh ed for 16 hours .tn vac
ive
Dlet:h ?-13-ingrithalgpediHtionyl) 4 Hsindpaekd-y loxyl-pHhyi amine.
y' 0A<¥J>lggémbfﬂ biueRAssultydlE a&h 'ﬂél(ﬁé‘prﬁﬁalénél@isﬁlféﬁ%&)' Mndazm-

5-yig0 SRR (250074 14:3530m0) andyietaaaming (1 415 Fyndlan giF
(10 G’rﬂ.g walsh sthreg a@’#O IE’@)‘or 283 ?éurgﬂf’é% sédled bk, A&te?&&lﬂ@tj’éknblent

tempe@@grq t@g r?@ﬁtlog m;xtun,-e Was §qjven1 pyagpp@teg@nm);rtlthn n(eéhyl

aceﬂdT% iﬂ%:agdé_ﬂﬂ% s%@(ﬂm?b@é’rbbﬁéte 4h86rgfbn?e9prfd§b V\%'El)drled With21

anhﬁgrmu% Magg IUﬂB{JgTbﬁfﬂ teggd ancg) gon(centrated ltl_v?/as dlssolved in

metlayr@h@)thloﬂae bad bﬂml%h ahg@egreledt Hydreambadelx}vlaé Q&iﬁaaolﬁé yl
eth %"H sol ution of _taol uene-4-sulf

mixig aﬁ cpac e Wk VaorB Ry1y-faHlg WRHES i gve clisthyl-(2-
[3- (Eamitm&ﬂe-eish}fbnyﬂsiwrndé%ﬂ@ -18y] -@ﬂ'@ Jni® hydraBloride as an off-

Whlgetfg?méa‘?g]f"%(?éﬁé@’f s, Sartbn Gey ﬁ% shie é’gﬁéa%t VR 4990,

MHe oolB0Yd )0 5 41RO @) t1 H) Pe(sat Hj, %75 (e 1HEHeE, 54>nzym>5t1LH§3 (m,
wgs2 8I vl_?nj evaparated and partit i oned in %/

1H), 8.27 ( =8.29 Hz), 8.03-8.05 (m, 1H)771-775(m 1H)7 5-7.65 (m,

3H), 7.36 (d, 1H, J=2.20 Hz), 7.15 (dd, 1H, J=9.15 Hz and 2.32 Hz), 4.39 (t, 2H,

J=4.39 Hz), 3.51 (d, br, 2H, J=3.91 Hz), 3.12-3.24 (m, 4H), 1.23 ppm (t, 6H, J=7.20

Hz). Elemental Analysis for Ca3H2sN303S *1.00 mol HCI0.80 mol H,0: Caled: C,

58.23; H, 5.86; N, 8.86; Found: C, 57.92; H, 5.52; N, 8.59.

ali

Example 34

[0} Ox !
\QS"\ ~_O B0 _BuNH, e PN N o ~0
g o \@N THF N \@N
N |
N N

Butyl-{2-[3«(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyi}-amine
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acetate and aqueous sodi um bi carbonate. The organic
phase was dried with anhydrous magnesi um sul fate,

wo pdoveztl and concentrated. It was di ssol ved i PCT/US2006/030965

met hyl ene chl ori de and net hanol, and et hereal

hydrochl ori de was added. The m xture was concentrated
and dried in vacuo at 67 OC for 16 hours to give

di et hy|

[ 3- /c\ﬁa\b'ﬂ%fh ai telveng-4ssifPaiRyacid-2rid-(nAsktbelpos 1 AUSRY)- E fydapol-

-yro&wlélﬁ*yl Ry&F @zdd RG] @isazaﬁmftﬂ) é?i‘dfb’ﬁﬂlérﬁm@@m( éé‘rﬁnaﬂn THF (10
Mass éJeCt rum (

mL?wg@s | atifse.far hougﬂlg aRea (egl tubg.) Aftey applingsto apphient
ten%e?aﬁur(egthggébctrbn%l%ré'mhs s&lvént 'e3a at%mana rtlti%n&? |n(eic_{||)nyl
ace}atggng 28¥eUH 3°§N}'” blya@gn?t& rqfﬁi orgpRc Wsmas df'eﬂg""@dd
anhidvoud Taghe quﬁ1 sﬁm@tez ﬁﬁ&e&ﬁéhd cégc%ﬁlitréfed &anstiéso?\%d"F)
megm?n?&ﬂbé&? aadmeﬁaﬁﬁqb)and EF h&qirosémg'r'%was ﬁgged he
mtx@@bﬁé@@%tﬂate@%&@ied*@ 1&ndifs IDVaddd & 67 ‘f@'glv@butyl {2-[3-

d: C, 57.92
(naghﬂ\;@enﬁg a%ﬁp'éﬁ&w mdazol S—yloxﬁnethyl} -amine hydrochloride as a hgﬁt

oraBgé $dan{ @66 Ind, va @ Inlaes Spéctﬁmh (—ED){M)H]}%/ZW@QZ OHNﬁrRydsees

M*Pg ‘P@%E’K%%hgﬁr?ég 23@7653%1 gtm1>f%ﬁ§/18)531(m i1k 81 (d, 1Hn J=8.55 Hz)
8. o@a&dsowhmtmi-?eﬁﬂ(ﬂ{ 1930;0561‘9 65Qm3§ﬁ8"m§d X, aRd =2 20 Ha)

718 RS o6 b2 I b 2 e B 25 e Apos

2.9Y qmaz), eH5-1.631a! A ©7-1.56(mh eant b 8B- d@g%%?m\ﬂéﬁ
sol vent evaporated and partitioned in et acetate
and aqueous sodi um bi carbonate. The organi c phase was

dried with anhydrous nw%_s_sul fate, filtered and
concentrated. It MRS di ssol ved in nethyl ene chl orjde
'.n

and_met hanol , and dreal hydrochl oride was add
T xture was qconcentrated and dried for 16 Qo

6t 67000t Qg ve butlyp=y2- 3

( naph? 'hal ene\-@vf onyl ) -"THi ndazol - 5-Y/I oxy\@l\/fgﬁyl }-am

i ne hydrochl orid§ as a |ight orange foam ( 1
or e S ot Sl b

1H) A sglufign pidolugpe-43sulfonie akld)2-[3-(naphthalene-1-sulfonyl)-1H-indazol-
S-yloxyl-ethyl ester (200 mg, 0.383 mmol) and cyclopentylamine (1.1-1.5 mmol) in
THF (10 mL) was stirred at 70 °C for 2-3 hours in a sealed tube. After cooling to
ambient temperature, the reaction mixture was solvent evaporated and partitioned in
ethyl acetate and aqueous sodium bicarbonate. The organic phase was dried with
anhydrous magnesium sulfate, filtered and concentrated. It was dissolved in
methylene chloride and methanol, and ethereal hydrochloride was added. The
mixture was concentrated and dried in vacuo at 67 °C for 17 hours to give
cyclopentyl-{2-[3-(naphthalene-1 -sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine
hydrochloride as a brown foam (148 mg, 81.8 %); Mass Spectrum (-El, [M-HT") m/z
4368. "HNMR (500 MHz, DMSO-d): 514.20 (s, 1H), 8.89-8.93 (s, br, 2H), 8.74-8.76
(m, 1H), 8.51-8.53 (m, 1H), 8.28 (d, 1H, J=8.29 Hz), 8.03-8.05 (m, 1H), 7.71-7.75 (m,
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8.03-8.05 (m 1H), 7.71-7.74 (m 1H), 7.56-7.65 (m
3H), 7.34 (d, 1H, J=2.20 Hz), 7.16 (dd, 1H, J=9.15 Hz
w@p7220221 Hz), 4.28-4.30 (m 2H), 3.32-3.35 (nPCRH$2006/030965
2.93- 2.97 (m 2H), 1.55-1 .63 (m 2H), 1.27-1.36 (m
2H), 0.85-0.89 ppm(m 3H).
C,ycl opentyl - {2 [ 3- (napht hal ene- 1- sul fonyl) - 1K i ndazol -
yl oxy] -eth am ne A solution of toluene-4-sulfonic

1H) 505@7@5[(@, @Hgﬁh&h@l dHeJ32.82 HEb Ayi5 7. 18Kmn#k §128-4.30 (m,
2H)53¥1 9%yl meﬁh 13,9859 ( HZQQ)SWQ% Qo@% ETE"E_:HM@P% ppm (m, 6H).
cyc opent . 7)
Elemntalrﬁmls@ts fVOC@HEa 02831 PoHEs0i7R @Olé'écéil Ga'Ctiuse 9A\Btlér
irRQ [ g%rt F the reaction mxture
570:31\6912b§2| 5%Lﬁ1tdaer@\ia%c;ér7aﬁg nd ggrgt itioned in ethyl
acetate and aqueous sodi um bi carbonate. The organic

phase was dried with a fligg magnesi um sul f at e,
filtered and concent ra%&n—v\as di ssol ved in

met hyl ene chl ori @-\ rref hanol , and et hereal
chl ori de way t

added. The th ure was concen

0
h@dgﬁ’ ed in VaC‘g’éb at 67 @ewh.or 17 purs tpo i Vo

cycl gpent (napht hatene- 1- sul f ’\I“) iNgazol -

5-yl oxy] - eth m ne hydrochl or| de as a br oam

5148 81.8 Q Mass ectr .
CyclomRRrYkEdi3-(npphthaime- syl lromylh1 Eenéazolmloxﬂ %}by% ayyne

('s.A SlutionHdr tolﬁer?élzl‘%ul?@m& Htid @;ﬂi %%&éﬁsﬁl‘fﬁny&}% -indazol-
1H Hz

d,
_yl?m]-fpr&l es;terS@OQ n% 0(§ﬁ3 %p:,))l) and gxcl?wop)i@{mnyz(i 13H5 mm |n
THF7(1b5nl?) wWdb dtiffed Hthro °8.f882- é h%@rs(lma sebled tdpd Mf?er?:}ioﬁl

6
am%%'%ht%fn?eréwe e g‘?ﬂﬁq?'g?“ W&wﬁa @Meaf e@@%@%@@% Bafi‘t‘%?d in
eth;PH@l:etQteB}]dl‘mjueb& sod'iaﬂnctﬁlbarlSEmafé9 & orfanie pﬁ@se Was 8riéd with

a”“&@'&’f‘% W&B??‘“’{‘?Uﬂf%te( Wg%‘? ﬂ'&‘%\l %%e'ig%tﬁgx ﬁﬂ!ﬂ%d'&%ﬂrveﬁd%zol
methaiydl @y kterdal hyd@ehadAwas biddd e mtxﬁlrum% cén&ﬂtffa% &nd
o5 Pt 2oL b e S o B8 -
sulfomd] Uphiiraiay bty loryJ(etbyvi-dminerhydicchioridd hFa(yb[DontdanV\@ mg, 34
%) ik $Pgec i CeR L) 7723082 WiNmR aBo A%, BSS RS ' e,
1H), 9.19 (s, br, 2H), 8.74-8.76 (m, 1H), 8.52 (dd, 1H, J=7.45 Hz and 1.22 Hz), 8.27
(d, 1H, J=8.30 Hz), 8.02-8.05 (m, 1H), 7.71-7.75 (m, 1H), 7.56-7.65 (m, 3H), 7.34 (d,
1H, J=2.19 Hz), 7.16 (dd, 1H, J=9.15 Hz and 2.32 Hz), 4.30-4.33 (m, 2H), 3.43 (br, s,
2H), 2.76-2.77 (m, 1H), 0.84-0.88 (m, 2H), 0.71-0.76 ppm (m, 2H). Elemental
Analysis for C2;H21N304S 1.00 HCI 0.60 mol HCI: Calcd: C, 58.11; H, 5.14; N, 9.24:
Found: C, 57.83; H, 4.81; N, 8.91.

Example 37
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anbi ent tenperature, the reaction m xture was sol vent

evaporated and partitioned in ethyl acetate and
waeweois1sodi um bi car bonate. The organi ¢ phaseP@EBS2006/030965

dried wi th anhydrous magnesi um sulfate, filtered and

concentrated. It was dissolved in nethanol and

et hereal hydrochl ori de was added. The m xture was

concentrated and dried in vacuo at 70 OC for 16 hours
3-(Naphihaleneyics W frmyby?-(2-pyralidindnrrethpenstHrindazole

sul A@pyition éﬁomﬂéaoémf‘ému Ia@mzl[sqhaml.thalamnesulfonyl) 1H indazol-

drochl ori % el |l ow f
VR ARIET 300 iy P53 MHSD SHOGYTSMRA Y 0P Pee) TN 10
mL'}S\‘Nas 5tirﬂed2:§i 109C -3 fouledinGSseatdin tudd) Aftér- c?ﬁ:hﬁg tzﬁanﬁlﬂént
1H), 52 (dd, 1H, J=7.45 Hz and 1.22 Hz),
teny_)ﬁratgregthggeapgpn ngixiyipe wapsolygnt eyaporated *,apd-paﬁglopﬁq lnlq.tb]yl
ace?até@ma e@@e&d@ soaﬁpm blza%nét@; Tﬁé‘org‘em?e ét%s@llbas &re@@vnﬂwdd

. H .
anl‘(ygfousgnag@g);lungsu}fgiez fllfe,reg ﬁ%d Q@ﬂcenga’@g &vgq;s @ﬁ?ohgqq)m
me@mgﬂz éﬁﬁé&h&@gﬂ rgﬂ’mcglﬂ‘lde wag réBBé(ﬁ' TWﬂl)&&bSNafs%oncentrated and
drigq inyaqup atg7 °§, fop 20 h@\!fﬁ&o g@e Sg?a;yghalppe 4 sglifonyl),\ﬁ (Zg»pyiohdm-

-yEéQﬂBi@J)ﬂ I-Blﬁaaid‘}@ﬁ?drbéﬁ@fb%'ab a Ilght brown foam (97 8 mg 55 9 %);

; 1y - e A
MasS OO b U HIS a2 428 o MIHRASAE Mz, Dhiso do). 8349 (5, TH),

10. 26{182@(9&*1#?63 087 (ﬁﬂhﬁgwés) (dthH NAFZH fiz and 1.22 Hz), 8.27

este

. 3 VoL Ba-§ 36 T, SO i T a6 Emn iy 728 (@
1HA=2T® B8, frqe 721@(rh0m S4130-48@Rl260, 3.858¢s, b 4191 3089 19G,

erature the reaction mxture was
br, é% nﬂg@% gt ‘H’r‘})d partitioned in ethyl acetate

and aqueous SOdI um bi carbonate. The organi c phase was

dried with anhydrous WSUI fate, filtered and
concentrated. It was di i n net hanol and
ndad

et hereal hydrochl e was added. The m xture
to eP3- (napht Basgne- 1-s onyI) 5- (2- pyrrolasgli n*
1-yl - efhoRyy® Npdazol e Fochl opPee~a® Kt

c trated and in vacuo at 67 OC for 20
|

brovvnfoam(9 nﬁ 55.9 %F Mass ctru '
& |_t|]h m z420. 1BNVR (500 MHz, DMSO-d6): 814. 1*9 (s,
3+( ﬂ;h alene-1-sulfonyl)-5-(2-piperidin-1 -yl-ethoxy) 1H-indazole

A solution of the toluene-4-sulfonic acid 2-{3-(naphthalene-1 -sulfonyl)-1H-indazol-5-
yloxyl-ethyl ester (200 mg, 0.383 mmol) and piperidine (1.1-1.5 mmol) in THF (10
mL) was stirred in a sealed tube for about 16 hours at 70 °C. After cooling to ambient
temperature, the reaction mixture was solvent evaporated and partitioned in ethyl
acetate and aqueous sodium bicarbonate. The organic phase was dried with
anhydrous magnesium sulfate, filtered and concentrated. It was dissolved in
methanol and chloroform, concentrated and dried in vacuo at 70 °C for 16 hours to
give 3-(Naphthalene-1-sulfonyl)-5-(2-piperidin-1-yl-ethoxy)-1H-indazole hydrochloride
as a pale yellow foam (106 mg, 58.6%). Mass Spectrum (-EI, [M-HT) m/z 434.
"HNMR (500 MHz, DMSO-d¢): 514.18 (s, 1H), 9.77-9.84 (br, 1H), 8.75 (d, 1H, J=8.78
Hz), 8.51-8.53 (m, 1H), 8.27 (d, 1H, J=8.30 Hz), 8.03-8.05 (m, 1H), 7.70-7.74 (m,
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10.26-10.29 (br, 1H), 8.74-8.77 (m 1H), 8.53 (dd, 1H,
J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.29 Hz),

W@20308.706 (m 1H), 7.71-7.74 (m 1H), 7.55-7.BGI/{83006/030965
3H), 7.36 (d, 1H, J=2.19 Hz), 7.16-7.19 (m 1H),
4.36-4.38 (m 2H), 3.58 (s, br, 4H), 3.06-3.19 (s, br,
2H), 1.81-2.05 ppm (br, m 4I—|)

3- (Napht hal ene- 1-sul fonyl ) - 2-pi peridin gl - et hoxﬁj
1H), TH56- hE% £o) wwss@(qnw) —8f20t "7.85 (dehdHy J591 b At
| f 0 &4 76 (m, 5H

Hzﬁllj'[é% zfﬂ??ﬂ %egqgrﬁé;% G?%Ybboibdédnﬁ‘@g Lo B(erl dl)ne

1.30-1241 gera (18, |Ejementa1|4ma(y§® R G 2elesdl=Qt vl Eh #0 mol HC:

Cal%:@alceﬁg9t4ﬂbﬁ 5 9b: \R0psH; FB‘énHOBr g8o.2b: H05.66.NAfa@r cooling

ent tenperature, the reaction m xture was
sol vent evaporat ed and partitioned in ethyl acetate

and aqueous sodi um bi cagpgheie®o The organic phase was
dried wi th anhydrous negnesirum sul fate, filtered_ and
concentrated. It {ssol ved i n nethanol and “
chﬁorm concen d and dried in vacuo aty_ 873
for urs to give 3- (Naraﬁ\hal ene

Do N

_hf’/glr];gﬁ%/grl_de I\QS;: gl ;el i ow fg;E?T’%V)OG rTg d 6‘(3/(') °
o RSB s HBL e oD R

1H, Alsohutiol dritdluer@-bauifbntladde-[Zihaphthalhet Wsulfbhy!)-J Handrol-
Sy sy csfer4200 (6. ORES yrdorbed e 0 1S P E3HE 10
mibEvantirrdd 3276P0 for2-3Reutrs 4la 6eale@tdbe. Rfibd cBolBO t¢ mbRH)
TR LI I R T
an eﬂ@l Hﬁétaﬂdcrl‘he@eéwtmg 40lid b@s4&n dissdbueddn ettyyl 8cedate and
wasRe i A rronh oReRi: e dtanis s e Loty )
anhiidious degoesurA saifdtat fillered) totaintrated: The tdsiduei vmasaﬂjssblved in
m%xh%l% é(nlf]gnhc{%%oe hépgl( é%&ﬁ%n?eééﬁ%@@ ??{ZSJI%;WaasnaCFded. The
mirreves cnm:e@tr&teﬁi-ahd dBiedvmVacuprat W-I?C fdro! 7rigursvbosgiee 54(2-ed
g P LR 3 a0oMhSehd AufERCH B A by ARl Lo
lighbbrewntsemi-aplist @t &6 cr98. 7%)i Masaﬁeelctwnn brEelt IMeH]") m/z 438.
"MNMR (500 MHz, DMSO-dg): 814.19 (s, 1H), 10.61-10.66 (br, 1H), 8.74-8.76 (m,
1H), 8.52 (dd, 1H, J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.29 Hz), 8.03-8.05 (m,
1H), 7.71-7.75 (m, 1H), 7.56-7.65 (m, 3H), 7.36 (d, 1H, J=1.40 Hz), 7.15-7.17 (dd,
1H, J=9.15 Hz and 2.32 Hz), 4.44 (s, br, 2H), 3.93-3.96 (m, 2H), 3.72-3.78 (m, 2H),
3.42-3.69 (m, 4H), 3.12-3.23 ppm (m, 2H). Elemental Analysis for C,3H23N30,S 1.00

HCI -0.50 mol HCI: Calcd: C, 57.20; H, 5.22; N, 8.70; Found: C, 57.28; H, 5.24; N,
8.45.

-

Example 40
Methyl-{2-[1-methyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-
amine
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and ethyl acetate. The resulting solid was then
di ssolved in ethyl acetate and washed w th aqueous

w@owi7im7bi car bonat e. The organi ¢ phase was dr i BCI/WE1006/030965

anhydrous magnesi um sul fate, filtered, concentrated.
The residue was di ssolved in nethylene chloride and
nmet hanol , and et hereal hydrochl ori de was added. The

m xture was concentrated and dried in vacuo at 67 0OC
Stepdr 17 hours to gi ve 5-(2-

nmor phol i n-4-yl - @ - 3- (napht hal ene- 1-sul fon = AH |

azol e hydrochl o] As a |light _hrown sem -so
g, 96. 70/()0\5Ma &t OU%P [ MFH]  +9ssig 2
le@rﬁwu Dlv%d § Qfs0 \@i&
10. 61-910° 66 (kr,l MH) 18.74-8. 76 (m °iH), el
1H1J=7.44 Hz and H.22 Hz), 8.27 (d, 1H1J=8.29 %),

ol z - - Pﬁ’B m I'5"
Tolgﬁ?egll%u%?mm&hhﬁzr\&ﬁg 3 ?&&ﬁhal&h& I;Xl(lﬁﬁryﬂlH wS Eol-5
yloxyl-ethwl esten Hz) 4. 44 (s, br 2H)1 3.93-3. 96 (m 2H),

3. 7@?&&@% iddo. 0%"1')1l|'_ Gggéfﬁm%l)ﬁﬁas( &adeditd alchBled PniduRBofpploene-
ssomis i 2@&2%&%@@”% SW%H :mﬁ@%ﬁﬁgf@f@%r o1 4,
0. 7@2%0 SncPdesit cé?'béna%é 0.Db g80.65 mrEmﬁMo@toﬁé (10 mL). The

2-[1 -meth (napht hal ene-1 -su

reappqrymggtge M@sﬁlr(gg(q,? %’f\tﬁ?l]’lt}te aﬁﬁaﬂggygger nltrogenofoy é ?'mours it
was' f?)'eH?;ﬁﬁmﬂ)né@ Inf | GcaietandWdter. ﬂﬁfd'tyrbaﬁc phaghivhaivasteedlwith

- sul -1 Hindazol -5 et.h ester

orine e WHR PR IS BaHeS T st LT e BRtEirates The

res@hb Ee) Li?fﬂéc?] by ﬂa@\fcl*tr@haltfeg%phylwﬁh Izsmgm ethyl atetate in hexage
o p t o naaz X y

109 /Oecifﬂ%fp? oy, a@%ﬂ%fﬂe ap Jf ﬁﬁ%’r%fmghd %&55’ r'Bg/née({% ot

yiekded wug;e-@-sﬁlﬁnrimmh% 24'[nnmthm-6¥(aapﬁmlﬁ)aled1e )l-sulfbrwl)F‘Et‘&h'tdbml -5-

m_ Xt u Was S re SN t

vioR et Exer B & bult i 122G wear TR DG T Bvsog

58.27 €d at¢ J38.64\P&1),Q{55 (BdﬂHIWZHEbﬁG& 16a9z)\B.SD gl 1, Uh8 35

Hz), 8.05-8.07 (m, 1H), 7.72-7.76 (m, 3H), 7.60-7.70 (m, 3H), 7.31 (d, 2H, J=8.01

Hz), 7.18 (d, 1H, J=2.20 Hz), 7.00-7.03 (m, 1H), 4.35-4.37 (m, 2H), 4.22-4.24 (m,

2H), 4.07 (s, 3H), 2.28 ppm (s, 3H).

Step 2

\©\ L e MeNH,/THF o
S..~_0 LU L L A0
dJ o \©|\/\<,N MeHN l \,N
N N
Me

Me
Methyl-{2-[1-methyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-
amine

A solution of toluene-4-sulfonic acid 2-[1-methyl-3-(naphthalene-1-sulfonyl)-
1H-indazol-5-yloxy]-ethyl ester (0.351 g, 0.654 mmol) in 2.0 M methylamine in THF
(10 mL, 20 mmol) was heated and stirred in a sealed tube at 78 °C for 1 hour, 40

minutes. Additional methylamine in THF (2.0 mL, 4.0 mmol) of was added, and the
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brine, dried wth anhydrous magnesium sul fate,

filtered and concentrated. The residue was purified by
WO b@gi2iohr omat ogr aphy with 25-40% et hyl acet at BCT/0IS2006/030965

hexane, 100 % chl orof orm and 1% et hanol in

chloroform Drying at 65 OC in vacuo for vyielded

tol uene-4-sul fonic acid .

2-[ 1- net hyl - 3- (napht hal ene- 1- sul fonyl ) - 1H i ndazol - _
reaglicxyixiuze was sisedat 8°Gfobd6.H mem(wsewe@ wbe 5Aftdr ddpling to

améifé%n&é?aqi%—?hﬁ :r%% %@(t 3/9 S sl% e[&)e\%g%or‘]{eg( g’d'walélz,_ﬁ?a’rtitioned

with) e@yl3Hcekind an@ 2QBe@isGadiim bldafmnonale 7 Rviasieashey with)orine, dried

vio] fiy sl e ', Sgpredlodandlelen fi gt fhecuo

for 20 Atrute 4egutindrlmetidy - Q- (-eth3Hp-(nZhHiga lama (sslforg b 1H-

md:?%%lgfﬁmg\/ﬂEWI} ﬁ_%rﬁ%ész Op&gﬂy ﬁ ?@? yﬁ4 e);e 'H‘ns is was dissolved

in @bﬂrmrmmr@fethﬁba@y&%hbuﬂé vas added.dThe solid was flltered and

drie%fét%3m%tln¥5 g%) FB n'?h ?\]%Tf]stoﬁb” (gﬁg%é%was oBtaglggf MP: %72-

4°G(deq).; Hiass (a@tentyturamae[mw *r)mn:/z(zee NMEO(5000WHiz, \msso de):

s B50 S 400k 580 B SERLS0 Y o L0001 0 s s

(m mH), A7 0-7afo{n), 26f), mem@o[eﬁ 2HAUST (terieladt i2dIT Hid)xT.18-F.22

Dt el 2B iR Al S R e 4 e Bladbmlt S

Elemexltau Aaalysis f@'Cﬂ:idléIHNs@a\ﬁabﬁﬁ atcbHICI I(x60/\mlb Hz0: t(]‘E)etld:d) rre,osel.szz H,
c sodi um bi car bonat e.
5.284 {4 g 88, I'Wcléme %%E@ r " egﬂ"*\%

was' washe ‘th anhydrous magnesi um
sul fate, filtered, concentrated and dried at 80 0OC in

vacuo for 20 m nut es, r@;al,l'l.
net hyl -{2-[1- net hyl - 'r‘m'p‘r‘\é"h'a'r'ene 1-sul fonyl)-1

Hi ndazol 5-yl oxy | }-ami ne as a yell ow gu 98
g, % Thi s ssol ved in chl oroformv\ég

eth hydg ochf? ode niagided. The solid S0

fil teréd“a%ﬂ \%\@%"C—Tﬁ' vacuo “Wor~2 s. A

buff solid (o ﬁg) was obtained: MP: 27 % dec).
H+) m z 396. 1HNWVR
Dll'%b)%& %Eﬁrtnre (3+F phl[halene- -sulfonyl)-1 H-|ndazol-5(-yloxy]-ethyl}

amine

A solution of toluene-4-sulfonic acid 2-[1-methyl-3-(naphthalene-1-sulfonyl)-
1H-indazol-5-yloxy]-ethy! ester (0.39 g, 0.73 mmol) in 2.0 M dimethylamine in THF
(10 mL, 20 mmol) was stirred for 16.5 hours at 80 °C in a sealed tube. After cooling
to ambient temperature, the reaction mixture was solvent evaporated. The residue
was partitioned in ethyl acetate and aqueous sodium bicarbonate. The organic
phase was washed with brine, dried with anhydrous magnesium sulfate, filtered,
concentrated and dried at 80 °C in vacuo for 35 minutes to give dimethyl-{2-[1-
methyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine a light brown-
orange semi-solid (0.257 g, 86.2 %). This was dissolved in chloroform, and ethereal
hydrochloride was added. The mixture was concentrated and dried for 25 hours at
83 °C in vacuo to give the hydrochloride as a buff-colored foam (0.254 g). Mass
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58.89 (s, br, 2H), 8.73-8.75 (m 1H), 8.50-8.52 (M
1H), 8.26-8.28 (m 1H), 8.03-8.05 (m 1H), 7.71-7.74
w@ ego7AR)711 7. 56-7.66 (m 2H), 7.37 (d, 1H, J= 2rOlWUsRP6/030965
7.19-7.22 (m 1H), 4.29-4.31 (m 2H), 4.05 (s, 3H),
3.34 (t, 2H, J=4.39 Hz), 2.62 ppm (s, 3H). Elenental
Anal ysis for C21H2I N3OS 1.00 nol HCr 0. 60 rml H20
Calcd: C, 56.97; H, 528 N, 9.49; Found: C,
Spebtram;(+El, [M+Hi]¢)mum HYINMR (500 Mgt PMSO3dg) néb@ﬁ?%ﬁ éHé 1

8. 7@3‘%5{(&2%(‘4&8%*& dangazaly 2r Mk 9y h 2otiy! é 6%@% AH), 8.03-

uéne-4-sul foni c aci
8.05 (ret )l 7.34{Mmaptm eH)ee6-7.665m, 251 -$9 (d 1H J=2.08 Hz), 7.22 (dd,

zol Yis& i 453819 2 (FAD2H), 2183
1 R T R ST T B g s S 2 T,
ppnstd, BHed f or 16 5 hours at 80 0OCin a seal ed tube.
After cooling to anbient tenperature, the reaction

m xture was sol vent evaporated. The resi due was
partitioned in ethyl aéﬁﬂ]ﬁl_ﬁ%d aqueous sodi um

bi carbonate. The orgqnic phase was washed with/Bgiqe,
dried with anhydr oneS| umsul fate, fil ter
congeny r gt ed and dJl etFat 80 OC in vacuo for @B§

m nut stw ve? hy! - A O
nmet hyI c’(naph enhe 1- suT‘fonyI) 1H-I| ndaz NyI oxy] -
ethyl}-amine a g ke br ownor ange sem -solid (257 ¢,

i of idazaRg-yl
itz Rt sthanthiB e s frAofe Indazal Syioxyl-
ethylrareier at ed and dried for 25 hours at 83 0C in vacuo

to ﬂ's\ﬁﬁmbh%f {wﬂn%dlé%hfé%cﬂﬁz PI rl% gx@hépmdalér@amulfonyl)
(0 : sSpectrum (+ r2 n 4@1 1EN
IHBbRoR B PED Aot (63546, G£42 moligrd Ahpmegvipste
23 %rh%l) - THF (%L)Hvbs Jirbd’h sbi2Cand sbaldd tie for 86. B(ﬁosrszaxfter
cogiing4e ?m@@nc rﬁmpﬁetuw 'segeegt'?onmﬂm%waé SP@??“ effHé%f afegy, The
resldiie wWas Q’ﬁtldﬂédaﬂétr@l SodtE hnd 4q3sbud . sbiutmbic2ibdpnatd. The

organm%\%w| Oa{s% ? IV' |H?/,||_3n§d (‘/\L\’i;ﬁﬁf‘ﬁ{f@ﬁ 5na_9H2931um sulfate,
filteret) doPaghtratdd bhd afdex ol s0BCyihvaylo foe b yhihutesimeive ethyl-methyl-
{2-[1-methyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-amine as a light
brown gum (0.227 g, 72.3 %). This was dissolved in chloroform, and etheric
hydrochloride was added. The mixture was concentrated and dried for 25 hours at
83 °C in vacuo to give the hydrochloride as a buff-colored foam (0.254 g); Mass
Spectrum (+EI, [M+H]") m/z 424. "HNMR (500 MHz, DMSO-ds): 510.26-10.27 (s, br,
1H), 8.75 (d, 1H, J=8.66 Hz), 8.50-8.53 (m, 1H), 8.27 (d, 1H, J=8.17 Hz), 8.04 (d, 1H,
J=7.56 Hz), 7.71-7.75 (m, 2H), 7.56-7.66 (m, 2H), 7.38 (d, 1H, J=2.19 H) 7.22 (dd,
1H, J=9.15 Hz and 2.32 Hz), 4.43 (t, 2H, J=4.88 Hz), 4.05 (s, 3H), 3.40-3.60 (m, 3H),
3.10-3.20 (br, 1H), 2.80 (s, 3H), 1.22-1.26 ppm (m, 3H).

~0
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A solution of toluene-4-sulfonic acid
2-[ 1- net hyl - 3- (napht hal ene- 1- sul f onyl ) -

wdakbormelazol - 5- yl oxy] -ethyl ester (0.398 g, 0. 7EQI/Damb§/030965

and ethyl nethylamne (2.0 nmL, 23 mmol) in THF (10 niL)
was stirred at- 80 OCin a sealed tube for 16.5 hours.
After cooling to anbient tenperature, the reaction

m xture was sol vent evaporated. The resi due was
partitioned in ethyl aExpwpleéhd aqueous sodi um

bi car bonate. The orgqni c phase was washed wt rine,
dri ed with anhydro nesi um sul f at e, filte@
cony rgt ed and &« t 80 OC in vacuo forosx QO

mi nukeS$t ogioe tyTJ met hyhu ASNNAO {

{2-[ 1- ethy! - 3 nla ght hal erfée 1-sul f oyl ) - 1kt ilndazol - 5-y
| oxy] -ethyl }-amnemas a [ight brown gum (0.2 g, 72.3

Dle@y d-l{%:ﬂ{ﬁomeﬁ(ﬂlgéﬂgﬁ%dé A-saFbAYIRA ALiRtaZdI5-PoRFT-éthyl)-

The m Xture was concentr at ed
amianed dried for 25 hours at 83 0OC in vacuo to give the

hyd Qi
S)p/)e'{‘: g;&@bﬂ&{ dgg‘éﬁlu@?ﬁ% i?; ab e} Z[@Qnétmfﬁ &Qgﬂgéle% 1-dVBrBayI)-
1H-DiBlefByloxylBity! esten ef @ 71grmmggp|)and gllej@iy grgine iﬁo mL, 19
mrrﬂgﬁn ?gFg% mé§ W%Q sﬁrré&3 a(8’0 °C1|H)a sé%%e%ﬁ%()éi forHi8.5 Hatfrs.1 7After

coo‘nn@m am@gnt(tmnpgﬁ)tureﬁhggeqc@on mtqu@lyq)nt ?vap;))r:(xt&a The
resﬂijUS épfg gra?tgg‘;i@d ﬁ‘ﬂ%lc?rot%?m =rh ’aqf}ela_l)&% doiun?blcabofatd8 TiHe organic

10- 3.
pha_sesmas(w;ashgm)\mthpr@g quegiem h(yﬁlioug magg,egpmuﬁ@? IleHPad
cor'fﬁﬁ'%az oﬁd (iﬂé’cﬁ’ Qf 5@4’@ ﬂﬁla]auo forlobamdlites 1o give dlethyl {2-[1-methyl-

i" '}‘j am ne A solution of

3- (anw1-§ul @éﬁ@' -Yioxyl-gy i ming 2 FleghEMAFEHED 1

(0. 2@%{%‘5”73’%% Tﬂ||§Md%Qﬁ§s@iv95 iy l:rﬂéﬁb}on@at Byd eﬂ?\&t'e%ﬂ h&&o&ﬂ&n@ was
and di et | am \%ﬁ 22;1 %% {—|

adderly Trﬂe)mme WeP CPRGP tesic?r@@f fof ém%%ja& 03°4% 1%

g.ve% ﬁydréﬁrﬂ&rde%c& br@gmtf@arar(@mg) W@Q@p@bﬁlﬁr& (+ERM+H]) m/z
ction m xt sol vent eva

Ts eside,,
43%§"WRt(§QQ M’T@dDWQ‘Hﬁ)o P3Pd 1 rhOal ba&ﬁao% ditlaefF z),
8. é@tsigi Gﬁnﬁﬁ)es 2?*(% 134& gﬁelzgnigé)a%rene,m (w?ahsw Mig?gt(m ,126Y),

7 SO ER i A d 3118 T P 0T B th 1Bt of bl 56 232 Ha),

4. 40048 a8, 219), 9i068s Bt BYb-3 22 (W, -2M! Hiyb-3.25 (m, 4H), 1.22-1.25 ppm
(m, 6H).

Example 44
Ox ! Ox
\©\s"o o S<o o S=o
S e )
N N
Me Me

Ethyl-{2-[1-methyl-3-(naphthalene-1-suifonyl)-1H-indazol-5-yloxyl-ethyl}-amine

A solution of toluene-4-sulfonic acid 2-[1-methyl-3-(naphthalene-1-sulfonyl)-
1H-indazol-5-yloxyl-ethyl ester (0.413 g, 0.770 mmol) and 2.0 M ethylamine in THF
(10 mL, 20 mmol) in THF (10 mL) was stirred at 80 °C in a sealed tube for 16.5
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3- (napht hal ene- 1-sul fonyl ) - 1Hi ndazol - 5-yl oxy] - et hyl } -

am ne a clear anber gum (0.269 g, 85.7 9%9. This was
waele@sotved in chl orof orm and et hereal hydr ochP@r/US®06/030965

was added. The mi xture was concentrated and dried for

25 hours at 83 0OC in vacuo to give the hydrochloride

as a brown foam (0.253 g); Mass Spectrum (+El, [ MH +)

mz 438. 1HNVR (500 MHz, DWVSO-d6): 510.11-10.12 (br,
houdsH) Aftd.codlir(gdio abtbiert@npératdrd,, thBreadtidh bktyrmwabtojvedt 27

evaiipiedy TER o Y Pariones i gyl eidflna Sude g Rty

bicaftshthatel Hhelor§ardd@ phiseands RastRdHizih briheddriet WiEh anipydPdi)s,

magie9 géssu}faéf%lbqﬁq,fﬁ%hgw r?at%r}%méd b 'sé?igfjp %?c}‘({??r 5 hrinutes

to givetHy{2-3-rhaiapks-tradpatiaiche- seltfoaply H-iddazol-5-yloxy]-ethyl}-amine

as 3 i RUABRLEaN B b 7 40h R g frsitet b BisRliem ans.

methandl famad\dtheredydrodhiodte Sray laddgg. - Biehyixties wars qodcarititer

o g B D GELE 7 8 il B e

(0.22T R MPA27616 °Gdemuidass/Speetrund o El, fig+HB) awebi €ht'HNMR (500

i IS B e 7 5 PR P PRl "t T BRL AR, gy o7 e

andalCZ2 Hi)e 8 2Mdd atHilel8s30sia)| 8.0% Igd Clat, ben.aT ¢iz), Thel-8r7gami, H),

7 oGA BT B S G ot PR R P SR P

4.336.360(mi, aHY dda5o(sf 8iH), 3BIB.B84 (ras2H ) 2@OvaER05 (m, 2H), 1.19-1.23 ppm

S{2.T1- hvl - 3- “1- f -
m, B R G eGA TN o SO | 8 el el B calse &
58.30H28D2gN, 927 7F8Ynd: T0i58.68a 81, di5dsk| ®.4d. i n chl orof orm
and net hanol, and et hereal hydrochl oride was added.
The m xture was concentrated and dried for 25 hours at

83 0C in vacuo to give Bxamplgddochl ori de as a bei ge
solid (0.227 g) MP 2X6-7 Cdec; Mass Spectrum (~+&l
[MtHL +) iz 410, 1 500 MHz, DMBO-de): d8,

br, , 08. 75 (d, odd —8.5%NHZ), .52 (dd, a4 ¥=7. 45
Hz and % 57 (d, YA™J=8._3Q Hz)a £%d, 1H
J=7.57 Hz), 7. G5 (m 2H, i H IN,N

Me Me

Isopropyl-{2-[1-methyi-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy}-ethyi}-
amine

A solution of toluene-4-sulfonic acid 2-[1-methyl-3-(naphthalene-1-sulfonyl)-
1H-indazol-5-yloxyl-ethyl ester (0.433 g, 0.807 mmol) and isopropylamine (1.0 mL,
12 mmol) in THF (10 mL) was stirred at 80 °C in a sealed tube for 15 hours.
Additional isopropylamine (1.0 mL, 12 mmol) was added, and the reaction mixture
was stirred at 80 °C for 21 hours. [t was allowed to cool to room temperature, and
partitioned in ethyl acetate and aqueous sodium bicarbonate. The organic phase
was washed with water and brine. It was dried with anhydrous magnesium sulfate,
filtered and concentrated. The residue was purified by flash chromatography using
0.25 % ammonium hydroxide/2.5 % methanol in chioroform. Drying at 63 °C in
vacuo for 30 minutes yielded isopropyl-{2-[1-methyl-3-(naphthalene-1-sulfonyl)-1H-
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7.56-7.66 (m 2H), 7.36 (d, 1H, J=2.07 Hz), 7.22 (dd,
1H, J=9.15 Hz and 2.31 Hz), 4.30-4.33 (m 2H), 4.05
w@ 2007829711 3. 33-3.34 (m 2H), 2.99-3.05 (m 2H)PCT/US2006/030965
1.19-1.23 ppm(m 3H). Elenental Analysis for
C22H23N3OG3S 1.00 nmol HC 0.40 mol H2O Calcd: C, 58.31
; H 5.52; N 9.27, Found05862H554N91
opr Qp {2-] 1- net hyl - 3- ( napht hal ene-

indEgoh F R VDL ATING 25 G140y PO P A 6. a8 . A was

d|s§@ll\/é'd IrQEhlcQBfohﬂ' é}rﬁf‘&héreém)fd%ﬁh%rﬁé'vﬁs added The precipitate was
napht hal ene- 1- sul f

fitqree PRA AT asa@f%mace@ F 1350 (o @bens hydroghigrde AR -
wht8 @omds@prsmgw MP:Ne748 °0 (ddc).; Mbas 5F@¢tbum (#ET"@IMQ iz 4P4.

was stirr at 80 0Cin a seal ed hour s.

"HINER 508 MéHz, iDIGRPslel | 383G, br1 20), 874 (21 ndt8. 7NHE), ScRicdd,
1HaDd7 Hlﬂ ﬁzra‘?uéoltié’qu)nbéti‘{ﬁ & Pf"aﬁs%‘o' ﬁil)eéjoﬁte (ﬁ’:o(np%—f)of 7¢7Y 775

ure,

(mp&'rii |7t5607}6@l M2k, RyBe (dcB, a/c-é Qé)d#)aﬁ@%@ﬁn@bdﬁ)n‘} 30433 (m,
2Hk)?'43é‘6 Pa‘)@ﬁ‘} % 30T§ 88 %ggm (d’"%ﬁ V25 RE M E R e

bri ne dried wt dr ous maghesi um

An@l)(ﬁ'ﬁé@&%"ﬁ%%@@@ éﬁ)@ re@ﬁ'&én@ ﬂﬁm&ﬂ H20Pn ealclls iG 98-8rakl 5.72;

N, BUI0; Eb@ish: by, 4 51, elueoRBbeEr aphy using 0. 25 % ammoni um
hydrOX| de/ 2.5 % net hanol in chloroform Drying at 63

OC in vacuo for 30 m nutes yiel ded
i sopropyl -{2-[ 1- net hyl - Bxédmarhddral ene-1 -sul fonyl)-1

H ndazol - 5-yl oxy] -ethy! }-amne as a yel |l ow serri solid

0.198 g, 57.9 9. T s dissolved in chlorao @

and rc()eal hydr qg de was added. The prgg CI D1 e

was and_dr pwd at 887C in vacuo for 3=chour s

to gi veoﬂ?e @ Yor i de—agamof s‘d\ N 0. 180

MP: 274- 6 o> tfc).; Mass Spect um (+ ViEH] +)
500

b e EUER b SRl

1. 2 $dd)tionf Bludreb-4-Sidfoni=idB [ HmethyB 3QBaghtRSiesm sllh‘Bnyl)—

. 7

et fa g ooy 55 T il

mrpg)) iGHIE (1. BD) BasS&Yir(e) at&BH)"C il a%alﬂﬁ mabeckor 65ihodrs6 Ader
cogm]%to %@%@@F@h& %I%S regg{l%’?m xg%g g/%%gﬁvent eQ/aporatemd
partitioned in ethyl acetate and aqueous sodium bicarbonate. The organic phase
was washed with brine, dried with anhydrous magnesium sulfate, filtered and
concentrated. The residue was purified by flash chromatography with 0.25 %
ammonium hyrdroxide/2.5 % methanol in chloroform. Drying at 68 °C in vacuo for 1
hour resulted in 1-methyl—3-(naphthalene-1-sulfonyl)-5-(2—pyrrolidin-1-yI-ethoxy)-1H-
indazole as a light brown semi-solid (0.159 g, 46.5%). This was dissolved in
chloroform, and ethereal hydrochloride was added. The precipitate was filtered,
dissolved in methanol and concentrated. Drying at 85 °C in vacuo for 13 hours
yielded the hydrochloride as a light orange semi-solid (0.156 g); Mass Spectrum
(+El, [M+H]") m/z 436. "HNMR (500 MHz, DMSO-ds): §10.60-10.61 (s, br, 1H), 8.75
(d, 1H, J=8.66 Hz), 8.51-8.53 (m, 1H), 8.27 (d, 1H, J=8.29 Hz), 8.04 (d, 1H, J=7.93
Hz), 7.71-7.74 (m, 2H), 7.56-7.67 (m, 2H), 7.37 (d, 1H, J=2.20 Hz), 7.22-7.25 (m,
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N, 9.10; Found: C, 59.53; H, 5.66; N, 9.06.
1- Met hyl - 3- (napht hal ene- 1- sul fonyl)-5-(2-pyrrolidin-1-
W@ keoghtioxy) - 1H i ndazol e A sol ution of PCT/US2006/030965
t ol uene-4-sul fonic acid
2-[1- met hyl - 3- (napht hal ene- 1- sul f onyl ) -
1H—indazol-5-y|oxy]-ethy| ester (0.421 g, 0.785 mmol)
rrolidine

% (51.om 12m’r0||_¥inTHF(Eq_I}OrrL?t was
1H>st4;3r9r o1 &1, 30, 685 (& s8RV PR (et o8- 085 Holih 2H)at -0
(m, czml i ele -t9R SeHRIRNEH]. @éﬁ?ﬁéﬂéw@nysrsh@r cgagﬁwg@{sh miootHsIeHCl
solvent evaporat ed_and pa i one
1.0 gan FER" B0 aBBas Sonr Grih e AOuRG: . STRE orgafit 847
phase was washed with brine, dried with anhydrous
magnesi um sul fate, filtered and concentrated. The
resi due was purified byéfﬂ%%lﬁ—“ghrormt ography with 0.25
{2-@ 3L’(ﬁhguﬂﬂléﬁél-1i§6ﬁm@lf/q HEhdaonl5-yloxy] WtRyIpetiyrmethyl-
ing at 68 0OC in vacuo for 1 hour resulted in
aml"%t hyI 3- (napht hal ene- 1- sul fonyl ) -5-(2-pyrrolidin-1-
-et hoxy) - 1H ndazole as a |ight brown sem-solid

ei‘n 159 g, 46.5% . This was dissolved in chloroform
Stephl et her eal hydrochl ori de was added. The precipitate

was filtered, dissolved in nethanol and concent rated
Drying at 85 0C i uo for s yielded t Q
hydrochl ori de as t orange s ;polld (0. #5640

Maks ISgect rum (40& 4 %@éﬁ
DVG 5)0/\83? o 61 d
J=8.66 Hz), °°1F?ft°“"8 27 (d 1H 29

J=8.
Hz), 8.04 (d, 1H“J 7 93 Hz), 7.71-7.74 (m @)
7.56-7.67 (m 2H), 7.37 (d, 1HLJ=2.20 Hz), 7.2Z-7.25

ToluenéH)-sulforii®-adidid-[1- ani@/ﬂ'%r(nép%a(eﬁ\,e-ﬁkl)Ifor%tlﬁ‘.THéin@&oQ-m

06.3.14 (m 2H), 1.95-2.01 (in, 2H), 1.86-1 .92
V'°b‘g$né{*%‘ El emental Analysis for C24H25N3OBS i .00

ol BikGkyl br@ﬁdgmAm, 3Cahal) was 28eB%; a Kirrihg E6speNsion of
o5 SRR s 2 X abinaldoedr ooyl iee R T RERBe Mgy
(1.82yy3.5¢nmol) ard bgdiurmebtivphatei (m28 G, 8j93immol) in acetone (60 mL).
g P B Pt e ersor et ames Al B 1 howrs
It was then poured into excess water and extracted with chloroform. The organic
phase was washed with brine, dried with anhydrous magnesium sulfate, filtered and
concentrated. The residue was purified by flash chromatography with 40-50 % ethyl
acetate in hexane. Drying at 80 °C in vacuo for 30 minutes yielded toluene-4-sulfonic
acid 2-[1-benzyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl ester as a light
buff foam (1.39 g, 64.1 %); Mass Spectrum (+El, [M+H]") m/z 613. 'HNMR (500
MHz, DMSO-ds): 58.74-8.77 (m, 1H), 8.55-8.57 (m, 1H), 8.25-8.27 (m, 1H), 8.01-
8.05 (m, 1H), 7.64-7.76 (m, 4H), 7.58-7.64 (m, 2H), 7.25 (d, 2H, J=7.93 Hz), 7.10-
7.19 (m, 8H), 7.07 (d, 1H, J=2.19 Hz), 6.94-6.97 (m, 1H), 5.69 (s, 2H), 4.30-4.32 (m,
2H), 4.14-4.16 (m, 2H), 2.18 ppm (s, 3H). Elemental Analysis for Cs3HzsN,06S, 0.60
mol Hz0: Caled: C, 83.57; H, 4.72; N, 4.49; Found: C, 63.17; H, 4.63; N, 4.30.

Step 2
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yl oxy] -ethyl ester Benzyl bromde (0.46 ml_, 3.9 mmuol)
was added to a stirring suspension of

wa edoaersik- sul foni c acid PCT/US2006/030965
2- [ 3- (napht hal ene- 1- sul fonyl ) - 1Hi ndazol - 5-yl oxy] - et hy
| ester (1 .85 g, 3.54 mmol) and cesi um carbonate
(1.28 g, 3.93 mmpl) in acetone (60 m ). The reaction
m xture was sti rred under nitrogen at anbi ent

tenperature for 1. It was then poured
ex wat er and gx ed wi th chl orof orm The

org sBhase was shed with bri ne dr|
anhydrcx{aso/rh@nﬁggmﬁasulfat t erediant mN
concentr at ed Nesi due &S purifi ed by

chr omat ogr aphy wih 40-50 % et hyl acetate in<hexane.
Drying at 80 0OC vacuo for 30 m nutes vyi @o
t ol uene-4-sul fonrt acid
{2-p1-Benpdrd(napbtifalenerd tsalfony)-1Hgntazolya-yloxyl-ethyb-eshylanethyl-
a"}%‘é{] ethyl ester as a Ilght buff foam( 1 .39 g, 64.1
Mass Spectrum (+El, [IVHH+) mz 6 13. 1HNMR $500

VHz A solmoncf @luened@smfbnsv g 241 -bamdyl-3 gnadigalgre-{+sulfonyl)-

1H]1h%a2f$5%/%}<§]5§1h¥l(%§ﬁer](5%63% 8 33%2 g}gﬁoﬁ rﬁHZﬁi'n% ﬁyéagﬁng (78 mL,

237nmg|) m7TI1I§ (§ ML) BEp | stlrrecbat (Od’C forR.5 ngrsllg ggopled tube. After
coBli n%ilo Sriblerdt Emﬂ%tur@ tI@egregﬁiue ?\@s pgélstlgge m?@th a%et%@ and

4. 16
aqm%ﬁgdw b\cat!;@aat,@s@@s&a swaswmheea\medmne dried with

anﬁ)?drégs m'é'gnésu?r% su%te“fﬂl@%d fr@%cerﬁrat&? Bréin F‘ét gb-€3n vBkuo

.30, Step Benzy 1 apht hal ene-
for %pmg;%ﬂ g)a_vg 2 [ —benzyl -3- (naphtha ene-1-sulfonyl)-1H-indazol-5-yloxy]-

etHW}Lélﬁiﬁll%thﬁ a\%lﬁé}él; a8l }caﬁ{/émh (OTBANY! §14 86 AnRakad | on

uene- fonic acid

dleotveg Hbﬂ"g?[pfogm( ﬁ%ﬁﬁﬁaaém@rngqﬂdpdyﬂﬂ jdded. The mixture was
cobderitrataraid dried ipxdtuscbhys hest & ylé@ tR6 BydrocHlomR2ad @Bl

odihdo 29} DR S5 00 ¢& b b 505 n‘)kmea{mﬂwb@hso-
de)Af31@r04c TN 0 (g bF, A mr@metwt(ﬁimﬂs  5U-8 561 HE 1 H?% ﬁ#@i yas

rtitioned in eth acet ate and aqueous sod
BB AREE. 0T D ars - Hadsd 4B INHEE A 0ON T, 746767
(MRHR T .28 (h 1RNhyEIDHS), mmeém gm 6 6abes, éH)l a@,s?&' 2@430'3 33-
345 {E)Ce% ?i)?gaeh%ﬁ/ g_% | N vacuo m nut es
X (%56&4% r?éfl)ehéz -1 %&%ﬂw §H)15|emental
Artyissdaz Ol HRANKOS VI|.@3 iyl HIEI1.10 mol H,0: Calcd: C, 62.66; H, 5.84: N,
7.56; Found: C, 62.73; H, 6.19; N, 7.17.

Example 48
\©\s’ Osss0 03554

o]
//
N 0 o
2 ai NS
‘ N N
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et hyl -nmet hyl -am ne as a yel |l ow foam gum (0.241 g, 8
1.4 %9. This was dissolved in chloroform and ethereal
whyaroztihori de was added. The m xture was CcoONCRCIL/D8106861030965
and dried in vacuo for 13 hours to yield the
hydrochl oride as a buff foam (0.242 g). Mass Spectrum
(+EI [ MtH +) nmfz 500. 1HNWMVR (500 MHz, Dl\/BOd b) :
-1010&,br,1,874877%nl 8. 54-
{Z(IFnBeny'-3 {naphthglenaipsuifonyhd H-ppazel- zosybsfh(w}rmmyl-
an?ngg(d 1H J928Hz) 770774(m 1H) 755767
»—% é 7.04-7 H?
5 7(5\5( utlogl_q)ftol elge54-(sglfor@q_90|d§[ engl gl(n?mthalglpg -1-sulfonyl)-
1|—Bm@dzo$5%>(ypéthy2é@ter (8:478 fg( 8.773MirdolLin1X o M %tk@/mﬂmﬁénn THF

. El enment al Anal SI S,
(& QSP“m;IG PPl wes stiged é G e sqqle%tuggggr@ heprg6KP @’o‘iﬁ’ﬁ@’g to
ar’rﬁalerﬁi’erﬁ@erat}dre 5nd80nd§ntr§tun137th{a3fe£|&ue was partitioned in ethyl acetate
-Benzl-sg‘ kSFtﬁaene -sul fon

anf a0y tPengtenyJing %@W&P%ﬁﬁew@wﬁeﬁit@wq}?r and
brihg! HeRR- d4=re|§ Wéﬁﬁﬁhﬁ}%r?ﬁs Iﬁhagnesllum sulfate, flltered and concentrated.

- a al ene-
ryinb 3 BEECH vty B o ot G rL ST gapbinatere drpiiony)-
1H- iﬁd&zdIl5MId}@]-BWyE}m1élﬁyllaﬁuﬁ'é‘Es 6 81e8r,ark géilowrgllrﬂ (0/\@@4 g, 88.5

|

hR TS Vi Blssaliee Br Ay Rer Se e S OB BIE 4k 7gced The

mikiesd \duecmamuamwanummed at 81 & yaca6 edrat3encurns] Hﬂaueous

BB RRIe5e TG GER Gr DB IS U R ALt b

[MsHI'f at/ze472f | THNMR 5000 HPDMST-8 1 88.86 05, YAH)g8. ah-880, 1),
[ ve

545588 (ol B4 Brania Erie 89207 9%y 1. 779 (@, 1, J=0.15

HA M. T &g, FHY| 1B8-F 65t (hy RH), reazhidl, 1Ar nidgo H&) F.00-B88 (m,

oS E01% ?W%%%Tﬁ‘zﬁnﬁﬁﬁé%ﬁpw& N B reB A AGHBER .

C2rhi25hBRBBRd .aldCER.66 et Hate Carad G BRed : At 5&71N08:1n,rFound:

1 The hydrochl oride as a |ight
C\cé??r#ge gmﬁ(?ﬂg% g) resulted; Mass Spectrum (+El,

[1VHH +) m z472. 1HNMR (500 MHz, DMBOd 6) @ 58.86 (s,
2H), 8.74-8.77 (m 1H), (8,54:8 56 (m 1H), 8.27 (d,
1HJ830W)8028§—F§%4—€|),779(<1 1H, J=9.15

7.70-7.74 (m 7.58-7.65 (m 2H), 7.27
1H\@\30 Hz), 7. 0@38 (m &Q
Oas\
O e YO
y I y
{2-[1-Benzyl-3-(naphthalene-1-sulfonyl)-1 H-indazol-5-yloxy]-ethyl}-isopropyl-
amine
A solution of toluene-4-sulfonic acid 2-[1 -benzyl-3-(naphthalene-1-sulfonyl)-
1H-indazol-5-yloxy]-ethyl ester (0.444 g, 0.725 mmol) and isopropylamine (2.0 mL,
23 mmol) in THF (8 mL) was stirred at 70 °C in a sealed tube for 3 hours. More

isopropylamine (2.0 mL, 23 mmol) was then added, and the reaction mixture was
stirred at 80 °C in a sealed tube for 16.5 hours. After cooling somewhat, the reaction
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6H), 5.70 (s, 2H), 4.24-4.27 (m 2H), 2.59 ppm (s,
3H). Elenental Analysis for C27H25N303S2.1 .00
woiglo702651 nol H2O Cal cd: C, 62.61; H, 5.27; NCBUS2006/030965

Found: C 62.23; H, 5.45; N, 7.72. {2-[1

- Benzyl - 3- (napht hal ene-1 -sulfonyl)-1

H i ndazol - 5-yl oxy] -et hyl }-i sopropyl am ne A sol ution of

tol uene-4-sulfonic acid 2-[1 -benzyl - 3- (napht hal ene- 1
mixtueeWa©8ailnt eldpdrated zoH partiiboed/ n-adny poetats and qqyezmsls%dlum

i T P oy 2 Lo
wdh@W&térouk/ht@nﬁsormrwﬂgﬂeaﬁﬁan@d 4] coneentratgd mrPBYiNg @ed0 ton'é'n
vacvq,%ggg é%r\lé ggﬁer {‘i??ﬁ Be%%yl?-ﬁ%ﬁﬁtﬂal‘@ﬁ? 15duitbhf A1 RlindRo0%

After cool ing

on@pmhw}h’aioprdplybammacam aoyepwiserme-soligs(0s2910@ §0- 18y Bpertht s
wasDcF %sgﬁ) aghé%;glgﬁcgrﬂ %ngte%lreaﬁ‘ﬁg&@&ﬁom&nggﬂm TRGhitre

organi c was then washed w th

washadneentzated bnd died fior 1M9UF§r”i7 gacug at$ 1 afhydedes  igmbsi um
ul [ t

hyd{'/o g[?zﬁg as az%kﬁ{) ik gg% ngm&% SRERGm (PEY IMBHRS mEPs50C 1 N

THNMR [(SGGJMszﬂ)MSO( dup B8. aal(se 2E1),18. 54878y, Y1 H), 8% (fad ) JH 44

Hz %B‘%% I-gzt)r%g'}& d, 3PP §’¥b1f%§”8rkﬁ 885 ) i} QUfS@MIFR 16 o),
7.76471 70 (of, diH)) 7.5 eét(heeew 2% (i dUhU?ﬂ 2Q WA P%AEA3 M. Gike
C r f leHL 3= Byl N
57018 404 269 2GR SMEN G, ARS8 il Gond =pRr R "
Elehehial Poalysié GorZaaHg);048 60 S8 T meh l(leE|Cal<[dw¢1]66)4&xh S. 77
N, ggg 1HNI\/R (500 MHz, DMBOd 6) : 58.80 (s, 2H),
4-8.78 (m 1H), 8.55 (dd, 1H, J=IAA Hz and 1.22
Foudly ,C.83210; 6 5.6THNIZS8729 Hz), 8.01-8.05 (m 1H), 7.79
(d, 1H, J=9.15 Hz), 1.1Q1 J A(m 1H), 7.58-7.65 (m
2H), 7.27 (d, 1H, J=2.20 Hz), 7.09-7.19 (m 6H), 5.70
(s, 2H), 4.26-4.28 (m ExampleS® (s 3H), 1.23 ppm (d,

6H, J=6.47 Hz). E ntal Analysis for C29H29
1.Q0 0.7 nol lcd: C, 63.48; H, 5.77,
7.6 ognd: C, 66107 H 5.67; N, 7.37. {2-[s,,

- Ben2yl 3 ene- 1 ony!| )/\]N/\/O\C\/\(
H i ndazbl - 5- yl et hyl }-%ﬁ%ﬁylamﬂe L

N

{2-[1-Benzyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-diethyl-
amine

A solution of toluene-4-suifonic acid 2-[1-benzyl-3-(naphthalene-1-suifonyl)-
1H-indazol-5-yloxyl-ethyl ester (0.449 g, 0.733 mmol) and diethylamine (2.0 mL, 19
mmol) in THF (7.5 mL) was stirred at 70 °C in a sealed tube for 3 hours. More
diethylamine (2.0 mL, 19 mmol) was then added, and the reaction mixture was stirred
at 80 °C in a sealed tube for 16.5 hours. After cooling somewhat, the reaction
mixture was solvent evaporated and partitioned in ethyl acetate and aqueous sodium
bicarbonate. The organic phase was then washed with water and brine. It was dried
with anhydrous magnesium sulfate, filtered and concentrated. Drying at 82°C in
vacuo for 35 minutes gave {2-[1-benzyl-3-(naphthalene-1-sulfonyl)-1H-indazol-5-
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A sol ution of toluene-4-sulfonic acid
2-[ 1- benzyl - 3- (napht hal ene- 1- sul f onyl ) -

wdakbormeiazol - 5- yl oxy] -ethyl ester (0.449 g, 0. 78CI/D8W0§/030965

and diethylamne (2.0 nL, 19 mmol) in THF (7.5 nL) was

stirred at 70 OC in a sealed tube for 3 hours. Mire

diethylamne (2.0 nL, 19 nmmol) was then added, and the

reaction m xture was stirred at 80 0OCin a se§g1[ tub
c

yloxi/bethyi-dEtbamine a5 a kght SEn-vRjiowciaEvisald (Q 9
Thlé‘r\’véé Pirsgol\‘f@osln%mo ﬁBttm AR AELGhyBFRENRABE Wak @GG@H i The

acetate and aqueous sodi um bi car bonat e,

muxtmregwas @orpﬂeaﬁéte@b@@dMQﬁ fordsHeyrsinicyReedt &ndlis reﬁlé” wpg
d

the Wdro gr(ﬁ) %@&e%n%{!r éa ! lﬁ'&%%%hlgtaﬂgg%c | gsvggﬁsgecﬂfurﬂ%(m e

[M+hi] D /e §14alNMR (500 gMSO de): 810.15-10.18 (s, TH), 8.74-8.76 (m,

1H){ § 56 ](dcthILIlF }//L7 ga (»[}aaf}{ahgai ﬁg)eggzss(u' mnm%%%)u B@Q@d)fs Bny

1H)séﬂ8-(do1H d/—eo 5363, 7g70-@'774]£%, (H 5.58 %ﬁss(nwak') ci'y %%r @'aa

7 oér‘? 1‘@%%%{) 79 gsa %tibe{ PD/CH 37925 Isg ébrdg mma@ctsﬂs

cent at e drie

3H)v 4d8d!. 58 pm 1s,0°C. 6FDhEIeﬂ@§Lﬁlt‘\nwb(§lSthequ§wN@Q¢§ a&oaiél %

| ; El,
mol %ga?éoaf@ Wﬁ%’% ?5% 86%&)[)'\%%9@) Fpsglr NNT.£3.

510. 15-10. 18 (s, 1H), 8.74-8.76 (m 1H), 8.56 (dd, 1H,

J=7.44 Hz and 1.22 Hz) p@midie6d. 1H J=8.29 Hz),
8.02-8.05 (m 1H), .73—(—32ﬂm'3915 Hz), 7.70-7.74
(m 1H), 7.5876%%17 26 (s, 1H), 708@3
6 70 (s 2H)cj (s, br, 2H), 33935(5

Z’I:DD\@\;%/QJJ . 1.13-1.19 ppm br
El enentdal®” Anal s\n‘ or C30 ;s- 1 |0‘N75 ol
H2O Cal cd: C, 3: H 5.99; N, 746 Fo dN)C

63.59; H, 5.94; 7.23. {2-][1
- Benzyl - 3- (naph | ene-1 -sulfonyl)-1

4T baad Junanttngiane- Eetoryt- 1 Hinadzot Eyloxyl-cthyl-dimethyl-
aménd 1- benzyl - 3- (napht hal ene- 1-sul fonyl ) -

T 5 PapRih ox-é‘]nfrtﬁft@ﬂi\ém%?ﬁ:ﬁ?%e(%ﬁg%n %gﬂ%?{m by
1HShddZo 8 yRiky]/dth{l Esidh (@43ng ®vosrHiel) irP2.0M hmtsylarﬁfnbehﬁ THF
o S5 St e A5 e s S S
soragwRat thesosktiomniikiay Wanedigent ERgparaganing fakittisRedvrsethilen
acg@fsehaen% e\{gu‘égus sodium bicarbonate. The organic phase was then washed with
water and brine. It was dried with anhydrous magnesium sulfate, filtered and
concentrated. Drying at 80 °C in vacuo for 20 minutes gave {2-[1-benzyl-3-
(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-dimethyl-amine as a yellow solid
(0.288 g, 84.2% mmol). This was dissolved in chloroform, and ethereal
hydrochloride was added. The mixture was concentrated and dried for 13 hours in
vacuo at 81 °C. The result was the hydrochloride as a buff foam (0.294 g); Mass
Spectrum (+El, [M+H]") m/z 486. 'HNMR (500 MHz, DMSO-dg): 510.11 (s, 1H),
8.74-8.77 (m, 1H), 8.54-8.56 (m, 1H), 8.27 (d, 1H, J=8.30 Hz), 8.03-8.05 (m, 1H),
7.79 (d, 1H, J=9.15 Hz), 7.70-7.74 (m, 1H), 7.58-7.65 (m, 2H), 7.30 (d, 1H, J=2.20
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water and brine. It was dried wth anhydrous nagnesi um

sulfate, filtered and concentrated. Drying at 80 0OC in
wo awmao2f7or 20 mi nutes gave {2-[ 1- benzyl - 3- PCT/US2006/030965

(napht hal ene- 1-sul fonyl ) - 1Hi ndazol - 5-yl oxy] - et hyl } - di

met hyl -am ne as a yellow solid (0.288 g, 84.2% nmmol).

This was dissolved in chloroform and ethereal

hydrochl ori de was added. The m xture was concentr at ed
Hz)a i D8dr.i @ ¢mf o), I O0HeBH, 4B4Ma3~7u(mn #H)83.48 GC2H T¥ret. Feeld), £.80

w55 A DRI TS RS Lmetiiteilo s o

61.08/80) 580;: N, 57164; Found:sC, a}m My .5730; &\, 7724(m 1H),
8.54-8.56 (m 1H), 8.27 (d, 1H, J=8.30 Hz), 8.03-8.05
(m 1H), 7.79 (d, 1H, J=9.15 Hz), 7.70-7.74 (m 1H),
7.58-7.65 (m 2H), 7.3Examplet2 J=2. 20Hz), 7.08-7.19
(m 6H), 5.70 (s, \, 4.34-4.37 (m 2H), 3.48 2H,
J=4.76 Hz), 2.80 p 6H). El emental Anal ys
C28 98 1. 0 . 55 mol H20 - Cal cd: Cb\SG 15;
H, S o o‘hnd C, (B
1- Benzyq ( hat ene- 1 —w;ﬁ—f*onyl&% (2- ,91 i d| n-1

-yl -ethoxy)-1 Hindazol e A solution of
t ol uene- 4- sulfo acid

2-[ 1- benzyl - ht hal ene- 1- sul f onyl ) -

1 éé_r%&[]g %ht@a%@gzﬁ%;%%m&??%?é&nqz%—_ﬁh?%aaﬁf Hmwe
St Ar@dm@n of ol@Dethisuifopisaicisi2{ 1rbenzybs- (@W@e-wh@fonyl)
1Hﬂﬁ@e§z‘o 80 a/ndﬁgi(éﬂ{§|ees¥1@§o ace%jec?&@%ﬁ’d?)’ A erﬂ&‘ige (1omL, 12

e and agueous SO
mlmlbiarw B0gmL)TWias ﬁwr@dm’t €0 phérs @ serled tuherfond bherd. ke eaction

mn%i@rtee\xlasa&q\{é?‘rt 'eOfporét%% 89&&1&%&% ee?‘uﬂ %?é’t%e%@ﬁﬁ%%%éd&ﬂm

sul fate ncent r at
bicgehangte o‘l,?hegcggmlqz] phase wap/leen washed with water and brine. It was dried

with a*ﬁﬁg&}ﬂhs %a&;ﬂ@&%@ﬁkﬁ@g‘ltége%‘%ﬁcpfﬁﬁlclantﬁaté@ BWi oqoét c?@' B-if-

H- 1 ndazol | ow- or ange s o
Va@ttp f2585 @ln*szs o3%entrbenzyl- %n@mmerm &suifenyh-5-(@-pyrrolidin-1-yl-

etrmypmwazue%cb ;%IIB\ﬁfd?- ger; bé@@ éﬁo%ﬁﬁmegderﬂ.s wHie

ure was_concentrat e hours I n
dB@ﬁ'&% 'rb‘fh'@’OfPr@(?“WBGFFQEWWOQN&'G?W@SM%C Rhe fibdereasass
cobétrtratedPdRd @iedGdN3 hdRS , vaR86 bt 8¢ +he rdsMit bgkndm z

12, 1HNVR 59 I\/H% DMSO-d6) . 810. 42 gs 1H),
hy r_oe,‘bflpg@e/gse utt fegm %g@@);(Mas’s g‘t;p.fﬁctrum (+E1, [M+H]") m/z 512.
'HNMR (500 MHz, DMSO-ds): $10.42 (s, 1H), 8.74-8.77 (m, 1H), 8.56 (dd, 1H,
J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.30 Hz), 8.02-8.05 (m, 1H), 7.79 (d, 1H,
J=9.27 Hz), 7.70-7.74 (m, 1H), 7.55-7.65 (m, 2H), 7.28 (d, 1H, J=2.07 Hz), 7.08-7.20
(m, 6H), 5.70 (s, 2H), 4.33-4.36 (m, 2H), 3.54 (br, s, 4H), 3.07 (s, br, 2H), 1.79-2.01
ppm (M, 4H). Elemental Analysis for C3HpgN303S 1.00 HCI1.25 mol H,O: Calcd: C,
63.15; H, 5.74; N, 7.36; Found: C, 62.82; H, 5.74; N, 6.99.

Example 53

82



10

15

20

25

J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.30 Hz),
8.02-8.05 (m 1H), 7.79 (d, 1H, J=9.27 Hz), 7.70-7.74
w@ ego7aRd)711 7. 55-7.65 (m 2H), 7.28 (d, 1H, J=2.PC1/H&%006/030965
7.08-7.20 (m 6H), 5.70 (s, 2H), 4.33-4.36 (m 2H),
3.54 (br, s, 4H), 3.07 (s, br, 2H), 1.79-2.01 ppm (m
4H). El enental Analysis for C30H29N3(G3S 1. 00 HCM 25

nmol H2O Cal cd: C, .15; H, 5.74; N, 7.36; Founqg: C,
62.82; H, 5.74; N, @ Exanpl e %
53{ E{enzyl 3- (g ? iphithal ene- 1- sul fonyl ) - 1H- i nga 5
-ylo | $- et hyt™eam ne A solutiag o =0

t ol uened49su fc:| d ~ Em4, /Q L m"

2-[1- benzyl - 3- (Trdptit hal ene- 1" sulfonyl) N

1H i ndazol -5-yl o -ethyl ester (0.430 g, O. nmol )
and 2.0 M et hyl elnTHF(48m,96 vvas
stirred at 70 0OC 1n a seal ed tube hour s

{2dbBengyl- 3-@%h@ﬁﬂet1e%f9nxt)dﬂ'bmdﬁhe' $-¥Ee<wl-8¥hy|'h-%hwr@“me

Vas /5 8bINEIH ofYIBeRe- @tsﬁﬁorﬁ'@gm@ér[ﬁJbbhgﬂt%d(nlaghtﬁéleb{é -1-sulfonyl)-
acet ate and aﬂyeous sodi um bi car bonat e ani Cc

HpidarohRadodsvbesipt @-4R8tde P- 78R el AR 214 N iyaiming i THF

4\ thh RERESIPWEs BRERERI70MCSH bisBbRd tiibhd fo?B%u%n d\fter cooling to
concentrated. The residue was purified by

angiienf {emBgieiseythereastien puxurs sTRMeEh YOl et g BRtoned n

etia dc@tﬁté‘ﬁeﬁ%d’hﬂebbs 50&%%&@53@@1}{%@8&.6%@@ was washed with
t ane/ TEA. The resu

h
water e ey | Was G ATTHEoS Feagnea ) Suale. Fiterad and s.
coyitentidtet The ﬁesEiUBWasE}iThf&j Wfl@h%'rérﬂﬂogﬁﬁhﬁﬁﬁlh I50-7.5 %

e G TSR AAAHEE B SehS Glairorarmumnanay (8 2VEEA) i
he;meITEA armireanm wéﬁ :{2411 Igél‘fzyﬂ-ﬂ-(l’mblhtﬁatléie -B2ulffayi)n wa@?@é -5-
dr oc | de as ora m -sol i
8N Rl S uclonert-sefd (4 kaey 1553, Thiss
digsedNeR irf BRIOrdiden, abl/BMerks) hydrddal&r!ﬂdef}wgg addad. e, mixture was
cofcdfiefeq And Bl r 18 bigs 3 B2 “C P st v e higfoHor as a
lightiorang sdmbsdli (P46 g); MbsE Spécttum (LE) [M-VHﬁﬁmlz £5%. (ANMR

sfhrglphisp . Bzl O, nebi % by 'S AT ge oo S
J=1. 3PHBa0R 1 22 HAH).26-B.2BG il 1 HY, aomnm(om(nﬁ kM), T eEenHal=9.15
H@”?'ﬂis/ 74 (RIHPPEE RS 2ty Pt td, 1, 8% B9 %00 S38 G5
6H), 5.70 (s, 2H), 4.23-4.26 (m, 2H), 3.29-3.32 (m, 2H), 2.97-3.02 (m, 2H), 1.16-1.19

ppm (m, 3H). Elemental Analysis for CsHp7N303S™ 1.00 HCI0.80 mol H,0: Calcd: C,
62.69; H, 5.56; N, 7.83; Found: C, 62.38; H, 5.38; N, 7.58.

V Example 54
{2-[1-(3-Chloro-benzyl)-3-(naphthalene-1-suifonyl)-1 H-indazol-5-yloxy]-ethyl}-
dimethyl-amine
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62.69; H 5.56; N, 7.83; Found: C, 62.38; H 5.38; N,
7.58. Exanple 54

w@ 200702178t Chl or o- benzyl ) - 3- (napht hal ene- 1- sul f PCEU$2026830965
i ndazol - 5-yl oxy] -et hyl }- di net hyl -am neStep i
Tol uene-4-sul fonic acid
2-[1-(3-chl oro-benzyl) - 3- (napht hal ene-1-sul fonyl )-1H n
dazol - 5-yl oxy]-ethyl ester 3-Chl orobenzyl brom de
Stepd. 90 nL, 6.8 nmol) was added to a stirring suspension

of toluene-4-sulfonic acid
2-[ 3- (napht hal ene- 1- sulfonyl) 1K dazol 5-
yl oxy] - et hyl est 24 g, § 20 )) and ceso%ng
cr nate (2.21 g %&%

[® was sthF&@ at aj t ten‘pe‘?ature(&&ﬁ/éN
nltrog%a/\f\o? Iizc&metanﬁen poured into excess
wat er and ext d with chloroform The org c phase

was washed with Brine, dried with anhydrous nesi um
sul fate, fil tered and concentrated. The resi duer was

f -
Tolﬁgrg?-d- & fkd exane f-ﬁ-(}f-’ahé?ﬂi 9%?98@ (4 hBRa18Re- %ﬁ%ﬁa}ﬁyl) “H

ata o vacuo for
indazol3-gloxghethyl esteene- 4- sul fon| c acid

2- [f} éh?’orﬁ@ér%&%r&ﬁﬂ%% bR:?hL( gt glvﬁé%eadjd'ea%ﬁ%ﬁbﬁnb 1

el | ow f oam

sus(p@n§5n of toa@ne-%ulfomwo@&maghmelese 1- S’[LNfFPHﬂ)Fj Hrigdazglsr.
yloé}_?ﬁé ggtgp Wg}ﬁy@@nﬁy néj %lumcgrbZ@até'@ 21@ 6. 78 mmol) in
acgtome (BmL)7 . BE-mixise (Map stm:gd at;arglgeryt tg@p@r@]’curg H)'lder nltrogen for
2 h§> %57 itsw%th(eméaog@d' intfy éSQéer Mteé Md étggacte@ W@ith éitofoltl, The

1-4. 33
orgzpic, phasa Biag wephedwith jyine, dried vbtgmn@gdrogﬂ;naggpgw@ﬁ@g?te
f|lt69‘€é‘ laM@ b_émfe‘?i"iraf(;é3 %@%@i@@@gs p&;ﬁle@%y ffash @ﬂ\ro?\’éatodﬂaptﬁ/ wBlrig

302‘3@2’/ [elhyl gggcé% 17 pgxqg@n ﬂ:g;ygﬂg @1 %a%l‘ﬂ v@ogugﬁ@” @ mmute% gave
tolasHe-4-8M¥dnlc dcidrol[ Md8eRbroabaHz Bl nasrdAIbne-distRbAW). HAHdALol-
5-yloxy]-ethyl ester as a dark yellow foam (2.55 g, 63.6 %); Mass Spectrum (+El,
[M+H]") m/z 647. "HNMR (500 MHz, DMSO-dg): 88.73-8.75 (m, 1H), 8.55-8.57 (m,
1H), 8.27 (d, 1H, J=8.30 Hz), 8.01-8.04 (m, 1H), 7.67-7.75 (m, 4H), 7.56-7.63 (m,
2H), 7.17-7.27 (m, 5H), 7.05-7.07 (m, 2H), 6.98 (dd, 1H, J=9.28 Hz and 2.32 Hz),
5.71 (s, 2H), 4.31-4.33 (m, 2H), 4.15-4.17 (m, 2H), 2.17 ppm (s, 3H). Elemental
Analysis for C33H27CIN.O6S,: Caled: C, 61.25; H, 4.21; N, 4.33; Found: C, 60.93; H,
4.22; N, 4.21.

Step 2

o, SO oo
,/5//\0/\/0 ° \N/\/O

g B Mo , B

N N

84



10

16

20

25

A solution of toluene T4-sulfonic acid
2-[1-(3-chl oro-benzyl) - 3- (napht hal ene- 1-

wa@eiof7 o) - 1H- i ndazol - 5-yl oxy] -et hyl ester (0.BdBUS006/030965
0.532 mol) in 2.0 Mdinethylamne in THF (8.0 nml _,
16.0 mmol ) was stirred at 70 OC in a sealed tube for 2
hours. After cool ing to anbi ent tenperature, the

react.i n mxtu sol vent eva ated |t
RO RRe - Marpiia hesand-dHiagaes Sapa ety
diRkefignhainaée. The organic phase was washed W|th bri ne,

condsaohtana [erers Bt h 4 8006 Peivbg-Grridaene -

SUQ@h‘?W {I-ﬁg{dbzél%-ylox é};hyll1t ester (0.344 Igf 0.532 lrIT_wl_mol) in 20 M

chl or o- ben al e on i

ARORGTICANT (0 e ROL Tameh &8 SBeqil 10 Yo B SPaia fioe Tor 2

hofs. 26dted, cofing 49 amBiBhts tendseraturs ahy edattibne Miauef aas solvent
and ethereal drochl ori

e was added. The m tur
evERNTath B PRATCDRT AN U Sesla e aaerods ot Fightionate.
ThENR 946 Phaserass Washéy ditioBiMe) ldride wath adhldrels mzargaegem sulfate,

ﬁlte(r,oq%r,\%d? g%%%n&%tedgﬁé@gmsgggtcéd 5@” ug)gaag) E;Jyﬁop%n%es Q%e {2 [1-(3-

chibrd-BefzyNss- (rﬂaphlh‘d)ene& Bifoqgidt1 HihazoR3-yBXyFethandiniettyl-amine

o B Bl by Ty 99, i Fo AR b, n

etixdpal hX/dﬂ)bh(odder,s alidad. 32hé-h1)xtur§ M- cBnEé’nt(ated 3 dried @4acuo

at%g ReAL) 1Zféhcz Eﬁ'é)resyﬁ Bléermo@g@%de M gt of dRge®m (0.252

9){ a4 S(o@et@lh((ﬂ-&% k{wmm))mfz -520apNMR €660 W9z HMBPHJe):1189.92-

9.%4‘%6‘%?[]@6 %%]7153 ﬁhgce & W LY AT 08 A RPLA 5%

1l—2-d[=$ 20H)8 0080 3y 1H); 3e(zrqa,pm hederseH); 750l phyh) 1H), 7.58-

RS T2 1 T FE R o T §7Q<'HW3H§3 fa Jdp T Rss o).

smes QH), 14 B4 138 r(nR 2HY B8 47 - Bngamsaa ec81tpmﬁ(§t6H70 0C.
Addi tional ethylnethylamne (1.0 nL, 12 mml) was
added, and the reaction m xture was stirred at 80 0C
in seal ed tube for 2 ho@ExampM 68r cooling to ambient

tenperature, the re ion mxture was sol vent
evaporated and part @ d in ethyl acetate an
0

sodi blcpar bonat Q)QS rgani ¢ phase was therb\
<0
W th ﬁigf\d«b EtMeNH SN0 N
THE | LN
N
Ci Cl

{2-[1-(3-Chloro-benzyl)-3-(naphthalene-1-sulfonyl)-1 H-indazol-5-yloxy]-ethyl}-
ethyl-methyl-amine

A solution of toluene-4-sulfonic acid 2-[1 -(3-chloro-benzyl)-3-(naphthalene-1-
sulfonyl)-1H-indazol-5-yloxy]-ethyl ester (0.350 g, 0.541 mmol) and ethylmethylamine
(1.0 mL, 12 mmol) in THF (8 mL) was stirred for 2 hours in a sealed tube at 70 °C.
Additional ethylmethylamine (1.0 mL, 12 mmol) was added, and the reaction mixture
was stirred at 80 °C in sealed tube for 2 hours. After cooling to ambient temperature,
the reaction mixture was solvent evaporated and partitioned in ethyl acetate and
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wi t h anhydrous magnesium sulfate, filtered and

concentrated. It was dried at 80 OC for 20 mnutes in
WO 20a02t701 yi el d PCT/US2006/030965

{2-[1-(3-chl oro-benzyl) - 3-(napht hal ene- 1-sul fonyl ) -

1H i ndazol - 5-yl oxy] -et hyl }-et hyl -nmet hyl -am ne as a

yell ow sem -solid (0.268 g, 92.7 %9 . This was

di ssolved in chloroform and ethereal hydrochl oride
aqueREs setfierd bicBsorite t Tieeonyasic phase wamthentwashed with drine. digd

W|tm§@}yggc$“%d$$qj%%ggncg&%t ﬁeJAS uhd cor;me%tr% U||{W¥@§r’lé0h§ 80 °C
for 2p aahutesnin(veklio td Yiid]){2) 13- zhl@@menzylm ;g@lmalWLSM

1Hg2c§;ol?gl9x3(] rﬁth%tﬁylﬁéﬂ;yl A8 ad 3 3Rd5 Sérm f:’vﬁ)(o 2689, 927
T

%) Mhis Wk, dissoR2d (il chldnrdformzenczéthene)al hydrgchiqrideavas,ad

m|>%tllﬂe wgﬁ)thewé%k:epggt’eﬁ! ﬁnggjné&i% At‘ gz Q(%fdle)ﬁr sholrsl SThe r%@ult

waétﬁéﬁwyéir&ﬁldnd‘e aB H) lighBorbBigS fceHn (OrﬁGGIm) Mags §geqrm(*(5ér

iy PNl SIS b T 3R o RO

(mCﬁh)ce 543, 550n,6H), Bl275d,264, JNB.29 HEY, 8.628/08: (me, 1 H3.9.82(d, A,

=37 fi) 5 R B1D: BT 82 (M PPl A 715
(mj 41+u3aZ<ml4 (8; Y, QK] 57eitib)y 573 (sli2kt) hBE-dritr{en, RH3.03- ﬁ@ﬁ&@ (fﬁ, 3H)

(o) [_f.oni
30@%5{65 ﬁmg <§(Be$1'§ 91%31 238P () Eigmental Analysis for
czgmgctmgms 1mH®UHZ®m05Hy:D &@q¢e¢rﬁﬂ6ﬂe$—t &r26; B, 338; found: C,
59%41 ddlethylamne(lom,97mml)|n
s stirred at 70 OC in a sealed tube for 2
hours Addltlonal diethylamne ( 1 .0 nL, 9.7 mmol)
added, and the reacti onﬁ%g@w@ﬁ was sti rred at 80 0C

in a sealed tube for 2 third portion of

di et hyl am ne ( 10 .7 mol) was addedtot
rea&@f mxture was stirred at 80 OC|

seal ‘Fﬂours The reaction m xt ur € %as

t hen sob"v@/\t\’et ed an i tionWd> n
acetate and br| ~Nt was de* ed wi t h~anhydr 3asN
magnesi um sul f at iltered and concentrated yi ng
at 80 0C in vac or 20 m nutes yiel ded

£ SS chl or obenzyl) -
{2 [1-(3-Chloro-benzyl)-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-

diethyl-amine :

A solution of toluene-4-sulfonic acid 2-[1-(3-chloro-benzyl)-3-(naphthalene-1-
sulfonyl)-1H-indazol-5-yloxy]-ethyl ester (0.338 g, 0.522 mmol) and diethylamine (1.0
mL, 9.7 mmol) in THF (8 mL) was stirred at 70 °C in a sealed tube for 2 hours.
Additional diethylamine (1.0 mL, 9.7 mmol) added, and the reaction mixture was
stirred at 80 °C in a sealed tube for 2 hours. A third portion of diethylamine (1.0 mL,
9.7 mmol) was added to the reaction mixture, and it was stirred at 80 °C in a sealed
tube for 30 hours. The reaction mixture was then solvent evaporated and partitioned
in ethyl acetate and brine. It was dried with anhydrous magnesium sulfate, filtered
and concentrated. Drying at 80 °C in vacuo for 20 minutes yielded {2-[1-(3-chloro-
benzyl)-3-(naphthalene-1-sulfonyl)-1H-indazol-5-yloxy]-ethyl}-diethyl-amine as a light
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3- (napht hal ene- 1-sul fonyl ) - 1Hi ndazol - 5-yl oxy] - et hyl } -

diethyl-amne as a |ightbrowm sem-solid (0.278 g,
w@®70029¢1711t was di ssolved in chloroform and epP¢EUERN6/030965

hydrochl ori de was added. The m xture was concentrated

and dried in vacuo at 82 0OC for 14 hours. The result

was the hydrochl oride as a brown foam (0.275 g); Mass

Spectrum (+El, [MtH +) mz 548. 1HNMR (500 MHz, DMs(d

broviy) semBli860.9788, 952%).Ht was dgolged B ghigrofor), arsl sibereab |

hydrg%lgilge Wémfm eﬁm%%ﬂ%s c?m?e%tlfa%éi a}@ drr]et@n 390&#& ’82 °C

for {dnhoutsd) TherreSult was theg mdrmh)orlde 238G krgwn Icp@mﬂ 27@9) Maﬁs

Spegfrh}mégEﬁ@\SI\(ﬁ]}’s) n]f@% ESI\/?R ﬁejogg\'/ﬂz ﬁ% O7d623 d@'@ 938‘3( JH,

8.758.752H, 185 4. ﬂﬁ'Z(db‘IZ')H, ﬁ?]éﬂﬂ—lﬂz and (.29 H¢H)8 27_|_(d19H1J‘&@0 )n

6 006 5 I Ty Tl Gal S &0 O 7. FPp G

7 26 @UNH; J€2.260ZR T;24-. 26(m|41 HIN7.16-7731 (m, 3H), 7.03 (d, 1H, J—7 ‘68

oG T BTy gk esen iyl doosle iy

1.19-0/28qper dn,BiH)f cErIBmeraah Ahalysis for CaoHz0CIN:O3S" 1.00 HCI0.55 mol

R I A sy 638

0.524 mml ) and |sopropylamne ( 1.Onm, 12 mmol) in
THF (8 nmL) was stirred @ in a sealed tube for 2
hours. |sopropyl am ne ; 12 mmol ) was added, and
thereaction m xt v sstlrred at 80 0Cin @&/s®

2 hours. opylamine ( 1 .0 mi, 12 m
totheOFtlon Mt ur e, ndlgvvasqrred
at 80 Q Oi/\/a A gd t ube 1:05;30 houﬂs @ ool i ng
yeraf ure, the™feaction mixtu s

to anbient te
sol vent evapor at.eg and partitioned in ethyl Aagetate
and aqueous sod bi carbonate. It was vvash with
brine, dried with anhydrous magnesi um sul fate

{2-H1r (3tGhletp-bennydedr nanhihalaner1 crultony)d Hrindagok syioxyl-ethyl}-

80 0OC to gi ve
ISOFHT;'%?% chl or o- benzyl) (naﬁht hal ene- 1-

sul Agaltipn mﬁtolueaaﬂowfsnwasbdﬂ eBtapiorobsapfopr{napritialne-1-

sulféﬁyl‘?—ﬂ Vl%éi%l §%\dx9] étﬂ ?é%QarQO 35@% %24 hﬁncﬁ‘?&wdﬁb@&@b%%me

| or of or her eal TOC | oride was ad

(1.6 12 mmol) lnr'TI]HF (8 mL) was stirred at 70 °C in a sealed tube for 2 hours
Isopropylamine (1.0 mL, 12 mmol) was added, and the reaction mixture was stirred
at 80 °C in a sealed tube for 2 hours. Isopropylamine (1.0 mL, 12 mmol) was added
to the reaction mixture, and it was stirred at 80 °C in a sealed tube for 30 hours. After
cooling to ambient temperature, the reaction mixture was solvent evaporated and
partitioned in ethyl acetate and aqueous sodium bicarbonate. It was washed with
brine, dried with anhydrous magnesium sulfate, filtered, concentrated and dried in
vacuo for 20 minutes at 80 °C to give {2-{1-(3-chloro-benzyl)-3-(naphthalene-1-
sulfonyl)-1H-indazol-5-yloxy]-ethyl}-isopropyl-amine as a yellow solid (0.280 g, 100
%). It was dissolved in chloroform, and ethereal hydrochloride was added. The
resulting solid was filtered and dried at 82 °C in vacuo for 14 hours. The result was
the hydrochloride as a pale yellow solid (0.236 g): MP: 206-8 °C; Mass Spectrum
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resulting solid was filtered and dried at 82 0C in
vacuo for 14 hours. The result was the hydrochl oride
w@goodopahe yel l ow solid (0.236 g): MP: 206-8 ORT/NB86/030965
Spectrum(+El, [MtH +) nfz 534. 1HNMR (500 MHz,
DVBSO- CJ6): 58.65-8.76 (m 3H), 8.54-8.56 (m 1H), 8.27
(d, 1H, J=8.17 Hz), 8.02-8.05 (m 1H), 7.82 (d, 1H,
J=9.27 Hz), 7.72 (dd, 1H, J=8.07 Hz and 7.57 Hz),
(+Er [BFHT") 63z 684. MMRKSQ&MHZZBMSQ d@H)58.65-8.86 W@H)( fb4-8.56

m. 3 522 S 13 P 058108 )m. 3% 42, 3yt gl 72
(deilzlﬁ &B.0 Mz aktl @6tz 7.Bnal63sis 2H)I 7. m%am IQBWS"GJ 21 (m,
3H)é7Q%O(G‘CgH %"}’ @d: @C5 78 &2 45 (©2h2=dbo Liz38:31E08Eh, 3H),
1.2B BB (@B Hr d-EeNHg)OEBMTENH tinalysisdor Cablk:Ctsd- 500 i eglcd:
c, {sﬂpﬁerﬁeé’iz Q4 ROy o | B! gaéé’é§ ) 559; W oy, of

'sul'f'oni ¢ aci
2-[1-(3-chl oro-benzyl) - 3- (napht hal ene- 1-

sul fonyl)-1Hi ndazol - 5-yl oxyl-sgt hyl ester (0.359 g,
0. 555 mml ) and pyrroli'o‘*'n'eéll‘(:—@ Om _, 12 mmol) in

THF (8 nL) was sti t 70 Cin a sealed tub 2
ho After cooI| anbi ent tenperature, h
regmom xt ure Wso sol venpevapor ated. Jt wag=d¢ hen
partitigned @ y acetatevdnd a e‘b/\s/s

bi carbonat e. The-okgani ¢ phd¥e was washed Nbri ne,

dried wth anhydos magnesi um sul f at e, f|| d,

concentrated &n ied in vacuo at 80 0OC fo
m nutes to give I-(3-chloro-benzyl

1- (QQMQMbMVQrﬂ?(mapbmalmn)suyoozﬂ rm{rrczlldin-l =YHethaxydA -

indazeld | ndazol e as a yellow senmisolid (0.266 g, 87.8 %.
This was di ssolved in chloroform and et hereal

hy dAceittioniod olyne-kstdisnic apik2--@-ehlerovkenzidbAdBanhthalens-1-
suladhgpgg{ ﬁgﬁ?‘% es%g%%ethfg}l é’s?&*é(rg gfggfg é‘gg?n‘ﬁ%él%ﬁﬁd }5¥r€6lfém*e*(¢ 0
mLSﬂgé@mQIMn('ﬁl-@f (8 mih-pps si,rrqﬁqt A6 Ina d(tgm)fq(/ﬁzhours After
co&h@% @mﬁﬁent téﬂ&r&l@rel @nell%(aétﬁ)nlrﬁii%re Hrad %ol@ezﬁe\faﬁbra@@ It was
the(qﬁartit}qped n g%yl(qg:efai@pnq] aqyepys ﬁggnumyblcarl;gna;e 7Tt4e pfganlc
phéé‘@ wa§ w@Zhe7d \Wh brie, dkkd with éﬁhydr&% l(wﬁgner%"ﬂ)m sulfdé, fﬁt@lfed5
cor@cEﬁntra?d ng)drleg l@ya(glol% 8E)§’Cl¥bgrr20 @Wtesltoglv(egq @gpﬁgﬁrt{qggyl

3- (maplﬁh&len&H SBHA-5-LNBYristidm-f-PLethSHABChHAIRSas a Yelfl semi-
sol'llﬂo 5)66 g, 87.8 %). This was dissolved in chloroform, and ethereal hydrochloride
was added. The mixture was concentrated and dried at 82 °C in vacuo for 14 hours
to yield the hydrochloride as a light orange foam (0.205 g); Mass Spectrum (+El,
[M+H]") m/z 546. "HNMR (500 MHz, DMSO-d): 510.18-10.19 (s, 1H), 8.73-8.75 (m,
1H), 8.55-8.57 (m, 1H), 8.27 (d, 1H, J=8.30 Hz), 8.02-8.04 (m, 1H), 7.82 (d, 1H,
J=9.156 Hz), 7.70-7.74 (m, 1H), 7.57-7.64 (m, 2H), 7.15-7.29 (m, 5H), 7.04 (d, 1H,
J=7.69 Hz), 5.73 (s, 2H), 4.33-4.35 (m, 2H), 3.55 (br, s, 4H), 3.07-3.15 (s, br, 2H),
1.81-2.02 ppm (br, m, 4H). Elemental Analysis for CaH2sCIN;O3S 1.00 HCI0.70
mole H,0: Calcd: C, 60.54; H, 5.15; N, 7.06; Found: C, 60.16; H, 5.11; N, 6.74.
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nole H2G Calcd: C, 60.54; H, 5.15; N, 7.06; Found: C,
60.16; H 5.1 1; N, 6.74.{2-[1

WO (@770t o- benzyl ) - 3- (napht hal ene- 1 - sul f onyl PET/US2006/030965
H i ndazoi - 5-yl oxy] -ethyl }- nethyl -am ne A solution of
tol uene-4-sulfonic acid 2-[1
-(3-chl oro-benzyl) - 3- (napht hal ene-1 - sulfonyl)-1
H i ndazol - 5-yl oxy] -et hyl ester (O 367 g, 0.567 mmol)
in 2.0 Mnethylam ne i ' n1,16mm|)vvas
stirred at 70 OC i p~s_seal ed tube for 2 hours. QI

prature, the reaction =

coqQl ing to anbi ent .@
vvavent evapodsgt e The residue was parti®isqped in

et hy[™ asej at® quebus Sa@i um bi cay {he
or gani @ phase Lthen wasfied Wi th bri ne, leg wi t h

anhydr ous nmagnesi uim sul fate, filtered and
concentrat ed. e r esi due was purified by with
25-60% (chl orof O met hanol 8: 2/ TEA) in hep el TEA.

-QfdHyI)-TH-rifd201-5 xw@th |
ﬁo (ﬁgn%%ﬁﬁalggggﬂé%h)gﬂn%%aph?ﬁa)l ene- 1- sul Xﬂnyl ) - Y
methylrafaingl - 5-yl oxy] - ethyl}-nmethyl -ani ne as a light

yel 'A%lthaﬁfo(&:eTn%Ch SulfofiR: a?e?@z [k led\@ﬂae@hkﬁ'ﬁ@i(wmmdlkene-%
chloroform and et hereal gdr ochlarid VY? ?3&84? {;
Sulfﬁwt)drb'nﬁa%olﬁrﬁéw%ewweﬁ?fa( <87 §n8-o8f imeaoh v gethylamine
in P9F 0L, a6 &%o @es gh@ed“éftdfmlhcﬁééé%d&&b@fbrqf Houkd. t After
foam resul t ed ); Mass ect rumlgi I%I E {ﬁﬂﬁi{)Th
copfing t%eﬂb'emimpe(fsfetﬁ Weaﬁm@u Usg wag golygnt eyahgra ©
residile waks éé‘rn@or@@ it mhyﬂé’@eta@ aRd aﬁ@eou‘s"slod;bﬁﬁb@@rbbhéte The

org?qw%zqnq)se wps%erng@e@ﬁylt@q)ne qu%wrfh Qé}\? L}szpsxgnesmm Slﬁfate
filtdred @md -cdRAcdrifatedt ) The fe§lbud Was pitifisd b BLEIIth 25-60% (S,

4.24- 4., 2H) , 3.30-3.3 ,_ 2. 60 on
(cfabtogpyheknadern TR by ere e o aibiseRing B0 c i
vatid j/igldé@ {pil-€3- ¢thRdPo-beakd)Ed3-({aphiifaléhd:- 1 -blilfohy 34 H-iNdazbl-88joxyl-

Fqund. C,_56.64;. . 88; N, 6. . 60{2-[1 .
o hey caraing 2 ot el it K a8 : a6-E 2T 7 s sbived in
chldmfn:dra,zanid -eihgreabtyircehlboyitig was biiged. afhemixturs lastthem of

| fonic Cfl pl
coéc«infrag qs cgr (Sj i é’ﬁ%ﬂ 5) %9 P%lgf)ﬁ ﬁ%l % nghi hydrochloride as an off-
white foam resulted (0.206 g); Mass Spectrum (+EI, [M+H]*) m/z 506. "HNMR (500
MHz, DMSO-dg): 88.71-8.76 (m, 3H), 8.54-8.56 (m, 1H), 8.27 (d, 1H, J=8.30 Hz),
8.02-8.05 (m, 1H), 7.82 (d, 1H, J=9.27 Hz), 7.70-7.74 (m, 1H), 7.57-7.63 (m, 2H),
7.24-7.28 (m, 2H), 7.16-7.20 (m, 3H), 7.05 (d, 1H, J=7.69 Hz), 5.73 (s, 2H), 4.24-4.26
(m, 2H), 3.30-3.32 (m, 2H), 2.60 ppm (s, 4H). Elemental Analysis for Co7H2,CIN;O3S
1.00 HCI'1.50 mole H,0: Calcd: C, 56.94; H, 4.96; N, 7.38; Found: C 56.64; H,
4.88; N, 7.06.

Example 60
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sul fonyl)-1 Hindazol -5-yl oxy]-ethyl ester (0.41 5 g,
0.641 mmol) in 2.0 Methylamne in THF (8.0 mM _, 16.0
worneip2mas stirred at 70 OC for 3 hours and t hReT/E8208€030965
OC for 19 hours. The reaction m xture was allowed to
cool to anbient tenperature and sol vent evaporated. It
was partitioned in ethyl acetate and aqueous sodi um

bi car bonat e. The organi ¢ phase was washed wth i ne,
dried with magnesifate, filtered and @;D
co rgt ed. Dryci)\ n/ vacuo at 80 OC for 200*3\0 es
res d°in {2-[1-P3> chl or obenzyt) - o N
3-(naplys?vél\e/{r?éé1g§§ifonyl o, © TN \©f\<,n
H i ndazol - 5-yl Net hyl }-ei”H:yI -am ne as an~’or'ange
sem -solid (0.27! LI% 81.1 %9 . This was digs ed in
chl orof orm aﬂ ereal hydrochl ori de was ed. The
m xture was concenhtrated and dried in_vacup_a 8? 8&
{2-(13(3-6Bldnotbeszylfﬂdnhgmh@l?npdr$lé!€°rﬁ/§)'ﬂ"waé°g'ﬁ'é(ﬁ‘f§%"19 -
ett@?—%%l&%d (0.276 g); Mass Spectrum (+El, [MH) mz

NVR (500 MHz, DMBO d6£: dd. 71-8. 77 S SD)I% | 1
8. 5% gatidion Difffoldere-4qulfanicaarid -[Q@-Wgno—t@_néyﬂ -g] napfiiialene-1-

su@%:%n%%-%%ol%ﬁ Rj‘-egﬂél és'ia%r (%)7'21)1 6 gg 2.%21 (nﬁigollht 27.0 #/Qe?tﬂlﬁlargine in
" A k ] olven

o g o e B et AL

evaparbipsi 4t wasr paTited (O RBTERSe Rl ANLRAURPUSFORBED ERpnate:

Tﬁrggrgc bhasednZSwadhedwithlorineNariett with mageesih sGfatédiltesd and
, 5.06, N, 7.14. Exanple 61 3@?1 . 1 hloro-
conpeiitates)/| BYINGdA yRguasatER-HiBe?q ETItes regylisg g 45 1-@-chloro
be'r""z!(lslg-%llié’dr@@ler@-&s@ﬁbd 1)-1H-indazol-5-yloxy]-ethyl}-ethyl-amine as an
1-(4- Cnl or o- but oxy) - X ni tro-benzen é.m ?flt ur.e of
orpRgRsHNItTHHHRAGY 9( 1_.33%;)9 Thig m%ﬁ\{e in chloroform, and ethereal
hy%éghqgﬂﬁi’(@? %éé?d@é@:gfwé ﬂ'lﬁb&urélvas?c&)ng_entﬁatﬁd amebtine) in vaoub at 83 °C
. , mmol es) was _stisred t t |
foht® o They vaoRBaTGe Rea br gre e AT deRE e 270 80 NP
SPERunEHEN arit-egt) wi/k B2dt BAMR (500 MHz, DMSO-dg): 88.71-8.77 (m, 3H),
8.55 (dd, 1H, J=7.44 Hz and 1.22 Hz), 8.27 (d, 1H, J=8.29 Hz), 8.02-8.05 (m, 1H),
7.82 (d, 1H, J=9.15 Hz), 7.70-7.74 (m, 1H), 7.57-7.64 (m, 2H), 7.24-7.28 (m, 2H),
7.16-7.21 (m, 3H) 7.05 (d, 1H, J=7.56 Hz), 5.73 (s, 2H), 4.24-4.27 (m, 2H), 3.30-3.32
(m, 2H), 2.97-3.03 (m, 2H), 1.16-1.20 ppm (m, 3H). Elemental Analysis for
CsH26CIN3O3S 1.00 HCI0.60 mole H,0: Caled: C, 59.28; H, 5.01; N, 7.41; Found:
C, 58.95; H, 5.06; N, 7.14.

Example 61
3-(1-naphthylsulfonyl)-5-(4-piperidin-1-ylbutoxy)-1H-indazole
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washed with water (2x), brine (1x), dried over Na2SX4,

and concentrated under vacuum The crude product was
weeoro2ed by HPLC using as el uent 30%Et QAc/ hexXBE@IEUSI06/030965

afford the title compound as an off-white solid ( 1.28

g, 5.6 moles). Step 2

1-[5-(4-Chl or o- but oxy) - 2- ni t r o- phenyl net hanesul f onyl ] -

napht hal ene A m xture of 4

1- (4-chl or o- but o&y‘arﬁ-/%\frobenzene (1.28 g, 5.6

mml es) and 1- chl or omg¥hane- sul f onyl - napht hal ene (
1.6 g, 6.72 mmol es) weasostirred in THF (50 @ al -78

0C, in a round bot ask under nitrogen. ution
of 1Mypotassiumtb e was added dropwi 8&£16.8 nl,
16. 8 il els) over—a harf—am hetn-pertodh erature

was al | ovedNeo ri's&’% & - 40 C, dther Won mixture

was stirred at thisenpewgperature for 5 hours” The
reacti on m xture wa oured into cold 2N HCl,
extracted with EPOAg, Mried over Na2SO4, and
concentrated under vacuum Conpound was recrystallized
St¢R dm CH2Cl 2/ hexane to afford the title conpound as an
1(at¢hlmh1 betoe(g)-nml(ro-hemerge 4.5 moles). Step 3

} sull}\‘ 'SIHSH ﬁg’f E%j%a%%h%n%ﬂﬁ%@%ﬁ 8 ﬁﬂ@le&) r1ebrc())mo-4 -chloro-butane
(1.23[g57 C4nmhlesy, @b iG6Ry I+ 24 i Q2 mealase wep sHget tngether iAW 2t
80, 58‘3 m}h@] %%?ac idn %?)%lgre %&nﬁ%‘é'@@g%ﬂ%ﬁ@%& Qite BtOAd,HF
wehsjndd odfbmaterd2in baneP@rxb drigd pwém@ﬁpmﬁmwém(az% 'hﬂra
va% urﬁoThQ Jr%uc%@:a@%%i?edl HNEPING XEiHp @s\efent i | € er ed

RY'Bu trate was dil uted, w
3cmmac/hmmw afordh theette comapadian 9 PTEISERIC 1 9,56
fntrat ed under vacuum The crude product was
purl ied by flash chromat ography using as eluent 5%

Et OAc/ CH2Cl 2 to afford the title conpound as an

sf&EfZWhi te solid ( 1.54 g, 3.8 mmol es).
1-[5-(4-Chloro-butoxy)-2-nitro-phenylmethanesulfonyl}-naphthalene

A mixture of 1-(4-chloro-butoxy)-4-nitrobenzene (1.28 g, 5.6 mmoles) and 1-
chloromethane-sulfonyl-naphthalene (1.6 g, 6.72 mmoles) was stirred in THF (50 ml)
at —78 °C, in a round bottom flask under nitrogen. A solution of 1M potassium {-
butoxide was added dropwise (16.8 ml, 16.8 mmoles) over a half an hour period.
Temperature was allowed to rise to —40 °C, and the reaction mixture was stirred at
this temperature for 5 hours. The reaction mixture was poured into cold 2N HCI,
extracted with EtOAc, dried over Na,SO,, and concentrated under vacuum.
Compound was recrystallized from CH,Cl./hexane to afford the title compound as an
off-white solid (1.94 g, 4.5 mmoles).

Step 3
4-(4-Chloro-butoxy)-2-(naphthalene-1-sulfonylmethyl)-phenyl amine

A mixture of 1-[5-(4-chloro-butoxy)-2-nitro-phenyl-methanesulfonyl]-
naphthalene (1.94 g, 4.5 mmoles) and 10% Pd/C in THF (20 mL), methanol (20 mL),
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Step 4 5-(4-Chl oro-butoxy)-3-(naphthal ene-1
-sulfonyl)-1 -Hindazole A m xture of
wa2qp4oztihor o- but oxy) - 2- (napht hal ene- 1 PCT/US2006/030965
-sul fonyl net hyl ) - phenyl amne (1.54 g, 3.8 moles) in
THF (7 nmL), and 4M HCl (15 nL) was stirred in a round
bottom fl ask, under nitrogen, at 3 0C. A solution of
sodiumnitrite (0.34 g, 4.0 moles) in HO ( 1 nL) was
an@fdier ZdopwhisavasThi@ragematadan arfart deogeaatigobetée (250t ral jeat

| d.solution_of saturated sodjum bi carbonate £100 L

40 57165 2 HowSa e iRk e Mo edfei i Dt Ve
diluNeR B ELCOI] washekwith aket, drisdiesver BNax80n, bod abientiatebeinder
vacfif:tftml. e %Oc?@?egygn{%ggé\ %@ﬁl{ﬂi}ig&@# *Igshsairénqa&%ra%%y %sina 'agseluent
5%E tOACHEH Ol 00 bffbreie tiffe Coapiiritedscareofwhite aliay( )541g, 3.8

-Hindazole (0.065 g, 0.12 nmol es) and pi peri di ne
MMQEAS mmoles) in DVF ( 1 nL) was stirred under

nitrogen at 100 OC overnight. M xture was cooled to
Stel mtenperature, diluted with water, extracted with

48 Dac, washed with water (2x), brine (1x), dried over
5-(MThEsrd-butorly)eds (reaphithiale pet1 esudfonyl) delddndazobapound was

et e HE ot PR IR AN N, i FhatG oy
amiret. raBiby, 3.8 Mrhibs) im TEFH@mL()arid #1 HE (15 mis s ptivwedsin a
rou%g %%ﬂawgﬁgg,%_%ﬁg‘%ﬁ?%ﬁ] %& ?’?@h%r %Ofﬁgi_o% o A&t old4d G 0
mnpoigDin @< L) bvas ardyed droblwis:ed dhelreadion higutdGvas pdired into a
L (ESH) 4 V- +, EX - essendt,l
colf Boui e sefi i So bt i RERE 1O srbf i SRRl Blode,

CoapplLing ivag deed aysyiNgBDa,t s dartinnentratéreundznpacuts tosafton thextitle
| ' ' i fied by HPLC and
BRI SORE P AR TPC e s

Step 5

A mixture of 5-(4-chloro-butoxy)-3-(naphthalene-1-sulfonyl)-1-H-indazole
(0.065 g, 0.12 mmoles) and piperidine (0.48 mmoles) in DMF (1 mL) was stirred
under nitrogen at 100 °C overnight. Mixture was cooled to room temperature, diluted
with water, extracted with EtOAc, washed with water (2x), brine (1x), dried over
Na;S0O4, and concentrated under vacuum. Compound was purified by flash
chromatography using as eluent 5% CH;OH/EtOAc. The purified compound was
dissolved in methanol, 1M HCl in ether (0.1 mL, 0.1 mmoles) was added, and the
compound was dried to afford the title compound 3-(1-naphthylsulfonyl)-5-(4-
piperidin-1-ylbutoxy)-1H-indazole as the HCl salt, MS: (ES™) 463 [M+H]*

Examples 62-67

O=xd..
o Sxq os.
NN o\ HNR;R; =0
| N —_— 5\N/\/\/O {
N ) | °N
H R N
H
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62 CH3 H 465 64 CH3 CH3 424 65 CH3 /7-propyl 452
Exanple 68 (4-{][ 3-

w@ sonaptithyl sul fonyl ) - 1H i ndazol -5-yl] oxy} buepgi/yS2006/030965

amne Step i A mxture of

5- (4- chl or o- but oxy) - 3- (napht hal ene- 1-sul fonyl )-1-Hind
azole (0.065 g, O. 12 mml es) and sodium azide (0.24

nmol es) in DI\/ISO§1 was stirred under Hl éogS %
900&singr esseRBzllys! Eﬁﬁmwfecme desribgd iR Exg@Rie 61, Step 5 and

enﬁ;ﬁ‘é‘?ﬂﬂ ah Lﬁpﬁrodﬁbieuérﬂ%e\/\'tﬁehcdm@cﬁfnds XbwAGneTatié 1 Rvdré Obtained

xj, brlne&, , dried over Na2SO4,
ound was purified

by flash chromat ography qsqggc ps el uent

5%CH30H Et OAc. Step 2. The azide p epared in step 1 was
subj ected to hydrogenation over d/C in THF (2

_), and nethanol (8 m.) in g_fPa hydr ogenat i on
bottle (250 L) atg52 b/| na for Zohours. The nixture
wasfllteredthrougH“ e\ﬂwtheflltrate was
concentrated under \Fécuum The ¢ ude product was
recrystallized from CH2Cl 2/ hexane, 1M HCl in ether
(0.9 M, 0.9 mmol es) was added, then evaporated to
afforcEﬁ.he title conpound - (4-{[3-

(1- nagNg.hy!l sul f orB8 ) - 1H-i ndazol R6-yl ] oxyMtdFyl )

am ne as an off-white HCl salt (0.04 g, 0.1 mol es),
M5 (BE®) 394 M EH;" Exanple 69H2-{[1 465

- (3- Chlprobenzyl 1

- napht%@l sul fony%zf -°1- H i ndazol - #—yl ] oxy} é'??]yl ) am ne
Step 164- ( 2- Chl oGbset hoxy) - 2- niGh0- benzene424

65 CHs n-propyl 452

66 CoHs C.Hs 452

67 -CH.CH,CH,CH_- 450
Example 68

(4-{[3- (1-naphthylsulfonyl)-1H-indazol-5-yl] oxy} butyl) amine
I/\/\/ 1 NaN3 QSQO
H,l NWO@N
NI
H

2) H2 PdIC

Step 1

A mixture of 5-(4-chloro-butoxy)-3-(naphthalene-1-sulfonyl)-1-H-indazole

(0.065 g, 0.12 mmoles) and sodium azide (0.24 mmoles) in DMSO (1 mL) was stirred
under nitrogen at 90°C for 5 hours. Mixture was cooled to room temperature, diluted

with water, extracted with EtOAc, washed with water (2x), brine (1x), dried over

Na»S0,, and concentrated under vacuum. Compound was purified by flash
chromatography using as eluent 5%CH;OH/EtOAc.
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A mxture of o/if o-nitrophenol (5.0 g, 35.8 mmol es)
and 2-chloroethanol (9.5 m, 143 mmoles) in THF (50
worgo7/02x1ia round bottom fl ask, under nitrogen, PGEES2006/030965
stirred at roomtenperature. Triphenyl phosphine (14 g,
53. 7 mmol es) was added, followed by
di et hyl azodi carboxyl ate dropwi se (8.5 nlL, 53.7
nmol es). The m xture was stirred overni ght at room
tenperature. The reaction mxture was diluted with
ter, extracted wth Et OAc, washed with water (1x)
brl ne (1x), dried (Na2SQ») , and concentrated unde
vacullt azidreprepaicd i 68 U was,bigstad tojrwdragenatioasgyer 10 %Pd/C
FOPBhIOYERP MétHERLNG A if byt hﬁ@oé’@bﬁ?ﬁ\?f)&ﬁé@% rh% at

g the title conpound as an white soli $5 g,
Z%gmnfﬁyﬁergurs Sflgepmgdure was filtered through Celite, and the filtrate was

co?acéﬁtr&é@nﬁaéi%&w frﬁé‘&ﬂudeﬁmﬁuﬁﬁlv%%ryﬁéﬂlz\é& ¢roff
Clézsgq/t hal ene- 1- sul f chl ori de , 44 mmol e

hgvNasai ?Mﬂ“@lcn &thir (1329 gl, Oghm Ség\oas a&ﬁﬁd drn %\fﬂp%fated to
afi@k&ﬂfeh@l@%ﬁu an‘r g{[:&&1Iﬁéﬁhtﬁﬂkulfdhymamhdéz”zﬁlsml]_&xy}/\&ayl)

heated taq de sod
angine As Raas- %F%‘f’%ﬁi?'%@% Pdveeroles).cMsi (F8p 388Mrhut es,
and then treated wth bronochl oronmet hane (43 nL, 661
mmol es) and tetra-N—butryF:ammnl umbromde (1.4 g, 4.4
mmol es). The resul tant mRMA®6GYas heated to 75 0C
2qPR{NCBIGrobéhdylsB LRSS IhYB URoh AYBUETh 428 ET-yN a5y Gty
( gﬁ%ound was rye)irglstéaklsl [ glgd frgquHZCI 2/ heggne to gx)ve
aPWE title conpound as an off white solid (10.62 g, 44

nmol es). Step 3
1-[3-(2-Chl oro- et hoxy)-2-nit nyI - met hanesul f onyl ]

-napht hal ene A mi xture of Osssg

1- (2-chl or o- et hoxy) - 2- ni zene (1 .2 g, 6 mmol es)
and 1- chl or onmet hane- sul i - napht hal ene (2.16 g, 9
mol es) was stirred in JH6 ( at -78 0C, in a
round bottom flask ufifer nitroged. A sol ution of 1M

Stept1iassi um t but oxi de was added drop wise (18 ni, 18
1 @BLF r%»-e%/g{y) nl%!of-bea}lgeplg ur period.

A mixture of ortho-nitrophenol (5.0 g, 35.8 mmoles) and 2-chloroethanol (9.5
ml, 143 mmoles) in THF (50 mL), in a round bottom flask, under nitrogen, was stirred
at room temperature. Triphenylphosphine (14 g, 53.7 mmoles) was added, followed
by diethylazodicarboxylate dropwise (8.5 mL, 53.7 mmoles). The mixture was stirred
overnight at room temperature. The reaction mixture was diluted with water,
extracted with EtOAc, washed with water (1x), brine (1x), dried (Na;S0Q,), and
concentrated under vacuum. The crude product was purified by flash

chromatography using as eluent 40 %EtOAc/hexane to give the title compound as an
off-white solid (5.6 g, 28 mmoles).

Step 2

1-Chloromethane-suifonyl-naphthalene
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Tenperature was allowed to rise to -40 0C, and the
reaction mxture was stirred at this tenperature for 5
whowr®217The reacti on m xture was poured into cPCTUNN06/030965

HCl, extracted with EtOAc, dried over Na2SO4, and
concentrated under vacuum Conpound was recrystallized
from CH2Cl 2/hexane to afford the title corrpound as an
off-white solid

1
2- ( A-rapfuse of e@mw?n%i\swgﬁm mr@@m@@ I4F6PWP'ﬁ§)t RYHIYMp

bicarbonate (7.4 g, 88 | ter (50
T L e S hameea For ]

mL waapdqrtateall terd@0(°€C. fgmorye hagir. 5 Therpiugs sodinm subfinatrisaution Wase
allélvgegj t'ESLQ na f egb%ﬂuteé&_’anmtﬁen fled @/Ttﬂb%r@&hﬂ)r&rﬁem‘a)\e \(@ﬁmL

al r dr O enat 1 on
66amm@eas)mndrtgtraw-bmmmnnym tmmu#ﬁ (h4iped- M@T‘f’lﬁﬁk érr’f‘@d
res&?%ﬂgg&wa% lﬁ)a %ea%ﬁqo ?eC o%ﬁg@&eé@’g?vﬁgég%ﬁéjre\g}%@d under
vagom6Gomabend wAd eecr)mmtmmfromtha@ln{b@qu\eddwbie thg gtle

oo bl & B S by L R T e orpound a5 an
off-white solid ( 1 .0 g, 3.1 mmples). Step

Sté,ze(Z Chl or o- et hoxy) - 3- (napht hal ene-1 -sul fonyl ) -1
i ndazole A m xture of

1-2-(eLhHbtreethayhdnjitrophenygnetianeseifanylnaphthplesehy | ) - p
h

iy TR (o Ricf-oiholii AfRoceRil.2 6, Brimafytrll,

chisremethene-sulforgl-oanhtizalens! (2t 1i6ch Sonmeled) was Atirred 'ﬂeT Hro(GEml) at

~7¢ ’°Csinla'5rmlb%ﬁ2>m ffésl'(la%ér %lté&glzn V\@%oﬂﬂgﬁ gyf AR R m f he

I on m Xxture was poure nto a co ol'ution o
bugmdﬁrmseaﬁwoﬂrgmmmec(aﬁ bdn 48 ennpdles) aver p hali@ndwur pericdd

TeffeParle Wi TR e WESadlic, Sl Biefodddriti 8 Mas stimed at
thiageraperafure S owss | Thik eact®ngnixRre waspbasy. intStceld ZEN HCI
extracted with EtOAc, dried over Na,SQ,, and concentrated under vacuum.

Compound was recrystallized from CH,Cl./hexane to afford the title compound as an
off-white solid (1.4 g, 3 mmoles).

Step 4
2-(2-Chloro-ethoxy)-6-(naphthalene-1-sulfonylmethyl)-phenyl amine

A mixture of 1-[3-(2-chioro-ethoxy)-2-nitro-phenyl-methanesulfonyl}-
naphthalene (1.24 g, 3.5 mmoles) and 10% Pd/C in THF (20 mL), methanol (5 mL),
and formic acid (5 mL) was hydrogenated in a Parr hydrogenation bottle (250 mL) at
40 Ib/in? for 20 hours. The mixture was filtered through Celite, and the filtrate was
diluted with EtOAc, washed with water, dried over Na,SQO,, and concentrated under
vacuum. The crude product was purified by flash chromatography using as eluent

5% EtOAc/CH,CI, to afford the title compound as an off-white solid (1.0 g, 3.1
mmoles).

Step 5
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1- (3- Chl oro- benzyl ) -7-(2-chl or o- et hoxy) - 3- (napht hal ene
-1 -sulfonyl)-1 -Hindazole A m xture of
wQ@ 2q020zt1hor o- et hoxy) - 3- ( napht hal ene- 1- sul f onyl PETUS2006/030965
-Hindazole (0.7 g, 1.8 mol es), 3-chl oro-benzyl
brom de (0.28 nL, 2.17 mmol es), and cesi um car bonate
(0.7 g, 2.17 mmoles) in DMF (5 nL) was stirred

together in a round bottomflask at  r terrperature
7-(2-6higo- ethm)és(nanéaalmﬂﬁﬂ!t?uv'ww ed with H2O

ext A%& zt P éﬂ@é“ethd’)@ﬁ@%ﬁ’adﬁtﬁdleﬁéa’(%ﬂlfdn&ﬁethid;—plm@yl
(1x) ri e over and conca]{rat

aminaclaih o ThamsiRD PRb Q0B 8 BhFC |Gy P EagD fgound
botfiin ﬁéé&egﬁdé%@dﬂeﬁ“ﬂﬁ:@( aR %olhf?or@&ﬁ‘ éUdﬂJrﬁ Hﬂhté i0.be g, 3.5

te solid (O 1. 1 mmol 2]
mnﬁﬂm iVHZO (RmAX ivds addembsippwise ( Thp FeasAip G islure ws poured into a

coli%#@ﬁ&ﬂ%‘ Qa’u}r B g&@?ﬁr% ?aﬂﬁoﬁ%tét(mosmgf) and extracted w1th EtOAc

or o- enz I 2-chl or o- et hox %
Compourdivas died oxlerrmazﬁ@azaﬂdéongeré@t%i eﬂga E’s é?H ¢ title

corﬁ?&\dﬁr% wﬁge Q4id%0.9%, 25 ArRRI&y) i n DMVSO (3 m—) was
t oget

stirre er in a round bottomflask under
nitrogen at 90 OC for 3 hours. Reaction m xture was
St‘%ﬁ@' ed to roomtenperature, diluted with water,

tracted with Et QAC, hed th t i
I AN e T B T AR A
to afmme toh?—(iJcﬁleb émeigfmr(da@&haen@ﬂ fsurbhyl B 1-$pintazole (0.7

5 8. WWQ[%éBB@h'QfPt?@@Fbﬂ Promige 6012% T ey IeBPESh N C2SIHM ng

ca%ﬁ!at‘e7(0)77| dd Wﬁnnﬂékzkr) DRIF (5 8l ) lWaXtstfred @gether in a round bottom
- (2-azi do- et hoxy) -

- ht hal ene- 1-
ﬂa%@féow tz@ap@ratweier |ng%s ﬁ?acti%bﬂ]b@fﬁwaﬁydﬂﬁtﬁﬁ(v'ﬁk“m
exﬁﬁﬁemth @}%@Ac (\gas?‘itel)j M?%dwrcteﬁ)g en@és gok) m}mea Zof?alr Na,SO,, and
yar na on 0 I, I
e i SR AR R .1 P@?dagt W BTHIRC C¥ ﬁFﬂeC usipgas
ellidh® 3094 EtORIcthendise trafiodibeaitie dompderid s a offwhite solid (0.55 g,
1.1 mmoles).

Step 7
7-(2-Azido-ethoxy)-3-(naphthalene-1-sulfonyl)-1-H-indazole

A mixture of 1-(3-chloro-benzyl)-7-(2-chloro-ethoxy)-3-(naphthalene-1-
sulfonyl)-1-H-indazole (0.25 g, 0.49 mmoles) and sodium azide (0.04 g, 0.58
mmoles) in DMSO (3 mL) was stirred together in a round bottom flask under nitrogen
at 90 °C for 3 hours. Reaction mixture was cooled to room temperature, diluted with
water, extracted with EtOAC, washed with water (2x), brine (1x), dried over Na,SO,,

and concentrated under vacuum to afford the titlie compound as an off white solid
(0.23 g, 0.44 mmoles).

Step 8

(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1-H-indazol-7-yl] oxy} ethyl)
amine ‘
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The crude product was purified by flash chromatography
usi ng as el uent 5% CH3OHZCH2ClI 2 to afford an off-white
w@ 72701 2 g, 0.4 mmol es), MsS: (ES+) 493 [ | vRr{T/#S2006/030965

Exanmple 70 (2-{[1 -(3-Chlorobenzyl)-3-(1

-napht hyl sul fonyl') - 1- Hi ndazol - 7-yl' ] oxy} ethyl)

nmet hyl am ne A m xture of

1- (3-chl oro- benzyl)-7-(2- chloro ethoxy) 3- (napht hal ene

- 1- Amdwagl Y-3-2pidprathpy)-é-(taphdiiens: 179U'i°2Wf)ﬂﬁﬁé%aza'ﬁd0 23
g, BRUMMBRLEnd %%&d?@m i (2 ﬁhLPMﬁd (méthéﬁal (5\@&) @b red

under nltrg‘%en at 0C overni was cool_ed

hygwoepaiag it éfrawqio@en@tiqnm%ﬂf Wg mL«A@E ’é? 'b/@xw &douEs- The
midtutdwES filGed WRSIMHICHtE ngahE i Itrét%X/)as &fdo@ﬁtrétéd{hndéﬂvbewm

over Na2S®™, an concentrat ed under vacuum

ThaesUgRURTPRE BPur i By A HETBHPEIFRYY SIS S0501 ot e
c#ﬁ%%ﬁ?ﬁ/ B G an RE- i sfollc?g) ggn@amore@;s ME: se8hwed [umH] *

met han IMHCI in ether .1 mol es) was
added, and conpound was dri ed to afford the title

corrpound as the HCl sal Exa@eﬁﬁ&) 507 [ MtH] +.
anples 71-75Usi ng esse t|? ih . sane gr cedur hvi
AtE s Bomhanlzn earrsrabendl- by azn- Byl optva: e ethy)
m@myraenmbhe conmpounds shown in Table Il were obtained
and identified by HPLG and nmass spectral anal yses.

TABLE Il Ex. No. R5 H+ 7 1 CH5 H 2 C2H5
C2H5 549 73 n-but yIO§ 74 -CH 2CH2CH2 - 561
=0 H,NCH, Osss4

N
A~ \\©\ O
Cl Cl \N/\/ a

H
A mixture of 1-(3-chloro-benzyl)-7-(2-chloro-ethoxy)-3-(naphthalene-1-

sulfonyl)-1-H-indazole (0.065 g, 0.12 mmoles) and methylamine (0.48 mmoles) in
DMF (1 mL) was stirred under nitrogen at 100 °C overnight. Mixture was cooled to
room temperature, diluted with water, extracted with EtOAc, washed with water (2x),
brine (1x), dried over Na,SO,, and concentrated under vacuum. Compound was
purified by flash chromatography using as eluent 5% CH;OH/EtOAc. The purified
compound was dissolved in methanol, 1M HCI in ether (0.1 mL, 0.1 mmoles) was

added, and compound was dried to afford the title compound as the HCI salt, MS:
(ES™) 507 [M+H] ™.

Examples 71-75
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Exanple 76 (2-{[3-(1 -naphthylsul fonyl)-1

-H i ndazol -7-yl ] oxy}ethyl)am ne A m xture of 0.075 g
wW®@£2007/021711 PCT/US2006/030965

1- (3-chl orobenzyl ) - 3- (1- napht hyl sul f onyl ) - 7- (2- am ne-

1- ylethoxy)-1-Hindazole, DVSO ( 1 nL) and f-BuCH

(0.2 nmL) was stirred at roomtenperature in a round

bottom fl ask under oxygen atnosphere. A sol ution of

pot d@nwmssemﬁ"mtf@e saueoPrepedure. gRsafhsided) Bampleldée and

n%K F{)dnafe LiSfiel 'tf%ncc%ﬁfédﬁdg sholh iR Arb®y 11 wdte - obtained

eac xt ure was quenched wth saturated anmoni um

ar@h@%ﬁlﬂ@l‘éby Bl Canddrast snectal@nglyses-i ed over Na2SO4, and

concentrated under vacuumagpPgufie conpound was purified

by flash chromat ography 0Sing_10% CH3OH CH2CI 2. The

purified conpounds were diss i n nmet hanol, 1M HCI
in ether (0.1 nm., 0.1muoles dded, and conpound
was dried to afford the titlesconpound as the HCI
salt, Ms: (ESt+) 368 [ M+ [ Mexanpl es 77-81 Using
essentially the sanme proc Ne escribed in Exanple 76
and enpl oyi ng the apyrpepLioat e o
5 i ndazol - 7-yl oxyet hanamene substrate, the conpounds

shown d.n Table Il were obtained and identified by
HPLC igg nmass spgé‘ral anal ysesggEx No. @ !ﬁ 77 CH3
CH2CH,ZpH2CH2CH2 36Exanpl es 82793 Step i
1- Benzene- sul fonyfﬁsrreth | - 3- # 522
(2- chl 62 0- et hoxy¥et ni t r o- benz&alds 549

73 n-butyl H 549

74 -CH,CH,CH,CH,CH.- 561

75 -CH,CH,CH,CH,- 547

Example 76

(2-{[3-(1-naphthylsulfonyl)-1-H-indazol-7-yl]oxy}ethyl)amine

=S
{ KOt-Bu 0
| ,N —_— I \N
N ”'
~° -
10 HaN ¢ HaNT0

A mixture of 0.075 g of 1-(3-chlorobenzyl)-3-(1-naphthylsulfonyl)-7-(2-amine-
1- ylethoxy)-1-H-indazole, DMSO (1 mL) and BuOH (0.2 mL) was stirred at room
temperature in a round bottom flask under oxygen atmosphere. A solution of
potassium t-butoxide (0.98 mL, 0.98 mmoles) was added dropwise and the reaction
15 mixture stirred for 1 hr. Reaction mixture was quenched with saturated ammonium
chloride, extracted with EtOAc, dried over Na,SO,, and concentrated under vacuum.
Crude compound was purified by flash chromatography using 10% CH;OH/CH.CL.
The purified compounds were dissolved in methanol, 1M HCI in ether (0.1 mL, 0.1
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A m xture of 1-(2-chloro-ethoxy)-2-nitrobenzene (1.2
g, 6 mmol es) and chl oronet hyl phenyl sulfone (2.16 g,
w@®20moss) was stirred in THF (50 nL) at -78 OR;T/US2086/030965
round bottom fl ask under nitrogen. A solution of 1M
pot assi um f - but oxi de was added dropw se (18 niL, 18
mmol es) over a half an hour period. Tenperature was
allowed to rise to -40 0C, and the reaction m xture
mmeless whs pddedhend kpmpeenthwas digdtofagiordtheditle somppend as the
t A0 i+ poured into cold 2N HC,
H%ﬁ%ﬁé*g@é V\??ﬁé@{l-@: dried over Na2SO4, and
concentrat ed under vacuum Conpound was recrystallized
from CH2Cl 2/ hexane to gf(;,gégstfyeﬁ itle conmpound as an
off-white solid (1.5 g, 4. Tes). Steps 2-6 Using
essentially the s ocedures descri be anpl e
69 steps 3-4, and _ es 70 and 76, the ounds
shown in Table |V jwere obtai gtgd and i deritfdoi ed by HPLC
and mass spect anal yse IV . RL R5 R6
[ MtH + 82 3-Cl ; CH3 H 457 83 3-§-<héenzyl C2H5 H
471 84 3- @hpbepryl RHY_C2H5 499r85-3-€l -benzyl
/i-butyl H 499 86 3-CtZbénzyl - CH2CHICH2CH2- 497 87

5 3-Cl -benzyl -CH2CH2CH2CH2CH2- 5 11 88 H CH3 H 332 9 1
H n-Ysing eSsgntzly the spmerpegdsitg-graqibsdin B3@gple 76 and
employing the appropriate indazol-7-yloxyethanamine substrate, the compounds
shown in Table Il were obtained and identified by HPLC and mass spectral
analyses.
10 TABLE lll
OQSQO
[N
N
H
R5\N/\/O
R6
Ex.
No. R5 R6 [M+H]"
77 CHs H 382
78 CHs; CHs; 396
79 CoHs H 396
80 -CH,CH,CH,CH,CH,- 436

81 -CH2CH;CH,CH_- 422
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Exanpl es 94-105 Step i 7-(2-Chloro-ethoxy)-1

-nmet hyl - 3- (napht hal ene-1 -sul fonyl)-1 Hindazole: A
WOrRRMr2E10f PCT/US2006/030965

7-(2-chl or o- et hoxy) - 3- (napht hal ene- 1-sul fonyl )-1

-Hindazole (0.7 g, 1.8 mvoles), nethyl iodide (0.28

m _, 2.17 mmol es), and potassi um carbonate (0.29 g,

2.17 mmles) in DMF (10 M ) was stirred together in a

round bottom flask at ExamplesB2€9%t ure for 2 hours.

Reaction m xture was diluted with H2O extracted

wi t hEt OAc, washed vvlgh %} (2x), brine (1x@dr| ed

over Na2SO4, and conle ated under vacuum crude

product was purified2byuRLC using as el uent 0%

Et OAc/ hexanefftg aff ordthetitle-conpound.a P&

of f-white solNATND. 53 g 1. 3;75 mmol es. $ n-.< Usi ng

essenti ally~the same p %5“8@%re descri bed Egxarrpl e 70

and enpl oyi ng the apgr fre Rosy ™0

3-ary!sul fonyl - 1- et hy dazol e substkate and desired

am ne and conversion icnto HCl salts, the conpounds

shown in Table V are,qRkai ned and i dent fi ed by HPLC

and mass spectr al anal yses. Ex. No. R2 R5 R6 [ MtH +

94 1-naphthyl H H 419 X98%u1- napht hyl C2H5 H 410 96

1-naphthyl CH3 CH3 410 97 1-naphthyl C2Hg C2H5 438 98

1- napht hyl n-butyl H 438 99 1-naphthyl -CH 2CH, CH C
Stapd H2- 450 100 1-naphthyl -CH 2C H2C H C H2- 436

1-Benzene-sulfonyl-methyl-3- (2-chloro-ethoxy)-2-nitro-benzene

A mixture of 1-(2-chIoro-ethoxy)-2-nitrobenzené (1.2 g, 6 mmoles) and
chloromethyl phenyl sulfone (2.16 g, 9 mmoles) was stirred in THF (50 mL) at -78
°C, in a round bottom flask under nitrogen. A solution of 1M potassium f-butoxide
was added dropwise (18 mL, 18 mmoles) over a half an hour period. Temperature
was allowed to rise to —40 °C, and the reaction mixture was stirred at this
temperature for 5 hours. The reaction mixture was poured into cold 2N HCI,
extracted with EtOAc, dried over Na,SO,, and concentrated under vacuum.
Compound was recrystallized from CH.Cl,/hexane to afford the title compound as an
off-white solid (1.5 g, 4.2 mmoles).
Steps 2-6

Using essentially the same procedures described in Example 69 steps 3-4,
and Examples 70 and 76, the compounds shown in Table IV were obtained and
identified by HPLC and mass spectral analyses.

100



10

101 phenyl CH3 H 346 102 phenyl C2H5 H 360 103 phenyl
C2H C2H5 388 104 phenyl -CH 2CH2CH2CH2- 386 105 phenyl

w0 g7AHIPCHsCH 2C H - 400Exanpl e 106 r obenzyl peBU§1006/030965
UoOr | roo--33- (1-naphthyWethyl) amne D 6) NaN3 7)
Pd/C, H2 Step 1
2-(2-Chl oro-ethoxy)-4-fluoro-1-nitro-benzene In a
round bottom fl ask under nitrogen, 2-chloro-ethanol
(8.3 ni, 120 nmoles) in THIABLEM ) was cooled to O
0C. LDA (60 nlL, 120 mmol es) wa dded dropw se, while
mai ntai ning the tenperature co ant at 0 0OC. The
m xture was stirred at this t erature for 15
mnutes, followed by the agdit{on of 2, 4-
di f 1 uoroni trobenzene ( 11 @iﬁr@o nmol es). The m xture
was stirred at roomtenper aflur g over ni ght. Reaction
m xture was dil uted vvin‘h)l/Wafter, extracted with Et OAc,
washed with brine (1x), Rdried over Na2SO4, and
concepkrated under vacuum to afford the title
conpoygd as anpgff-white Rgid (20.0Rg, 9 1 fM®HES) .
Step 2
1-[ 3- 82- Chl arordrReIXy) - 5- THYor o- 2- ni tWo- phenyl4set hanes
ul fonyl ]-napht hal ene A m xt ure of
2- (2- BRI or 03t HBOAY- 4- 11 ug?%-l -ni trdbenzene (4Z13 g, 6
mol eg) and 3lechdreyionet haggdsul f onylcpppht hal erge (2. 16

g, 9 mpoles), uas st rred i H 499
86  3-Cl-benzyl _CH,CH,CH,CHy- 497
87  3-Clbenzyl ~CH,CH,CH,CH,CH- 511
88 H CHa H 332
89 H Cabls H 346
90 H CaHs CoHs 374
91 H n-buty! H 374
92 H _CH,CH,CH;CH,- 372
93 H ~CH,CH,CH,CH,CHo- 386

Examples 94-105

°=s’=o 1) CHyl 0*3'12
i A 2) HNR;R, o

NG —_ N

N | N

5" \
Cl/\/ RS\N/\/O CHgy

Step 1
7-(2-Chloro-ethoxy)-1-methyl-3- (naphthalene-1-sulfonyl)-1H-indazole:

A mixture of 7-(2-chloro-ethoxy)-3-(naphthalene-1-sulfonyl)-1-H-indazole (0.7
g, 1.8 mmoles), methyl iodide (0.28 mL, 2.17 mmoles), and potassium carbonate
(0.29 g, 2.17 mmoles) in DMF (10 mL) was stirred together in a round bottom flask at
room temperature for 2 hours. Reaction mixture was diluted with H,O, extracted with
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(50 mL) at -78 0C, in a round bottom fl ask under
nitrogen. A solution of 1M potassium f-butoxide was

wa@eoded2diop wi se (18 ni, 18 mmol es) over a hal PCHOS1906030965

peri od. Tenperature was allowed to rise to -40 0C, and
the reaction mxture was stirred at this tenperature
for 5 hours. The reaction m xture was poured into cold
2N HCl, extracted with Et OAc, dried over Na2SO»4, and

Et@?\@ c\;agarfeatvﬁwk WHREEE2XY, BFHE gﬂ%}@e WIEr NSO L8Ry @én'-&ehtrgtes'
from CH2Cl.2/ hexane to afford the title conpound as_an

unger vagHime 14§1Graq progductyvaspugfieghy HELC usingsseluent 30%
EtdACAidl oGk eititie 4ofbb@idadad HRRAiE 3biRNe:5E ¢ ul 78Ny |
-met hyl ) - phenyl ami ne A m xture of
mAoes. ( 2- chl or o- et hoxy) - 5- f | uor o- 2- ni t r o- phenyl met hanes
step bonyl ] - napht haI ene (1 .0 g, 2.36 nmoles) in
et hanol (25 was stirred under nitro a round

bot t'6TRY ?%@R“%EV teR) sane PIRseSWE/desGRReddR Eé%mpﬁr?d) e
enﬁ;ﬂmaj ik larpgrdmsté NEHRAFE)H onaﬁylwﬁezdw dutostiate ahy gésivied

s PRORTHETSaN iR L3I B GPTPORASATOBH il 2bie batggbtained

aridiiddrifieaicbyofiPL € he wiHssCpbttie andifiskst he sol ution was

washed with H20 (3x), drﬁwr Na2SO4, and
concentrated under vacuu ford the title conpound
as an off white solid (0.91 g,_ Ez 31 mvol es). Step 4

7- (2- Chl or o- et hoxy) - 5- f | uor g= 3-7%©
(napht hal ene- 1- sul f onyl ) - 1%@§hzol e A mxture of

2- (2-chl or o- et hoxy) - 4-f | uor o¢ napht hal ene- 1- sul f onyl
-net hyl ) - phenyl am ne 656}«94/(@ 31 mmoles) in THF (7
m.), and 4M HCl (15 nlL) #as stlrred in a round bottom
fl askgy,under nitrogen, at 3 0C. A solution of sodium

nitri (0. 16 2.4 mol in HO ggl n) ded
(0,10 89 24 ) ) 11 120 kel 1) gy

sol utiggn of ¢ iR\ ed SOdI gm bi carbongte (100 1) and
extract ed vv|t %H%’A ound was dplﬁled over rIilais’ZSOél

and c8fAcent rhﬂwthﬁﬂdey vaédsm to affdid the ti4iDe
conpodpd as RRagthyWhi te gpid (0.9 gy 2.2 Muylgs).

97 1-naphthy! C.Hs C,Hs 438
o8 1-naphthyl n-butyl H 438
99 1-naphthyl -CH,CH,CH,CH,CH,- 450
100 1-naphthyl -CH,CH,CH,CH,- 436
101 phenyl CHs H 346
102 phenyl C:Hs H 360
103 phenyl CoHs CzHs 388
104 phenyil -CH,CH,CH,CH,- 386
105 phenyl -CH,CH,CH,CH,CH,- 400
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Step 5 I*S-Chl oro-benzyO T~-chl or o- et hoxyJ- S-fl uor o- S-
t napht hal ene-i -sul fonyO- | H ndazol e A m xture of

wQ@ 2q020zt1hor o- et hoxy) - 5- f | uor o- 3- ( napht hal ene- 1PGUIUSN§030965
)-1tfindazole (0.9 g, 2.2 mmoles), 3-chl orobenzyl
brom de (0.35 nL, 2.7 mol es), and cesium car bonat e
(0.87 g, 2.7 moles) in DVF (5 nL) was stirred
together in a round bottom flask at roomtenperature
for 30 m nutes. Reacti Bxampletl@6e was diluted with H2Q,

extracted wt QAc, she
-EniarChigrohspaylarneras] PRt eBh frdridakoL P )
thylRERHITB The crude product was purified by HPLC using
as el uent 30% EtOAc/h%s}qe to afford the title
conmpound as an of fPwWHite solid (0.85 g, 2 muol es).
Step 67-(2-Azi do-et hoxy)(ci (3-chl oro-benzyl)-5-f
| uor o- 3- (napht hal ene- 1o=ssul f onyl ) - 1Hi nda A m xture

of
1- (3-chk -benzyli)-chl or o- et hoxy) bl uor o- 3- (na
pht hal en -sul fonyl)y-IH 1 ndazol e | 0.19
mol es) and $8di um azc.de (0.014 g, O Ies) in
DVBO (3 nL) was stjrred together in.adg oune Byttom
fl ask under mtrogér’?| 0 0C for*3 hours. Reéaction
m xture was cool er) @jﬁtenperat ure, dil ut%d W th
wat er, extracted wt t OAC, washed with water (2x),
brine (1x), dried oweér 2SM4, and concentrated under
vacuumto afford tg%Jltle conpound as an off white
solid (0.09 g, miol es). Step 7 (2-{[1
- (3-Cnl or obenzyl )-759f17q ieor o- 3- (1- napht hyl sul fonyl ) -1
Stéﬁ ndazol - 7-yl ] oxy} ethyl) am ne A m xture of
2-azi do- et hoxy) - 1- (3-chl or o- benzyl ) - 5-f | uor o- 3- (nap
2-(RQhioremethexy)sdflpara fyutredeRgefol e (0.09 g, 0. 17
mmllr1e§ }OLﬁa@g:o&Qr(PfFé@k Gt rf e652J&h&>ro-@mdnm(el$aﬂbl 12015

enated in a Parr ydroq_enatl on bottle
mr(\@ﬁ@ lmﬁ_l')—IFg{ﬂO ) was cooled to 0 °C. LDA'(60 120 mmoles) was added

dropwise, while maintaining the temperature constant at 0 °C. The mixture was

stirred at this temperature for 15 minutes, followed by the addition of 2,4-
difluoronitrobenzene (11 mL, 100 mmoles). The mixture was stirred at room
temperature overnight. Reaction mixture was diluted with water, extracted with
EtOAc, washed with brine (1x), dried over Na,SO,, and concentrated under vacuum,
to afford the title compound as an off-white solid (20.0 g, 91 mmoles).
Step 2
1-[3-(2-Chloro-ethoxy)-5-fluoro-2-nitro-phenylmethanesulfonyl}-naphthalene

A mixture of 2-(2-chloro-ethoxy)-4-fluoro-1-nitrobenzene (1.3 g, 6 mmoles)
and 1-chloromethane-sulfonyl-naphthalene (2.16 g, 9 mmoles) was stirred in THF
(50 mL) at =78 °C, in a round bottom flask under nitrogen. A solution of 1M
potassium t-butoxide was added drop wise (18 mL, 18 mmoles) over a half an hour
period. Temperature was allowed to rise to —40 °C, and the reaction mixture was
stirred at this temperature for 5 hours. The reaction mixture was poured into cold 2N
HCI, extracted with EtOAc, dried over Na,S0O,, and concentrated under vacuum.
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Ib/in2 for 2 hours. The m xture was filtered through
Celite, and the filtrate was concentrated under

wo amanm7iiThe crude product was purified by fl aR€I/US2006/030965
chromat ogr aphy using as eluent 5 % CH3OH CH2Cl 2 to
afford the title conpound as an off-white solid (0.08
g, 0.14 moles), Ms: (ES+) 5 11 [ M+H +. Exanpl e 107
(2-{[1-(3-chl orobenzyl)-5-fl uoro- 3-

Cdripduag Méé}tb@yétbmﬂydh?rorﬁ %HgCEﬂ%&Qﬂtie trz)(-a\ éft)o}d neythie®iofolind as an
m xtu
Oﬁgﬁag’yﬁg@% Eweg%’%q‘o'%g)l( 2echl or o- et hoxy) - 5-fl uor o- 3- (na
stppghal ene- 1-sul fonyl)-1Hindazole (0.075 g, 0.14
TR WA BN SR e AN
M X tanmixtme s ¢98 Behib@-sthexy) J5&lmﬁf-aigufoe;ta?]éhylr?§$§héyuﬁ6hyl]
naffirelene T o frobanTolrar bR i vk idied adetiginay i o

roMRCHBHIM {RR1 80 dCwanyPRd/ChiRtadaed! érﬂﬁ%e&@r"r@%ﬁﬁg waphy
usi ng as_el uent 5% CH30H Et OAc. The purified cor@gund

inGReRsedite 881" e dividrazing: halrie (2.9 MLpiwiasiadded HEIPWigE andifie mixture
we- shirrBaRt RSl YRS Rse dReQd't‘lgn ﬁﬁﬂﬁl‘é‘%ﬁé’s fﬂ%??c%ff ﬁﬁioﬂide\ Celste and

afford the title conpound as the
thessejutiopags washeditheld=Ql (0. prigd ggerrhjaﬁgéemd g@nognirated under
vaB@ITe tPLMRSE thY Bk SRSSIuhBad ah %ﬁﬁ%ﬂt@r&oﬁé (387 gapd1 Anded.

eml oyi ng the desired am ne, the conmpoundS shown In
St ngl e VI were obtained and identified by HPLC and nass

7- @p@ﬁbf@btlﬁﬁ@}-ﬁ&&ﬁwo&x é thdidnd=®-stffoh Eﬂl_l-iémmgolgsg 110
A bgﬁyé |of %Eghgﬁthgggz-f?ﬁoro—é (napi¥thalene 1-sulfonyl-methyl)-
phenylamme (0.91 g, 2.31 mmoles) in THF (7 mL), and 4M HCI (15 mL) was stirred
in a round bottom flask, under nitrogen, at 3 °C. A solution of sodium nitrite (0.16 g,
2.4 mmoles) in H,0O (1 mL) was added dropwise. The reaction mixture was poured
into a cold solution of saturated sodium bicarbonate (100 mL) and extracted with
EtOAc. Compound was dried over Na,SO,, and concentrated under vacuum to
afford the title compound as an off white solid (0.9 g, 2.2 mmoles).
Step 5
1-(3-Chloro-benzyl)-7-(2-chloro-ethoxy)-5-fluoro-3- (naphthalene-1-sulfonyl)-1H-
indazole
A mixture of 7—(2—chIoro-ethoxy)-5-fluoro-3-(naphthaIene—1-sulfonyl)—1H-
indazole (0.9 g, 2.2 mmoles), 3-chlorobenzyl bromide (0.35 mL, 2.7 mmoles), and
cesium carbonate (0.87 g, 2.7 mmoles) in DMF (5 mL) was stirred togetherin a
round bottom flask at room temperature for 30 minutes. Reaction mixture was
diluted with H,O, extracted with EtOAc, washed with water (2x), brine (1x), dried over
Na,SOs, and concentrated under vacuum. The crude product was purified by HPLC

using as eluent 30% EtOAc/hexane to afford the title compound as an off-white solid
(0.85 g, 2 mmoles).
Step 6
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111 3-Cl -benzyl -CH 2CH2CH2CH2CH - 579 112 3-Cl - benzyl

-CH 2CH2CH2CH2- 565 113 H CH3 H 400 114 H C2H5 H 414
wai®7e@H8 CH3 414Ex. No. R1 RS R6 [ MtHf 116 HCRHS2006/030965

C2H5 442 117 H -CH 2CH2CH2CH2CH2- 454 118 H

- CH2CH2CH2CH2- 440 Exanples 119-127 1) O 6a) HNR5R6

(6b) HC ( 7) KOX-Bu ] Step 1)

2- (2- Chl or oet hoxy) - 4- net hoxy- 1-ni trobenzene To a
7-(24'Mdﬂ-ethoky)21 3rcblovedleanyl)-5(fBioro3k(naphthalenerbisafonyl)r1H-
(20 m ), cooled to 0 OC was added 2M LDA (5. 25

10.5 mol es) dropw se. Wien the addition of LDA
was Aonm’qureeofefl, -(3-thdomibenayip7{2shistd-ethexly)fSeilucaer 3-(naphthalene-

1.9 Pibsedde F,09: 32 rFP8saIER sodjum aige QO 9,072,

5  mmeaEss)adBMSO0 Brelhwad stireediagetaéi lO\EB’dUIDdeMI&&k urglenmitrogen

rature, nd stirred at this .tenmperatu
at Qi G R SRACHOM A EE U SRRETP PO e R cllpted wit
waix! éxaeted Mﬂwtmogmﬁ@shmiﬂedam (zx)mrln@em)lxmed over &h,SO,,

and con er _vacuum
a”‘g P%C@'E%%ﬁéﬁhawguw@ ?" ti“’r‘E C?T%‘?H”é@d“z?’ﬂ‘@?’&%%"“f’o
(0.0% ye0.i nenntdléd)e conpound (1.5 g, 6.5 mmoles). Step 2)
10 st 1-[ 3-(2-Chl or o- et hoxy) - 5nr net hoxy- 2-ni t r o- phenyl nmet han
3 fonyl ]- napht hal ene
(2-{[1-(3-Chlorobenzyl)-5-fluoro-3-(1-naphthyisulfonyl)-1H-indazol-7-yl] oxy}

ethyl) amine

—
in

A mixture of 7-(2-azido-ethoxy)-1-(3-chloro-benzyl)-5-fluoro-3-(naphthalene-1-
sulfonyl)-1H-indazole (0.09 g, 0.17 mmoles) and 10% Pd/C in THF (5 mL), and
15 methanol (15 mL) was hydrogenated in a Parr hydrogenation bottle (250 mL) at 52
Ib/in” for 2 hours. The mixture was filtered through Celite, and the filtrate was
concentrated under vacuum. The crude product was purified by flash
chromatography using as eluent 5 % CH;OH/CH,Cl, to afford the title compound as
an off-white solid (0.08 g, 0.14 mmoles), MS: (ES™) 511 [M+H] .

20
Example 107
(2-{[1-(3-chlorobenzyl)-5-fluoro-3- (1-naphthylsulfonyl)-1H-indazol-7-yl] oxy}
ethyl) methylamine Hydrochloride
Oks\ Q
~0
F. 1) HNCH, O=g.
[ N —_— F. °
N 2) Hel | N
o ™~"C Hat N
HaCopy >0 \\Q
Ci H
cl
25 A mixture of 1-(3-chloro-benzyl)-7-(2-chloro-ethoxy)-5-fluoro-3-(naphthalene-

1-sulfonyl)-1H-indazole (0.075 g, 0.14 mmoles) and methylamine (0.56 mmoles) in
DMSO (1 mL) was stirred under nitrogen at 100 °C for 4 hours. Mixture was cooled
to room temperature, diluted with water, exiracted with EtOAc, washed with water
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A m xture of 2-(2-chl oro-ethoxy)-4-nmethoxy-1

-nitrobenzene ( 1.4 g, 6 nmol es) and
wda:2@iozronet hane- sul f onyl - napht hal ene (1.4 g, BCTT81006)30965

was stirred in THF (50 nL) at -78 0OC, in a round

bottom fl ask under nitrogen. A solution of 1M

pot assi um t but oxi de was added dropw se (18 ni, 18

nmol es) over a half an hour period. Tenperature was
(2xplbkipavetk) t dietiover Na,SCDaflCroraedtratae underotaicoummCempognd

was stirred at this t rat.ur leo : e
was BB G R AR FRIRIE 4 fuc R oRP g oRee e
purfist rcambedwd/\ﬂgamdigsm inanéteanady/ BV HE IGMer @romL, 0.1 mmOIZS)
concentrated under_v r [
was P CPDer ST AR e & e P e 1P pfABob b L RIc o
5 Msof{Es'wWeps Medl’id (2 g, 4.6 mmples). Step 3)
2- (2- Chl or o- et hoxy) - 4- met hoxy- 6-

(napht hal ene- 1-sul fonyl net hyl ) - phenyl am ne A m xture
of Examples 108-118

1-[3-(2-chl or o- ethoxy) - 5- net hoxy- 2- ni t rophenyl net hanes
ul fonyl ]- naphtk @ (1.0 g, 2.5 mmol es) et hanol
(25 nmL) was stpff et under nitrogen in a rbottom

flask at . {10% Pd/ @ was:, added, and ot e

t enper at ur&el@ig/gjﬂ ncr eased—te=80 OC. F I ne hydrate
(2.0 nL) was Jadded~dr opvd §¢ and the f'e was
stirred at™ref | ux 3J heuss| Reactidn mixture was
filtered off through, Celite, ‘and the sol uti on was
washed with H20 (3x), dried over N8§2SO4, and
contiingressetialiy ther sanzec pronedwesfiésorided imeExtanples tOhauliff

10 an3%@?ﬁﬁg&p%@é%i%&ia%ibgttﬁéicﬁ@&@gés@%o%& ?30ie VPWRR: Stained
and iceplifidthibyeiHeL C -and Infiass\sppetidtanalpsesol e A mi xt ure of
2- (2-chl or o- et hoxy) - 4- met heXp - ( napht hal ene- 1- sul f ony

| met hyl ) - phenyl am ne (17 . 2.46 mmoles) in THF (7 -
m.), and 4M HCI (15 nL) was s d in a round bottom
flask, under nitrogen, at 3 oO - ol uti on of sodium
nitrite (0.17 g, 2.6 mmles) Py HO ( 1 nL) was added
dropwi se. The reaction m g, was poured into a
HCl N
R Ry
I’;l/\/o
Re
Ex.
No. R1 R5 R6 [M+H]"
108 3-Cl-benzyl C:Hs H 539
109 3-Cl-benzyl CH, CH; 539
110 3-Cl-benzyl C.Hs CoHs 567
111 3-Cl-benzyl -CH2CH2CHQCH20H2- 579
112 3-Cl-benzyl -CH,CH,CH,CH,- 565
113 H CH, H 400
114 H CoHs H 414
115 H CHs CHs 414

106



cold solution of saturated sodi um bi carbonate (100 ni)

and extracted with Et QAc. Conpound was dried over
woapSee71end concentrated under vacuum to af f ordI/Uk®06/030965

title conpound as an off white solid (1.0 g, 2.39

nmol es). Step 5)

1" (3-Chl oro- benzyl )-7-(2-chl or o- et hoxy- 5- net hoxy- 3- (na

pht ha! ene-1 - sul fonyl)-1 Hindazol eA m xture of

7- (2-chl or o- et hoxy) - STABLEMVGCOY napht hal ene- 1- sul f ony

|')-1H ndazole (1.0 g, 2.39 myehes), 3-chl orobenzyl

bromde (0.35 m _, 2.7 muol es), d cesium carbonate

(0.87 g, 2.7 nmmol es) in DMFo{H NE) was stirred

together in a round bottgmflaSk at room tenperature

for 10 m nutes. Reaction t;,wre was diluted with H2Q,
extracted with Et OAc 'H‘?)vasoed AM th water (2x), brine
(1x), dried over Na ,>~and concentrated under

vacuum The crude proddct was purified by HPLC using
as elgyent 30% Et OAc/ hexane to afford the title
conpqyd as amgpff-white gelid (1.1 Re 2 nojiesd]?
St eps©6—and—7) Am nat iron and Debeéenzyl ati on Usi ng
esseqtl'gal l'y they same proggdyres descypiped in Eanpl es
107 and 76 and enploying th
7- (2-18[ or oet hdky) - 5- mtﬁkéﬂsgﬁa%ﬁﬂﬁr sul fonﬁ? ndazol
e subsfgrate angy the desir egHaH O#,CHRe conpounds shown
on Table VII were obtained and identified by HPLC and
mass spectral anal yses. TABLE Vil Ex. No. RL R5 R6
[NHH + 119 3-Cl -benzyl CH3 H 537 120 3-Cl-benzyl C H5

T

Cl

» I
H,CO “ oo Oss5g
3
; “NO | \,N
2 3) PdIC, H, N

F \
4) NaNO,, HCI RS\;;I/\/O

Br
> )

cl
6a) HNRsR;  (6b) HC!

[7) KOt-Bu ]

Step 1) 2-(2-Chloroethoxy)-4-methoxy-1-nitrobenzene

To a mixture of 2-chloroethanol (0.7 mL, 10.5 mmoles) in THF (20 mL),
cooled to 0 °C was added 2M LDA (5.25 mL, 10.5 mmoles) dropwise. When the
addition of LDA was complete, the mixture was stirred for an additional 15 minutes,
and then 2-fluoro-4-methoxy-1-nitrobenzene (1.5 g, 8.8 mmoles) was added. The
mixture was allowed to warm to room temperature, and stirred at this temperature
overnight. Reaction mixture was diluted with water, extracted with EtOAc, washed

with brine (1x), dried over Na,SO,, and concentrated under vacuum. The crude
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123 3-Cl-benzyl -CH2CH CH CH2- 577 124 H CH3 H 412 125
H CH CH3 426 126 H - CH2CH2CH2CH2CH2- 466 127 H

WO S22 0H2CH2- 452Exanpl es 128-138 6a) HNRSRGPCBDF20pK30965
(7)) KOX-Bu] Step 1)
1- (3- Chl or o- propoxy) - 2-ni tro- benzene A m xture of
orf/io-nitrophenol (0.83 g, 6 muol es),
1- brono- 3-chl oropropane ( 1 .1 g, 7.2 mmoles), and

cofZsund aslre2dys@lliz8d froml @9, CIiwasané itd giee tHicofiiet doaipound DIVE g,
at 80 OC for 1 hour. Reaction mxture was diluted wth

6.50pPPe8kt ract ed with Et OAc, washed with water (2x),

Stdpr 2)ne[3¢(2>0 hloe-etibxyy-5rméthd 52 :-nirochhenyimethaat dfanydler
é@ﬁurm The crude product was purified by HPLC using

naptnalet&nt 30% Et OAc/ hexane to afford the title
coNponiRidreast & (2-cHilbrovdihd)g)-gohéttoxyil-Bitgbelzehertid g §)mmoles)

2 . o
andpt EBlofdmethpas-suRUERBRANAEg, (1 A SOmSleshwes STl in ThIF, (50
mL) at Lawﬁdhlmi & AU Hﬁtmtruﬁzﬁk@ﬁderbnitrogen. A solution of 61M potiassiL)Jm t-
1-.(3-chl oro-nr opoxy) -2-ni trobenzene } , nmol es
buGHS 136 care] BirBNRaB Sl B OO RaNer aifaf anhou B o
TeMpBlaBfie wasil6Wed iefkd 1B —BbIPC( 2R fik)reition Aixtlfe wadstdred at

.round bottom fl ask _under ,nltr,ogen. A So'&l‘“ on gf J[_ll\é
thigfsmperatim folt ewE o d NRERackay BUxitie YRR Rured iitggold £i HCI,
extralﬁltyédaﬁi(}jh qu,@rib?bﬁeﬂ%wsé):&%ﬂdgﬁpﬁ&ﬂ% @hdsr at@sn fn.

a (0] orise. to - n e reacti on m xXxture
Coflela 1ias ErmsliARe o B eC W RGTan e 6,215 1Bk fhe Cyfaound as an
oﬁmébbm(z'g',mwhﬁﬁnm@@, poured into cold 2N HCId,

f wi t h Et OAc rie ver SO4,
st Aot e ety Seanahae s -5 RMYLPaY: o

phénylam@& Cl 2/ hexane to afford the title conpound as an
of f it 2 3P4 -i[g-(é-ch]lofo—getlgdxyﬁ5-5memg>ly?2°'-)1i'tro-
phenylmethanesulfonyl]-naphthalene (1.0 g, 2.5 mmoles) in ethanol (25 mL) was
stirred under nitrogen in a round bottom flask at 60 °C. 10% Pd/C was added, and
the temperature was increased to 80 °C. Hydrazine hydrate (2.0 mL) was added
dropwise and the mixture was stirred at reflux for 3 hours. Reaction mixture was
filtered off through Celite, and the solution was washed with H,O (3x), dried over

Na,SO4, and concentrated under vacuum to afford the title compound as an off white
solid (1.0 g, 2.46 mmoles).

Step 4) 7-(2-Chloro-ethoxy)-5-methoxy-3- (naphthalene-1-sulfonyl)-1H-indazole
A mixture of 2-(2-chloro-ethoxy)-4-methoxy-6-(naphthalene-1-sulfonylmethyl)-
phenylamine (1.0 g, 2.46 mmoles) in THF (7 mL), and 4M HCI (15 mL) was stirred in
a round bottom flask, under nitrogen, at 3 °C. A solution of sodium nitrite (0.17 g, 2.6
mmoles) in H0 (1 mL) was added dropwise. The reaction mixture was poured into a
cold solution of saturated sodium bicarbonate (100 mL) and extracted with EtOAc.
Compound was dried over Na,SO,, and concentrated under vacuum to afford the title
compound as an off white solid (1.0 g, 2.39 mmoles).
Step 5) 1-(3-Chloro-benzyl)-7-(2-chloro-ethoxy-5-methoxy-3-(naphthalene-1-
sulfonyl)-1H-indazole
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Step 3)

2- (3-Chl or o- propoxy) - 6- (napht hal ene- 1- sul f onyl net hyl ) -
wW@b@ngt17am ne A mi xture of PCT/US2006/030965

1-[3-(3-chl oro- propoxy) - 2-ni tro- phenyl - net hanesul f onyl

]- naphthalene (1.9 g, 4.5 mvoles) and 10% Pd/ C in THF

(20 nm.), nmethanol (20 nL), and formc acid (5 nL) was

hydrogenated in a Parr hydrogenation bottle (250 ni)

at A0mixhire nR7H2chig®-¢tbowys-5-ridiboxyi-3- napdthvedendr 1 s tleomgt)-1H-

nchpURP0 Rl ol e Bl B BRE G o) ane

cesiameartanatee(@.87gl &7 mawlrsyin DWE (6 midevasrabided togedtter in a

fi . %
o BB A BR8P 1, 1o g e
dilwiéd withiH,©, sxtraated Witt6BtQAc, waglledwith wsler (B0 eping)(1x), dried over
NaZSQO: 2 Bh O aRRAhAb: Fad IR A GirbaStt i Wlrtiad by HPLC
usiflg @8 -etleind B fxiOpoigXxare torafiphit thaltibe corhpsund amgn offwhité solid
(1_E%e%m?%ne (1.66 g, 4.25 mmoles) in THF (7 nL), and

‘mL) was stirred in a round bottom fl ask,
Stepso@andi7) Aogjeatiomand Debenzylationut i on of sodiumnitrite

(0. %397 eASSém \ ltrsesgarﬁﬁg@%&\freég&&ibg\@gw %%%gqesd’i@ip%@%

The redction xture poured 1 nto sol ut1on
ang empiyingthe d-@ctianertbdyxbiroethoxy-3-nephthylsultonylinsieeelact ed

suMdtidie Eh e daegﬁ‘g@ QR W@Scomdoﬁﬁ?%)%t?fdvm%e VARELre obtaincfd

concentrated under vacuumto a title conpoun
ang gleatifiest by WRi-Candanasg spectel gnalysemmol es). Step 5) |1 -
- Chl or o- benzyl *-f S-chl orqg\g
ropoxyJ- S*napht hal ene-i -suftonyOi- Hindazole A
m xture of Q
7- (13- chl or o- propoxy) - 3- (naphf irdhese- 1-sul fonyl ) -1-Hin
dazole (0.7 g, 1.75 mples), “ochl or o- benzyl bromi de
(0.28 nL, 2.17 mmol es), [C®si um car bonate (0.7 g,
2.17 mol es) in DVF (Hcnl 5 stirred together in a
round bottom fl ask aRsgoamtefperature for 10 mi nutes.
Reaction mixture was diluted with H2O extracted with
Et CAcg, Wwashed with water (2x), brine (1x), dried over

NaZSE%' and copgentr at ed er vacuu The c .
25, Re wder vacuupgy The cpijd
CHs H

119 3-Cl-benzyl 537
120 3-Cl-benzyl CoHs H 551
121 3-Cl-benzyl CH; CH; 551
122 3-Cl-benzyl -CH,CH,CH,CH,CH,- 591
123 3-Cl-benzyl -CH,CH,CH,CH,- 577
124 H CH; H 412
125 H CH; CHs 426
126 H ~CH;CH,CH,CH,CH,- 466
127 H -CH,CH,CH,CH,- 452
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ei uent 30% Et CAc/ hexane to afford the title conmpound

as an off-white solid (0.87 g, 1.66 nmoles). Steps 6
w@p@7/82178m nati on and Debenzyl ati on Usi ng essePtT/E51096/030965

the same procedures described in Exanples 107 and 76

and enpl oying the

7-(3-chl or opr opoxy) - 3- napht hyl sul f onyl i ndazol e

substrate and the desired am ne, the conpounds shown

in Table VIII were obktampled 128d3Bdentfi ed by HPLC and

mass spectr al ana}I ycTc,/ea/\grAm nati on was run in parall el

nmanner on a heat €4 car o el in 3-dramvials.)TABLE

VIII Ex. No. RL R5 R6 H + 128 3-Cl-benzyl CH3 H 521

129 3-Cl-benzyl C2H5 9835 130 3-Cl-benz CH3 535

131 3-Cl - benzyl 2 563 132 3-Cl - benzy

2CH2CH2CH 2CH2- 57 3-Cl - benzyl -CH

134 H 396 I35 H C2H5 H 410 M " CH3 410 138
H - CH 2CH2CRECHR @HRuIc, 450 Exanpl e?(‘lsg:f' &

- {[ 3- Phenyl sul f ony| )z i ndazol -/f- yl ] oxy®} et hanani ne

Step 1) 1- Benzenegh%?z%l met hyF(S\-}J\/

(2- chl or oet hoxy) 52-#H\ r gbenzene A mi xture of

1- (2-chl or o- et hoxy) ni trobenzene (0.5 g, 2.5 mmol es)
and 1- cl

6a) HNRR; {6b) HCI

[7) KOt-Bu ]

Step 1) 1-(3-Chloro-propoxy)-2-nitro-benzene

A mixture of ortho-nitrophenol (0.83 g, 6 mmoles), 1-bromo-3-chloropropane
(1.1 g, 7.2 mmoles), and K;COs(1.24 g, 9 mmoles) was stirred together in DMF at 80
°C for 1 hour. Reaction mixture was diluted with H,O, extracted with EtOAc, washed
with water (2x), brine (1x), dried over Na,SO;, and concentrated under vacuum. The
crude product was purified by HPLC using as eluent 30% EtOAc/hexane to afford the
title compound as an off-white solid (1.2 g, 5.6 mmoles).
Step 2) 1-[3-(3-Chloro-propoxy)-2-nitro-phenyl-methanesulfonyl}-naphthalene

A mixture of 1-(3-chloro-propoxy)-2-nitrobenzene (1.2 g, 6 mmoles) and 1-
chloromethane-sulfonyl-naphthalene (2.16 g, 9 mmoles) was stirred in THF (50 mL)
at —78 °C, in a round bottom flask under nitrogen. A solution of 1M potassium ¢-
butoxide was added dropwise (18 mL, 18 mmoles) over a half hour period.
Temperature was allowed to rise to —40 °C, and the reaction mixture was stirred at
this temperature for 5 hours. The reaction mixture was poured into cold 2N HCl,
extracted with EtOAc, dried over Na,SO,, and concentrated under vacuum.
Compound was recrystallized from CH,Cl./hexane to afford the title compound as an
off-white solid (1.9 g, 4.5 mmoles).
Step 3) 2-(3-Chloro-propoxy)-6-(naphthalene-1-sulfonylmethyl)-phenyl amine

A mixture of 1-[3-(3-chloro-propoxy)-2-nitro-phenyl-methanesulfonyl]-
naphthalene (1.9 g, 4.5 mmoles) and 10% Pd/C in THF (20 mL), methanol (20 mL),
and formic acid (5 mL) was hydrogenated in a Parr hydrogenation bottle (250 mL) at
40 Ib/in? for 20 hours. The mixture was filtered through Celite, and the filtrate was
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chl or onet hane- sul f onyl - benzene (0.56 g, 2.97 mmol es)
was stirred in THF (10 nL) at -78 OC, in a round
whoedrom7il ask under nitrogen. A solution of 1MCT/US2006/030965
pot assi um - but oxi de was added dropwise (7.45 m _, 7.44
nmol es) over a half an hour period. Tenperature was
allowed to rise to -40 0C, and the reaction m xture
was stirred at this tenperature for 5 hours. The
dilutenwith BOAG, xiashed W&B wateuy drtbdi aveoNegSQL, 21 piancentrated under

extragcted th Et
Gt GO B s oo,
5% FtORc@ 20120 raﬁmmeemtbe acbrhpmmdtaseart off-wbite 8 6 ga§ 2n

of‘f white solid (0.57 g, 1.6 mmoles). Step 2)
mRlefnzenesul fonyl net hyl - 6-

Ste(r24)cmascnmomagoxmme(mphmamem -gilfonylp1di-indazole

| - b es u{ %g{:%lorﬁ, Fﬁg{, %/2)6 {naphthalene:1- sulfonfllmet n?imPhenyl

armrna (ate‘&?g]ql 25 rhéhoids) jn TV (&L}, rred 4vhider (15i mk)o@@mstirr@dan a
d b flask at 6 /
rourRbaraRy B s oSt m & A oGe & ToLiEY bR ifEo P8 % 4
mrﬁMQé)ﬁh e,011 %Ws}mflﬂe@?@dnaér e reactimndnikiuee yax powred into a
ux or

colfifiph ok sy ed Sl bisAfoelp b mu ERE kR Wit Efonc
Congsohad V\WstdheﬂﬁQbI(l@a@dehnchbnomratManS@t vagyign to afford the title

trat de d the titl d
oo BT B BB BTSRRI o) & sy
step 621 Azmmmmmzyp)-m(sb@mmmmwbmeh9lpnp+1emglfoawi)n1 -

xt ure of
H Q“@éﬂ enesul f onyl met hyl - 6- (2- chl or o- et hoxty phenyl ami n
e (O mixiyre bf 333 whivkepiopaxd-Bdphthalere-desulfonys1¢r- Ingazme
| ' @) r t n
(Offgc_bp H?%Lm{n{a ch(ltirg H@h%{l%ﬁ} %)einfierg{_ %g?g%ﬁéleé) aft cesium
canmunate (ORegc. 1bmnmlea)u1 BMR& naldovasdstirred tegather in a round bottom

flask Q‘ﬁ;%éﬁ{ tlépﬁeréiknje%leg) l;Mn'ixEésV‘@{ orf?ﬁ% dﬂhfe‘ﬁ vﬁfh

over Na2S
extradted ovithdHOAS! warshmdmﬂw waten@m, bare ﬂ@)&wﬁwﬁaNﬁ&% and

ogg%katﬁgumer N9E ?ﬁ@ér%dé'%l‘cﬁuiﬂﬁhé@p@ﬁne@'H}’/WLGQ&?\? as

xane to afford the title conpound an
elmﬂtt3@°/c55ﬂQAg:/k(q;a3@ tqyafford the tﬁimgoggppund as an off-whlte solid (0.87 g,

1.66 mmoles).
Steps 6 and 7) Amination and Debenzylation

Using essentially the same procedures described in Examples 107 and 76
and employing the 7-(3-chloropropoxy)-3-naphthylsulfonylindazole substrate and the
desired amine, the compounds shown in Table Vil were obtained and identfied by

HPLC and mass spectral analyses. (Amination was run in parailel manner on a
heated carousel in 3-dram vials.)
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Step 4)

7-(2- Azi do- et hoxy) - 3- benzenesul fonyl - 1H i ndazole A
WOrRRMr2E10f PCT/US2006/030965

2- (2-azi do- et hoxy- 6- benzene- sul f onyl net hyl - phenyl am ne

(0.39 g, 1.17 nmmoles) in THF (2 nL), and 4M HCl (10

m.) was stirred in a round bottom fl ask, under

nitrogen, at 3 0OC. A solution of sodiumnitrite (0.08

g, 1.23 moles) in HO TABLEMIIwas added dropw se. The

reacti on m xture was poured i a cold solution of
saturated sodi um bi car bonate ) and extracted
with Et QAc. Conpound was dr i Na2SO4, and

as an off white solid (O. N0. 87 nmmol es). Stepb)
2-{[ 3- Phenyl sul fony! )R&1W i dd‘gol 7-yl] oxy}

et hanami neA mi xt ur erdh"~°

7- (ZE%m do- et hoxy) - 3- benzenesul fonyl -1 H-indazole (0.3

rret 7 mml e31 and 10% RILC i ndTHF He m_) [WW-I]“
hydrqggnat |§8“l§) g,l e (25(2]}{”‘) at 52 hb/l n2 fog21
iTt%

hour 7™ The "nTX was f red through Celite, and
t he ﬂ2$trat3ele\bfmzszloncent Catled under HMacuum T?riﬁ crude

prod wa alliz from CH2 / hexaneg,-1M HCI
in e?lﬁéer SSSP%_%F Qﬁ'@s) was aggéd thenss(?rl ed,
to aﬂﬁbrd tdhel-penzyle conp@tzhi@l as an GfH= white 383 salt

(0.2,48, O. gppé H + l e 140
2- {[é IZ:I uo%o I'%Znyl suI oﬁylgc%ﬁ ygzol 7-yl']" oxy}
et hadd®i ne 339'3 beney! | - Benz&ibSil:CbsGiHsret hyl - 3-561
(2- chbgro-ethoyy)-5-fl uor 2 nitro-bgnzene A fdxture
of 2-%2 chloroethoxy) 4-f1 dor o- 1- ni t robenzene” (1.3 g,
6 mubbes) and M- chl or omefeldne- sul f onYl - benzen®!Q 1. 7 g,
9 mmges) was gtirred inchgFE (50 rrL)CH”:l - 78 Mg in a
round_bottom f| ask under nltrogen A Sol ution of 1M
pot adsf{ um f - bufloxi de was Caldded dr opfiide (18 n$38 18
mmol agg over ayhal f hour rature
allowed to rise to -40 O%p@gﬁ%g?iﬁ?gggctl on mx%tsure
was stirred at this tenperature for 5 hours. The
reaction m xture was poured into cold 2N HCl,
extracted with EtOAc,

5 Example 139

2-{[3-Phenyisulfonyl)-1H-indazol-7-yl] oxy} ethanamine

concentrat ed under vacuum@@ﬁ ord the title compound

2) Pd/C, H,NNH2'H,0

; “NO, 3) NaN, @N
o N
o 4) NaNO,, HCI H

o
5) Pd/C, H, HNT

Step 1) 1-Benzenesulfonylmethyl-3- (2-chloroethoxy)-2-nitrobenzene

10 A mixture of 1-(2-chloro-ethoxy)-2-nitrobenzene (0.5 g, 2.5 mmoles) and 1-
chloromethane-sulfonyl-benzene (0.56 g, 2.97 mmoles) was stirred in THF (10 mL) at
—78 °C, in a round bottom flask under nitrogen. A solution of 1M potassium t-
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dri ed over Na2SO4, and concentrated under vacuum
Conmpound was recrystallized from CH2Cl 2/ hexane to

w@tdoomei7the titl e compound as an of f-white sol PdI/92088030965

g, 5.3 mmoles). Step 2) 2-Benzenesul fonyl net hyl - 6-

(2-chl oro-et hoxy) - 4-fl uor ophenyl am ne A m xture of

1- benzenesul f onyl net hyl -

(2-chl or o- et hoxy) -5-fl uoro-2- nitrobenzene (1.98 g,
butdxide wa® hedgd dirnp\eish &hab n(23.4dihmokes) sver artedf amrtebar period.

nitrogen in un.d ot fl at 60 0C, 10% Pd/ C
Terfsc GfiSias Sihfiale BT T i e Eachir Biitwd s Soche
this tiyreipeatune fdrnedicate gﬁb :@zaeﬁm mamraddeqbodnredpmmldaﬂchne

m xt ur, irre t Reacti on
xR G SRR cr e EnRbrI s AR stealiplet ndan feai
CorfeduHdi was ma@smga@ﬂow GH‘I&O@@X@B& Yo ?ffcrrd gﬁa tri]ﬂeequl B¢D4s an

er vacuumto afford the title
Oﬁ"HEEFp%?j‘HdS% a%dF gﬁ’t e solid (1.67 g, 4.87
Step12) I2€Bénz‘éhe$ulﬁ3nylmethyl-6- (2-chloro-ethoxy)-phenylamine

2-( |do thox 6-.benzenesul fonyl met h or o- ph

ony R S ST e s P P E NG E el SR hropSH8nE
(0.5723,dl8 orle) h‘oettyanc#(ﬂf inupwap bmad arden eitfogén ir rayind o8dm

0,3 5. 84
flask BB6 (RS, HiohF e WA ciie g teriberSiuik e Bstarset By ST
Hydiaigles hydrateQg %aﬁw&)a&@dfd%pﬁs@ aggu I:Ene rRearé vas stiired altrrefiux
o roomte er t
for S B BpR e MeR U T RPET oS Neten o oueh s 2§ iR SCRiiph was
washéxr )withcH JCe(Bxp deied stwwmeémgdt@d elﬁbamfdfalumn;] to afford
racyy o, af f or he tit C und, as an o ite
tne 56 HifTbod & AP0 il s 08 & YL
Step-3) 2-(A2Azide-etl1woy)/-)5 I®:nzene-snHenylretlyyi-henlylanioe 1H- i ndaz

ol e t .

o o M St drenesuanymetoy (3 hlororeiPRON-PRepY RIS 0
9, 153 amates) @nd sodegazde (04 Srgy@l 29shmioles T MSOnY mlameis4M -

niL dlnarund tomflask der
stirietoqdifer b Ry 8ol &isv g B A ore ot p Bt E3gon
mixtre 4al4ooied It@Bjom tenii2eat(, tﬂu)tedeﬁh Wétbideﬂlfaie@di VEER. Et?h@,

on_.m pour.e SO n
wadt BRI agB b g TR D! i £50 ok ntteted bney
vaouiinh Crude compound was purified by normal phase HPLC using as eluent 40%
EtOAc/hexane to afford the title compound as an off white solid (0.39 g, 1.17
mmoles).
Step 4) 7-(2-Azido-ethoxy)-3-benzenesulfonyl-1H-indazole
A mixture of 2-(2-azido-ethoxy-6-benzene-sulfonyimethyl-phenylamine (0.39

g, 1.17 mmoles) in THF (2 mL), and 4M HCI (10 mL) was stirred in a round bottom
flask, under nitrogen, at 3 °C. A solution of sodium nitrite (0.08 g, 1.23 mmoles) in
H20 (1 mL) was added dropwise. The reaction mixture was poured into a cold
solution of saturated sodium bicarbonate (100 mL) and extracted with EtOAc.

Compound was dried over Na,SO,, and concentrated under vacuum to afford the title
compound as an off white solid (0.3 g, 0.87 mmoles).

Step5) 2-{[3-Phenylsulfonyl)-1H-indazol-7-yl} oxy} ethanamine
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Et OAc. Conpound was dried over Na2SO4, and

concentrated under vacuumto afford the title conpound
wa@gooa2oif white solid (1.34 g, 3.72 mol es). BUEPSHP6/030965

2-{[5- Fl uor o- 3- phenyl sul fonyl ) - 1H-i ndazol - 7-yl ] oxy}

et hanam ne A m xture of

7-(2-azi do- et hoxy) - 3- benzenesul f onyl - 5-f | uor o- 1H i ndaz

ole (0.3 g, 0.83 mmles) and 10% Pd/C in THF (2 nl),

andA meixtieenol 7-(Bazidg-ethasy Hiyhkrageesufodyli iH-mdRzdle (0.3 g, 0.87

o] R B0 e 1 B g2

Parr hgdrbpenatiandoities 28 mé ¢ at 52ibéaf fond épumad‘@armleurﬂeww filthwed

thr&fgﬂ%lﬂﬁe \%?g t@@fﬁfréﬁét\@gl doﬁ@%t%léﬂ\p%@% gé&xdﬂl‘? ?‘ﬁﬁ@crggj%g&hd

wag @cafstajlrzadtfm BHtfPle’h@Cﬂ*ﬁpoUHd"Qisn gthentd.9 whi, 0& TAOPleshves

s ol 0 o o5 M. 041

})é‘ﬂﬁa EB’J“'ﬂlaI\IS 6) Pd/C, H2 Step 1)
1 (2-Chl oroet hoxy) - 3-ni trobenzene A m xture of

3-nitrophenol (0.83 g, 6 nmoles), brono-chl oroethane (

1.03 g, 7.2 nmol es), am&a 1.24 g, 9mm|es) was
- ! 1
{%})TJIPBP&B ﬁ?ﬁ%&i&%‘ifoh%@l\ﬁna&zélm Bgﬂo&h%% fnd OF

Reacti on m x th H20O extracted
with Et OAc, washed wi tih 8s6,-ci2x), brine ), dried
over Na2SO4, and concentTtated under vacuu he crude
product wasF jfied ByrHPLBHIGO NG as el 30%

Et OAc/ hexane\@affor —hlse title Co @as an

of f-white solild {21 15 g, 5.6 mol es) dp 2)
1-[2-(2- Cﬁ'%et hoxy) 46N?N0t H@phenyl rm\/htané‘sul fonyl ] nap
ht hal ene A m xture of 5 PdC,H,

Step ‘()21' Qghﬂr%sﬁffaﬁilﬁ ety ry_ enﬁﬁa% ﬁ-sr];lglb ﬁg[’@'}?@b?’i’e&‘e

mmol es r OITEt ane sul
g, 8.miztupmel 26 chipreehioky)reitidrer1 W#Ot(ememﬁ (1)3 @16 mAdleand

1- cgﬁr@né’tﬁé‘ﬁ@s@%gp&@nﬂaﬁéh HGOS Frnftid) QR stirrBd FPTHE (P at —

ot assi um t but oxi d
78 °C, |n a round bottom flask under nitrogen. A solution of 1M potassium t-butoxide

was added dropwise (18 mL, 18 mmoles) over a half hour period. Temperature was
allowed to rise to —40 °C, and the reaction mixture was stirred at this temperature for
5 hours. The reaction mixture was poured into cold 2N HCI, extracted with EtOAc,
dried over Na,S0O,, and concentrated under vacuum. Compound was recrystallized
from CH,Cl,/hexane to afford the title compound as an off-white solid (1.98g,5.3
mmoles).
Step 2) 2-Benzenesulfonylmethyl-6- (2-chloro-ethoxy)-4-fluorophenylamine

A mixture of 1-benzenesulfonylmethyi-3- (2-chloro-ethoxy)-5-fluoro-2-
nitrobenzene (1.98 g, 5.3 mmoles) in ethanol (25 mL) was stirred under nitrogen in a
round bottom flask at 60 °C. 10% Pd/C was added, and the femperature was
increased to 80 °C. Hydrazine hydrate (2.0 mL) was added dropwise and the mixture
was stirred at reflux for 3 hours. Reaction mixture was filtered off through Celite, and
the solution was washed with H,O (3x), dried over Na,SO,, and concentrated under
vacuum to afford the title compound as an off white solid (1.67 g, 4.87 mmoles).
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was added dropwi se (16.8 m _, 16.8 mmol es) over a half
an hour period. Tenperature was allowed to rise to -40

woao7andit he reaction m xture was stirred at tPCEUS2006/030965

tenperature for 5 hours. The reaction m xture was
poured into cold 2N HCl, extracted with Et OAc, dried
over Na2SO4, and concentrated under vacuum Conpound
was purified by nornmal phase HPLC using as eluent 40%

teﬁtﬁémtﬁ&ﬁjﬁt&rﬁeﬁgﬁlIfdn&ilﬁeﬁﬂgmﬁﬂﬁ%?'ﬁ[eﬁﬁ?rznme

white solid

chl /bfr&xt@&emf@wzen@wf@mﬂmeﬂm GrelRisalvEatioswyt - napht hal

ﬂuo?di;ﬁeﬁﬁa%% 1.67. 4, 480hfles) Sh@Bodhim aznde (0.38 g, 5.84 mmoles) in
Chl or o- et hoxy) - 2- (napht hal ene- 1- sul f onyl nmet hy 9)0

DMﬁ@E@p mlpiwas stiredXegatierdn a round bottomn flask under mtrogen at

for éLhE)ﬁfsh egﬁg&{ %l)&tﬁf@%‘a\é)cogrea'té I‘dbn’g)fézr%r%F{ ggtlﬁ%él' M]tﬁ Rtdr:

extpepdmi, ERRAG aﬁ»@heq o6 M@)er T (3 cbriner (Hk ded ewfré\lazﬁs%
conB¥siFREE Uﬁ&eﬁ‘@ahﬁurﬁ t&8#drd MEHitRODNHIAD 2B %tdfﬁ/vf(l%%h(ﬂ”(-ﬁ 44 g,

at 40 Ib/in2 for 20 hours. The m xture was filtered
414 AeRIgN- Celite, and the filtrate wasdiluted wth

stepldPirc2 Aﬂéb—%@\ ) 3-yéHzRhesi oy FHRIro MidRiAdAzoleNd

concentr at ed er vacuumto afford the t|t| e compound
as Amigre gfm- (?ea%m pio00-pngpnesuioRvmelYY-4-lldprep 4)
pheﬁlwkam@l 1044)? o, MMG!@S)W?HW(Q LS ALt W 2Ly Wadstirred

A
in ag%g'zg bﬁqtcg]v )é(iagl{ E@gyr) nipagenaph Hal &seluios of sesiym RittitaP-£8 9,
4.30 W&Ie@?ﬁ 'ileo((Q 18 véhs Fidéd GTHH\A&%) TH r Eﬁt&ﬁnmu:% waélBQured

was stirred in a round bottom f

mt%a@? Sﬁ'luf'% @%wturafedssoéam icargppate 6HOGMLE B 9¥Hequrw¢'b
Etd/l(c\, orfpouhddvaE@edSdvel Naldts), éndc&ﬂc\anﬂ@@d%@@ﬂvacuum to

dropwi se. The reaction m xture bgoure into a cold

aff%%mﬂtitl?ﬁoﬁp%‘af’@ﬁé’f‘éﬁ Vehitgi st &ﬂ %a AafEnele®o i) and
Stepd) maﬂsmmtmpﬁéméulf&wmwm%w% &q,} @Wndmasofl

and concentrated under vacuumto tle
conPHURYre! Git-efido-givPxe- %B‘FWZ&”%%‘ f*?ﬂy'g‘5'ﬂLPr Hﬂﬂ%ﬁ’@& 0.3
g, cﬁ&@ﬁmwesé-aha -102} Parcsh I'rwy()z et Qt@hfeﬂﬁin@ﬂ@ rdL) was

dazol e
nydiqenata et A0S e Rtion BeMle K2 RLY 5L 2 fpid fgf 3 haurs. The
mixture w2dditteterl thfbughCelid, andinel fitigte a8 conchniataizinder (4budh.

Therude SoodltPhES Yok om EH)ciRSkans 11435 in ether (0.8 mL,

0.8 mmoles) was added, then dried, to afford the title compound as an off-white HCI
salt (0.2 g, 0.59 mmoles), MS: (ES*) 336 [M+H]*
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together in a round bottom flask under nitrogen at 90
OC for 3 hours. Reaction m xture was cooled to room

wo eowpeediure, diluted with water, extracted w PCT/ESIDOEN30965

washed with water (2x), brine (1x), dried over Na2SO4,
and concentrated under vacuum Crude conpound was
purified by normal phase HPLC using as eluent 40%

Et OAc/ hexane to afford the title conpound as an off

white solid (0.17 g, OE#amplaid4ds). Step 6) 2-{[3-1
2-{[}'#@@8#%%' Yol }Sl‘l)H-ln'j_azglgf yl?loi(y}e%;na %k et hanami ne A

4- ( 2- azi do- et hoxy) -3 tnEpht hal ene- 1-sul fonyl )-1

H i ndazole (0.17 g, 0.4%8 muvles) and 10% Pd/ C in THF

(2 m), and nethanol c( dTL) was hydrogenated in a Parr

hydr ogenat,i on bottl g 0 m) at BP\Ib/in r 2
A |Itered t hr ough and

hours. The m xture

thefllevva under vAcU%im “Fhe crude

product Wasneecr y$tei¢.IH% zed from CH2 lhexane, 1M HCl
in ether (0.4 i, Q.d, pa0l es) was added,§then dried to
afford the title5gq1,gmound as an of f- V\,hlte HCl salt
(0.15 g, 0.4 mmol dec ,MS: (ES+) 369 [M+H + Exanple .
142 N-Met hyl -2- {] 3-napht hyl sul fonyl)-1Hindazol - 4-yl |

Stepxly) 11-(@tChinrgathexyydtnifeahieor¢ne A i xt ure of

oo %’*'“8%%%3?@ RRORRT o picridcars (ol
7. 20\@@6%@1\@55}0 n(1DMED qmmoies) asvatirest ogether indMF at room
te 'thx?r%%‘r Phod© Q%e%ggé@ﬁ'\lx% JQ %%llu%%fﬁrﬁzd‘@ité&g& \%Iﬂ?tho

oom t enper at ure Ilute h ' water, extracte
EtQAcongsh \ywewatﬁrt(ﬁw)mmr@r(mzsir)ed oMer h@z%@x)anddqone@tr@m

undaaaaﬁ%m &ﬂ% eﬁae@ SRidRE Bes iRk b\jmms.ﬁggpemﬂt &l

urifie I 'ash chronmat ography usin el uent Yo

pe méfforqfrﬁfee filler GorRROEN Qﬁrﬁa @ﬁdNIW@ssquﬂ §5.4P gell Girpmoles).
Ste‘ﬁei) hgaqb—cmMAi@hok;v) @hﬁn%rphéﬂ¥|%1éihané)sﬁfdﬁvﬂhsﬁﬁth‘éﬁ%e

dried to aff ound as th

HCI Aé@(tyre(@’ bi2-ghiorg-etrxnrginiteopenzage ({1 E@g 5.6 mmoles) and 1-

chloromethane-sulfonyl-naphthalene (1.6 g, 6.72 mmoles) was stirred in THF (50 mL)
at-78 °C, in a round bottom flask under nitrogen. A solution of 1M potassium t-
butgxide was added dropwise (16.8 mL, 16.8 mmoles) over a half an hour period.
Temperature was allowed to rise to —40 °C, and the reaction mixture was stirred at
this temperature for 5 hours. The reaction mixture was poured into cold 2N HCl,
extracted with EtOAc, dried over Na,SO,, and concentrated under vacuum.
Compound was purified by normal phase HPLC using as eluent 40% EtOAc/hexane
to afford the titte compound as an off-white solid (0.9 g, 2.24 mmoles), and 1-[4-(2-
chloro-ethoxy)-2-nitro-phenylmethanesulfonyl}-naphthalene (0.79 g, 2.1 mmoles).
Step 3) 3-(2-Chloro-ethoxy)-2-(naphthalene-1-sulfonylmethyl)-phenyl amine

A mixture of 1-[2-(2-Chloro-ethoxy)-6-nitro-phenyimethanesulfonyl}-
naphthalene (0.9 g, 2.24 mmoles) and 10% Pd/C in THF (10 mL), methanol (10 mL),
and formic acid (2 mL) was hydrogenated in a Parr hydrogenation bottle (250 mL) at
40 Ib/in? for 20 hours. The mixture was filtered through Celite, and the filtrate was
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417 [ M+rH] + Exanpl es 143-145 Using essentially the
sane procedure described in Exanple 142 and enpl oyi ng
w0 b@7degir ed am ne, the conmpounds shown in TabP&r/UX006/030965
were obtained and identified by HPLC and mass spectral
anal yses. TABLE I X Ex. No. R5 R6 [ M+H + 144 -CH
2CH2CH2CH2CH2- 437 145 -CH CH2CH CH - 423Exanpl e 146

dnu@ékgwé%ﬁqﬁpg{%@%’&g%g @H;I-g:oggr %@g rluJ c%)rgcy,gntrated under

vac&m%%]ﬁé\‘decﬂsnﬂe Sothp Ul Rinhot-Whirhssivl (@/78re 24 minotes).e
step 4p 4-@LChiarerethosyhdgarsbaleped-stanyDrktARARERI? f onyi | -
?apﬁmﬁh C{—@~Jﬁbr€~etl'2)x )-PYRipBihaletiac - é@mmdthymphﬁﬁm
aming d9-6§ @naﬂéamows}amﬁa\ﬁ (fw%)[j)p aa‘gﬁ&‘t%%q%?c&) "éa(s(sé' &#ﬂvﬁ?
rouﬁ?t{;1 bét@orh *ﬁéém %nEQF nii ehhoaf $0C. TR&oli%h df Sodiaa ritiitet(@nsd, 2.2
the filtrate was dilyted with
riasi Ha@. i) e RAdRst GPpWite| ShS (RAGTORIUSE W Rpured ino a
col® SHGEH ?@aﬁﬂaf&l%ﬂmﬁﬁ&é&%ﬁé@e afdoand) érhﬁe)ttdabtee! vﬂfbﬂfl@lmd

as an

Compp@cbwa%%e%g?ﬁii‘%alsgm@%Qﬁﬁ??%é‘l"@??@' ‘T%D %ZHW . a%ﬁcf @?821'“9
conﬁgf&ﬁ\gééﬁrao%ﬁlgmegiond (0.74 g, 1. 93 mmoles) met 1)
StemcA-2apee-ghon-insphdananes - sayonFHenfaiod " )P

4MdN¢hlxﬁJ%@of¢I2-&l‘ﬂ§roSétthy§f—d (ha’brﬂhél@mmd-sblﬁmy@m Hl-lmziszole (0.2
under nitro

9. §-5 mmolgs) an dﬁ‘l%?é'é? ?Q Qd % uTtnlfxﬁ_?s %Qﬁ% g{nmrﬂ Wb Sffred

tog@HRPW & BoundiRitbRAREk QRdETInkEdgen 2088 °0aot BHoirst Reactival d

¥Sol Ut1on of saturated sodi um bi car bonat e
midyierwas Pled iofopmdpnperature, diluted with water, extg'ac(%ed mﬂ)\ E?CWC

washed with water (2x), brine (1x), dried over Na,SQO,, and concentrated under
vacuum. Crude compound was purified by normal phase HPLC using as eluent 40%
EtOAc/hexane to afford the title compound as an off white solid (0.17 g, 0.45
mmoles).
Step 6) 2-{[3-1-Naphthylsulfonyl)-1H-indazol-4-yl} oxy} ethanamine

A mixture of 4-(2-azido-ethoxy)-3-(naphthalene-1-sulfonyl)-1H-indazole (0.17
g, 0.45 mmoles) and 10% Pd/C in THF (2 mL), and methanol (8 mL) was
hydrogenated in a Parr hydrogenation bottle (250 mL) at 52 Ib/in? for 2 hours. The
mixture was filtered through Celite, and the filirate was concentrated under vacuum.
The crude product was recrystallized from CH,Cl,/hexane, 1M HCl in ether (0.4 mL,
0.4 mmoles) was added, then dried to afford the title compound as an off-white HCI
salt (0.15 g, 0.4 mmoles), MS: (ES*) 369 [M+H]*

Example 142
N-Methyl-2- {[3-naphthylsulfonyl)-1H-indazol-4-yl] oxy} ethanamine
Hydrochloride
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Compound was dried over Na2SO4, and concentrated under

vacuumto afford the title conpound as an off white
w@i7a2 701 74 g, 1.93 nmoles). Step 3) PCT/US2006/030965

6- (2- Azi do- et hoxy) - 3- (napht hal ene-1 -sul fonyl)-1

H i ndazole A m xture of

6- (2-chl or o- et hoxy) - 3- (napht hal ene-1-sul fonyl )-1-Hi nd

azole (0.19 g, 0.5 mml es) and sodi um azide (0.04 g,

0.62 mmol €4), in (2 nm) vvasCS'tlrredtogether in a
round bottom.f! as er nltrog*éhha{* (o@ for 3
hours. Reactipn®i xt®fe was_ cool e ”@

t enper at ur e, [t ed V\/lﬁf_\}\ﬁter, e tP cted”wi t h Et OAC,
washed with & (2x), 2ok ne (1x], Jdrnied over Na2SO4,

and concentrated under vacuum Crute §onpound was

ified b | PLC
B chilidsecdl oo BT D ppp{Rleg B S RV e
(0.0mBid, e.190hmdle$§)add7mgthy&n4t5e (t’niﬂ mk) 0. Sﬁepndlys) in DMSO (1 mL)
wasgﬁt&%ﬁd.&\]dﬁghfn Q tuwgogtjo 4% urs ‘R?)%tgre wagl cAolec}( %} room
5 tenm@e(a&’urazdii[dmecﬁhiﬂﬂwwef Zxfracpb inlita | RO, wsdihet avithl watéH2ix)) deige

(xpafed aist ot S euited st Saiity Thfadily pés Bldned

by ﬂasdronmbgmphjoosmg as eRBOt 3tk )CHRDHIRIOAY, i T2 guwifie@ compound

The xt i)t d ugh lite d
wa S iaqip spdhdtel’ B FETin e dh Simbscl 2 VMR e e
driegirto chffotd tha sitle ecmnpsiral ds the A salt(0BRE) 21 hexaoies), WSt HES')
417i[§/|+z_hher (0.4 nm., 0.4 mvol es) was added, then dried,
ford the title conpound as an off-white HCl salt
(0.15 g, 0.4 nmmoles), Ms: (ES+) 368 [M+tH + Exanple
147
N- Met hyl - 2- {[ 3- (1- na%@%l'—e’éu?-ﬁé&nﬁ) 1H i ndazol - 6- yI ] ox

y} et hanam ?11Hydr oride A m x'isure of
6- (2- chl or o- &t hoxy napht ha»k
-sul fonyl ) - 1-hfﬁi dazot’e o 075 g, 19 s) and
123

10

nmet hyl am ne m, O I es) 1 nm) was
stirred under¥nilfrogen &HaA00 OC f | Nhours M xt ure
was cooled to room N

Using essentially the same procedure described in Example 142 and
15 employing the desired amine, the compounds shown in Table X were obtained and
identified by HPLC and mass spectral analyses.
TABLE IX

L0

Ex.

No. R5 R6 [M+H]"
143 CH; CH; 397
144 -CH,CH,CH,CH,CH,- 437
145 -CH,CH,CH,CH,- 423

118



10

15

20

25

tenperature, diluted with water, extracted with

Et CAclwashed with water (2x), brine (1x), dried over
woapSe71end concentrated under vacuum ConpouPdI/uaez06/030965

purified by flash chromat ography using as eluent 5%

CH3OH Et QAc. The purified conmpound was dissolved in

nmet hanol, 1M HC in ether (0.2 nL, 0.2 mmol es) was

added, then dried, to afford the title conpound as the

HCl salt (0.07 g, 0.19 moles), M (ES+) 381 [MH +

Exanpl es 148-1 50Usi ngE,@a?,ﬁﬁgtM@I ly the sane procedure
described in Exanple enpl oyi ng the desired

2- {[ﬁﬁﬁ@PhM%“'WOMagﬁbmﬂl Qxvr&HIanaRIRgr e obt ai ned

and identified b PLC and mass spectral anal yses.

TABLE X Ex. No. [Mgdc, 148 CH3 CHB 3 - CH
2CH2CH2CH2CHR-_43% _Bxang! g,d.5%

N-[ 2- (Di met fiyljangn hy-lm napht hyl s@kdsgnyl ) - 1H- |
ndazole- 5+ an de NP, M) N 6) KO ep 1) -
3- (Napht hal ene 1-sul f ondsl rrstay| ) i< A, nzoi c acid

met hyl ester A mixture of Hd-nitro-benzoic &cid nethyl

ester (0.8 g, 4.4 mmoles) and 1-

chl or oret hane- sul f onyl - napht hal ene (1.3 g, 5.3 nmol es)
Stepid} SqRiGhierp-ethoxy2- (rsphthalener -suifongimethyh-phentamine

VAT WIS L000R bRk bt
napphelese)(039ar 24 matcfesaanthHif Rske iin HFT&@M atl%tﬁ@n%w mL),
and%lln‘?iﬁ%lglrd: @ %L)%str@dro@QnQ@d PR Bab ) dFRRALIA IO L) at
40 Ib/in? for 20 hours The mixture was filtered through Celite, and the filtrate was
diluted with EtOAc, washed with water, dried over Na,S0O,, and concentrated under
vacuum to afford the title compound as an off-white solid (0.74 g, 1.99 mmoles).
Step 2) 6-(2-Chloro-ethoxy)-3-(naphthalene-1-sulfonyl)-1H-indazole

A mixture of 5-(2-chloro-ethoxy)-2-(naphthalene-1-sulfonylmethyl)-phenyl
amine (0.74 g, 1.99 mmoles) in THF (5 mL), and 4M HCI (10 mL) was stirred in a
round bottom flask, under nitrogen, at 3 °C. A solution of sodium nitrite (0.14 g, 2.08
mmoles) in H,O (1 mL) was added dropwise. The reaction mixture was poured into a
cold solution of saturated sodium bicarbonate (100 mL) and extracted with EtOAc.
Compound was dried over Na,SQ., and concentrated under vacuum to afford the title
compound as an off white solid (0.74 g, 1.93 mmoles).
Step 3) 6-(2-Azido-ethoxy)-3-(naphthalene-1-sulfonyl)-1H-indazole

A mixture of 6-(2-chloro-ethoxy)-3-(naphthalene-1-sulfonyl)-1-H-indazole
(0.19 g, 0.5 mmoles) and sodium azide (0.04 g, 0.62 mmoles) in DMSO (2 mL) was
stirred together in a round bottom flask under nitrogen at 80 °C for 3 hours. Reaction
mixture was cooled to room temperature, diluted with water, extracted with EtOAC,
washed with water (2x), brine (1x), dried over Na,SO,, and concentrated under
vacuum. Crude compound was purified by normal phase HPLC using as eluent 40%
EtOAc/hexane to afford the title compound as an off white solid (0.17 g, 045
mmoles).
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this tenperature for 5 hours. The reaction m xture was
poured into cold 2N HCl,extracted wth Et QAc, dried

wW@@r/0NgI2604, and concentrated under vacuum (@EpUS2Vd6/030965

was purified by normal phase HPLC using as eluent 40%
Et OAc/ hexane to afford the title conpound as an
off-white solid (1.5 g, 3.9 mmoles). Step 2)

st RAESGHabRAIMEROFE b BN AR Bk © 21 <
1- syt hdixanne oret (2yd2)dodethbrty)-G-(hapttoalenead istilfomt A if-irelszae (0.17

o, e R 6 Tl Pl R0 et PG o s 27

hydmgérna@an@tal e wégeaaﬁaﬁﬂomyzsatmls)zatm/lb/né fanZhirghthe
ered

h
mixi wis LR G E e B E AT e b B8R bR yaguum.
Thd &ubé pfdm@nmdrea selizodl fromhCH £l giadxade ( OVHG in @thsr (0.4 mL,

0.4 elaabiredibas ea PRa0 aipt ity PRl 85 s o wnite He

salﬂ(oa%lg{l@-ﬁmﬁnﬁﬂ)tlvlai @) eIy net hyl ) ben20| c acid

nmet h ester (0.9 g, 2.5 nmoles) in THF (5 nlL), and 4M
HCI (10 m.) was stirred in a round bottom flask, under
nitrogen, at 3 0C. A s@&xamppni4f sodi um nitrite (0.18

TRt N e L

Hydsdchtaided sodi um bi car bonate (100 nlL) and extract ed
with Et CAc. Conp d was dried over Na2SO4,—and

concentrated und uumto afford the ti npound
as an off V\:hlteo ﬁo 82 g, 2.25 mmol esdd, p 4)
1- (3- Chl or ob 2 (HdBKthal ene- tesul I'y- 1A7-i nda
zol e- 5xcarbo cNaC| doRi hyl estir y'e of

3- (napht hal€ne- 11 - sulfonyl) 1 B9 ndaz?l e~ 5#car boxyl i ¢
acid nethyl ester (0.82 g, 2. 25 nmol es),

3-chl orobenzyl bromde (0.34 nl, 2.7 mmbles n%
ces PURPESER saéﬁ -ghlprs- @bmgy) 3Angphihplepey -sufomiE t@ zple
(0. Wﬂ@gscs ho hﬁﬂolé@%ﬁhﬁéthylammer(g 128G @ 3mnidiets kh BMSOO@MIL)

enperature for 30 mnutes. Reaction m xture was

waausmﬁ@ gndgrtiragen,at dQQ Pafarehaurs- hMpturavas,geeled do e
terBer8turd, 2MUted HithNRatbrl ¥Xkiradd With BM$Ac, washed with water (2x), brine
(1x), dried over Na,S0Q,, and concentrated under vacuum. Compound was purified
by flash chromatography using as eluent 5% CH;OH/EtOAc. The purified compound
was dissolved in methanol, 1M HCl in ether (0.2 mL, 0.2 mmoles) was added, then

dried, to afford the title compound as the HCl salt (0.07 g, 0.19 mmoles), MS: (ES")
381 [M+H]"

Examples 148-150

1) HNR;R; ‘HC! =0
A\ — R5 \
| N i | °N
Cl\/\o ” 2) HCI Re,N\/\O ﬁ
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Na2SO4, and concentrated under vacuum The crude

product was purified by HPLC using as el uent 30%
wee@aottiexane to afford the title conpound as BEIT/US2006/030965

off-white solid (1.01 g, 2.07 mmles). Step 5)

1- (3- Chl or 0- benzyl ) - 3- (napht hal ene- 1-sul fonyl ) -1

H i ndazol e- 5-car boxylic acid

(2-djrnet hyl - am no- et hyl )-am de T .s@l ution of
i e s L Seienkediie 88sciPed et Bamubdey e Tre
empBying)the desitegichrhine th® Compsuraiidtdwh RATEBIE piiverR dibthiddd and
ide%ﬁiqﬁyéﬂ%lareﬁ)masTs-%ptealraﬁ arr%l))%euste was then added a
1- (3-chl oro-benzyl)-2- (nBABLEHA ene- 1- sul fonyl ) -
1/-/-indazol e-5-carboxylic aci dyethyl ester (0.05 g,
0.1 moles) in THF ( 1 rrL).st all owed to warm
slowy to roomtenperature. ReaCtyenh m xture was
diluted with water, ethi“‘éct d with EtOAc (1x), CH2CI?2
(1x); the organics wgfe wa dwith brine (1x), and
concentrated under Ractof o~ afford the title compound
(0.3 gy 0.04 nmoles). Step 6) N [2-(Di methyl am no)
et hy) ho3- (1 - naphihyl sul fonyl) H i ndaz -
car bUX%m“de—ﬁr—m—xrcrre—of Ré %ﬁ}ﬁ
1- (3- ¢4d or o- benz - 3- (napht hajgne- 1- sul f )-1Hi nda
zol e-5- car boxyl?fllc-:g acid (2-di mte:flﬁyl -am no- et hyl ) -am de
(0.3 %9 0. 04 Mol €3.CHABEHK.CHA1 ) and f-4860H (0.2
m_) yas stirred at rature in a nd bottom
flask under oxygen g‘tqf‘mszp éggg A sol ution OF potassium
f-butoxide (0.05 m _, 0.05 mmol es) was added dropw se
and the reaction mxture stirred for 30 mn. Reaction
m xture was quenched wi th saturated anmmoni um chl ori de,
extracted with Et OAc, dep@mpleddl Na2SO4, and
N-[RDAABEHY ik oVEtH SN -3v@ hyS fh Pl o115 R Ixal
[gy reverse phz‘gewcj:hr(ona ogrgg;phy t}@o[a?? orcoﬁe t!’lﬁx%hﬁ&e
conpound, MS: (ES+) 423 [MFH + Exanple 152 3-(1

-Napht yl sul fonyl )-N-(2-Fp€ridin-1 -ylethyl)-1
H i ndazol e- 5- car boxamd
o) 2)  pdC, HZ'
H;CO)‘\©\ 3) NaNO,, HCI 9H3 o 0:
NO, 4) N
N
H

Ci

5 \T/\/NHZ

6) KOtBu
Step 1) 3-(Naphthalene 1-sulfonyimethyl)-4-nitro-benzoic acid methyl ester

A mixture of 4-nitro-benzoic acid methyl ester (0.8 g, 4.4 mmoles) and 1-

chloromethane-sulfonyl-naphthalene (1.3 g, 5.3 mmoles) was stirred in THF (50 mL)
at-78 °C, in a round bottom flask under nitrogen. A solution of 1M potassium #-
butoxide was added dropwise (13 mL, 13 mmoles) over a half an hour period.
Temperature was allowed to rise to —40 °C, and the reaction mixture was stirred at

this temperature for 5 hours. The reaction mixture was poured into cold 2N HCl,
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Usi ng essentially the sane procedure described in
Exanple 15 1 and enpl oyi ng 1-(2-am noet hyl) pi peri di ne
WO pooghz1b6, the title conmpound i s obtai ned andPCT/US2006/030965
identified by HPLC and mass spectral anal yses, M5
(ES+) 463 [ MtH] +. Exanple 153 N, N,
-Trimethyl -N - {[3 (1 napht hyl sul f onyl ) - 1H i ndazol - 5-
C%met hyl } et hane- m nest e
extra

esl wikGals %ﬂ@%ovtef '\Raﬁ @Wﬂﬁef‘gﬁﬂ]fgat%’ YRder ¥y ] -1 2
;ﬁ G‘h@%@é—ﬁuﬁﬁleﬁ bgﬁGrMéBplﬁse 214 Mg &s plhentydors EIOAc/hexane

di oxol ane

r m%t@@wam@ogm P%ﬁ?loffr‘f‘é{btﬁtsﬂgq? ZJ 29 §&~7*2£“@93>11 4
pp) ﬁﬁ)@lﬁ\@% ﬁ#ﬁp‘htlﬂeh%ﬂ Edﬁohﬁﬁnéfh}l)lﬁénzo?&aﬂﬂl méthykbester
roun ottomfla nder ro olution_a
oot el g ielea<-stand TSR S pEhEd 20 gty
| | §§%| 3. t@\ﬁﬁﬁolas)fhﬂdfmafsmhmlm TR (10dnL)Tampmea‘tamole(2@/a;$L ) was
a owe 0 rise r r
hy@ﬁage@?tt‘?q ePal hv#rpge@agﬁﬁgPH‘F[}?@ ) S BT T B e
miit@@qhémgmd(mhw@h\wnep@ua etk filtndto weslcdn@dtid@d under vacuum
extracted wt 2
to %%Hég?ﬂ‘i%cé’a‘waé s @H&%‘:’?'%é&ﬁ‘g&%% ggi“@ﬁ@g}'i ed by
BT@-KNiHlﬂﬁ@IehE’hCismmnw wlmmems-émnAatwgnaml esfer
aff rd. h‘ﬁ?)lo{sl L e ngﬁasﬁr}\alé%se Qulfgngll'mvgqla)yl)%eﬁ%ié gci& %e%l
esﬁ*r (O\B@hQ BahrﬁBIGS)]JnSfMFf Gyl )yrend M) H@I-(h0 Til) bexs stitree fnyaleound
boﬁowé‘at‘%éﬁ{i‘ﬂ?rﬂ%{ir% 2 30Pr Aipiytier /Y P NitE O R Sh 17 |
mrilaoleg?’)] |ﬁlH}®Q|1 ARG Wad- 4H3ed dr&pmﬁdee&%}actloaunﬂlzgﬁ*é ek p()dremtnto a
nmol es n St at
coficdion pheatpiaied st PEPLIE S\ R BT e piracgghiith Efbac
Cdn%’ﬂmﬂt’i alagIdried dvbtkieSOy afd vasbeirated xhdexciedumite afford the titie
drie e conc ntrated under
coliRgHAPS o yﬁa?weﬁﬂ@?@%% %&j‘a‘ ( 2.56 g, 7.22
Stmb ¢g¢3-Chlsrepeiizyl)-2-(naphthalene-1 -sulfonyl)-1 H-indazole-5-carboxylic
: (napht hal ene- 1- sul f onyl net hyl ) benzal dehyde A
aci QO egfer
3- ( mapintival of Bendphtbdlemerisoiioriy)t )H-ivdakale-6-taebxaliciatiy dwethyl
es%%ri(ﬁ.g 9 Zéﬁnrﬁg&%g&)chﬁ&e’& PirSinel (8.4, O nitidles) 2t
cesium carbonate (0.87 g, 2.7 mmoles) in DMF (5 mL) was stirred together in a
round bottom flask at room temperature for 30 minutes. Reaction mixture was
diluted with H,O, extracted with EtOAc, washed with water (2x), brine (1x), dried over
Na,S0O,, and concentrated under vacuum. The crude product was purified by HPLC
using as eluent 30% EtOAc/hexane to afford the title compound as an off-white solid
(1.01 g, 2.07 mmoles).
Step 5) 1-(3-Chloro-benzyl)-3-(naphthalene-1-sulfonyl)-1H-indazole-5-carboxylic
acid (2-dimethyl-amino-ethyl)-amide
To a solution of dimethyl ethylene diamine (0.02 mL, 0.2 mmoles) in THF (2
mL.), cooled to 0 °C was added LDA dropwise (0.15 mL, 0.3 mmoles). To this
mixture was then added a solution of 1-(3-chloro-benzyl)-2-(naphthalene-1-sulfonyi)-
1H-indazole-5-carboxylic acid methyl ester (0.05 g, 0.1 mmoles) in THF (1 mL).
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hydrogenated in a Parr hydrogenation bottle (250 ni)

at 52 Ib/in2 overnight. The m xture was filtered
wo boooogttiCel ite, and the filtrate was concent rBEBUS2006/030965

under vacuumto afford the title conpound as an

off-white solid (2.4 g, 6.85 nmoles). Step 4)

3- (Napht hal ene-1 -sul fonyl)-1

tf-i ndazol e- 5- car bal dehydeA mi xture of
Mixtgreawasallosed ia parm sl orros teareraiten Repclitpi{He M e
duut(ea viithQvaté&, éﬁré@f@d W Etdk\cTh"i) (d—QCm-(hx Ll &%M@é w(e?eowashed

) was stirred in a round ottomflask
Wlthé%rnet(henar& cansaniiaied Hoderivacy@togasiayd the tilg qqmmégd (913 BpO
0.04 Anf¥gs)was added. The reaction mixture was poured into

a col d 'sol ution of saturated sodi um bicar g_Pnat e 100
5 Stenﬁ) NaRd(Disethydaratno)iethyi E=3-dixnaprkitasauionylild-thdagel &fer
carbémtide and concentrated under vaouumto afford the
title conpound as an off white soli A}
mrdt @g(juregf éﬁB—ghlop@ benzyl)-3- (naphthalene— -S Ifon ) -rndazole 5-

card};x IHé Mheh&yt-é&wﬁro{éthﬂpahtdéwb%tg focmyimnoled),i mdsoqh il

et hane- di anm n
andé }érLéWés f“%‘r‘:ﬁ P'dﬁ9'i“)teTPEfaHH%£b? guRdhatinn) flask yader
10 oxygéh é%o@ph&e5Ar@ﬂlltbn of bb‘@%rbm't uatdsddee(oosdham U&rr(nﬁbl&) was

fumtriacetox r ride (0.7 mol
oG QrRRASSATAAE a5 D IS SETBH atepoarin, Eisclah e e
quehétiedddittNgRuratigt RHme Mol cl?ﬂdrﬂ@, eitié@te@ql/mﬁﬂbt Amﬁnéceﬁwed
vacuo, crude materia ersed i er
NazB o G a0 ST yoirtr CRicekaepind Brs puife b ke
phas@shi@thatddrioHyab Gffert e title cahpeourd, Af: erfsd 428 ig+Hie
target material as a free base. The latter was
converted into hydrochloride salt by dissolution in
met hanol, followed by Exsapreets2 with the excess of 2N

3-<1551r%'?f§%§'?f§ﬁrf¥f-‘@9§*§hsa]mqirvrﬁsﬁr'i?Ha*%r"%% e'é?ﬁﬁvf 3%%"1'9%200
0C, MS (APPI Vi Exanpl e 154
§>5g@§® U i o SR
H;CO B N y
N) 2) KOtBu 7 ))\©ij

Using essentially the same procedure described in Example 151 and
20  employing1-(2-aminoethyl)piperidine in step 5, the title compound is obtained and
identified by HPLC and mass spectral analyses, MS: (ES*) 463 [M+H] .

15

Example 153
N, N, N’-Trimethyl-N’-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJmethyl}ethane-
25 1,2-diamine
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Usi ng essentially the sane procedure described in
Exanpl e 153, step 5, and enpl oyi ng Boc- protected

w@geoyopyit ol i di n-3-yl am ne, foll owed by the reP@EB2006/030965

the Boc-group by TFA in nethyl ene chloride and
treatnment of the free base with 2N HCl, the title
product was obtained, np > 200 C; M5 (ES) (MtH) +
407.1; MS (ES) (I\/H—I+Na) + 429 1Exanple 155 N-{[3-(1 -
Napht hyl sul fonyl )-1 Hi nff820| 5yl ] net hyl } et hane- 1

. 2-di am ne 0=5=0

3- ( Napht hal ene- 1- s1ul m 1H i ndazol e- 5- car bal dehyde
(0.3 mmmol) was strir r 24 hrs with the excess of

et hy e diam ne (21 waol ) in nethanol. Sodi @
bor jde (0.6 nmwolpycwas added and stirring

cont |Onu for anot her—24—hr-s. Afté'r*s conpl et?BR, the
vol ati | e vieze r erfbvedios el vac uon,g” mdé@ﬁ?ﬁ al
diluted with cold water, &lCIdIerdtOCif!) filtered
of f, washed on a fﬁ’f*te(\mit‘mcol d water and dried to

afford t he target mat & al as a free base. The latter
was converted into hydrochloride salt by dissolution

t t of
step) Ap-BRRP Rl Ts UL R A R AL TGRS t o
a{VLA? hdxttérlfaaftzrmr?gamﬁwm, 3px3lan®@1.88g, &6 rﬁdﬁ&t-)s) adL1-
+ a . .
ohlqrpmE I SRS 30 alee (bt Hiyt S yiap Stes InfIie (5%
mL) étHﬂSEt“ﬁ m@/}cﬁhbmﬁaﬂnﬁ@sﬁahdéﬁ@&rog@nSb)sdwbna @M gotassium t-

but@p gas @«gqri v rggﬁégé:l g\rrﬁ.lagg ; haI 5 eov%raS alﬁc grrl] ¥1 Elr pleﬁ"ﬂ:slcim]laZ

Tenﬁpe(réﬂf@ﬂb& devﬁéd {oaRgltd —dbkc %&ﬁé %&u@@hﬁ@h:@@%@iﬁmd at

his 9 .5 mol es 3- chl orobenzyl br om dqud
rﬁemper@ Lﬁer‘fﬁftﬁ s % Qi reasion MR M@ﬁé’toé!re(ddmfg? 2N "l§3’
extERRleAh Et@Alal\/Enécﬁomr Na,805 ahHicbh@mhtraRIAIrHRF vaduufh.r ound
Comgg&n%n\)v;sl, gﬁc’nﬂed by normal phase HPLC using as eluent 40% EtOAc/hexane
to afford the title compound as an off-white solid (3.03 g, 7.6 mmoles).
Step 2) 3-(Naphthalene-1-sulfonylmethyl)-4-nitrobenzaldehyde

A mixture of 2-{3-(naphthalene-1-sulfonylmethyl)-4-nitro-phenyl}-
[1,3]dioxolane (3.03 g, 7.6 mmoles), and 2N HCI (4 mL, 8 mmoles) in THF (30 mL)
was stirred at 40 °C for 4 hours. The reaction mixture was cooled to room
temperature, diluted with waster, extracted with EtOAc, dried over Na,SO,, and
concentrated under vacuum to yield the title compound (2.56 g, 7.22 mmoles).
Step 3) 4-Amino-3-(naphthalene-1-sulfonylmethyl)benzaldehyde

A mixture of 3-(naphthalene-1-sulfonylmethyl)-4-nitro-benzaidehyde (2.5 g,
7.22 mmoles) and 10% Pd/C in THF (10 mL), and methanol (20 m_L) was
hydrogenated in a Parr hydrogenation bottle (250 mL) at 52 Ib/in® overnight. The
mixture was filtered through Celite, and the fiitrate was concentrated under vacuum
to afford the title compound as an off-white solid (2.4 g, 6.85 mmoles).
Step 4) 3-(Naphthalene-1-sulfonyl)-1H-indazole-5-carbaldehyde
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roomtenperature for 30 m nutes. Reaction m xture was
diluted with H2O, extracted wth Et OAc, washed with
WoRM002172KX) , brine (1x), dried over Na2SO4, anBICT/US2006/030965
concentrat ed under vacuum The crude product was
purified by normal phase HPLC using asel uent 30%
Et OAc/ hexane to afford the title corrpound as an
off-white solid (0.18 g, 0.4 mmol es). p 2)
[ 1-A 8vixthieoy dbaming3)(naplithalene- 1-sulfonylmethyl) benzaldehyde (2.4 g,
6. S%W%}Wn FHET ?@WL% aM"ZerI‘I"@Z(Qd) ) Wak siRES #W@lound bottom

I"or o- enzy - 3- (napht hal ene-1 -sul fon g\é ]L
flasklatad@zé\l @Ilﬁmoa:if b@mumwd@ (0391, 8¢ 9 romalegid HOGg &Lb) was

addglgi ?dctlon eﬁ”egs JLJU‘?@& Rt %g&g rsol‘ﬂl'tl@)r‘i Qﬂ%’ﬂuﬁéﬁédfbddh%

After 1 hr
5 b(cetrh@nate 4110 rab) amcb@meteﬂ/aethcﬁtpeﬁe @OmnOHnWé drige @veHida:SO.,

an q{o[%g‘%r({ "atg%mgﬁqvggudgﬁg H‘ it S ! RR&oRYoRhd 98 ah @fafHirrdlid

ion vent the title conpound as
(1. 891g;(ﬂ®n1nmﬂss)sol id (0. 18 g, 0.4 mmoles). Step 3)

Step émﬂ}y ATl i)r): 5234 BaRBh A REABAYY R thaor4-L

yllrhéthyBetidne-bBetiging- 3- (1- napht hyl sul fonyl )--//-/-i ndaz

10 °'t h? l(MLﬁatH&Ef@T&hwér&)% &da&lésm%éldérﬂ@ie go e gpo Bhinol),

in methyl ene chlori
tnmatfadae&weme digrgng ¢9- mrnoli and $Qiiywr6 iHaCRiIRRIPRYSHdE (0.7 mmo)
o@&h&r@éﬂh@ﬁe gfpmi; ¥v!s sl@re% A0PBbh te ér(ﬁfuréfdr@ﬁlﬂﬁﬂ Amer 30

an exc | or oet hano 2 | ) ,Wassg?dded
corawatwm dherpolyant wag wm@w ip ypcuy 85@?6?%@“% digpersed In ygtes@nd

thed{id b%gﬁﬁef@ 4 eﬁdﬂféﬁﬁéteﬁ& v&é%ffnté?edftrfSandT\h@sHeeaﬂm O water to
m xt ur th water, extracted wt

15 affoerar dviedhalarert ”éﬂ}ﬁ'idﬁ‘i A8 tss tsos b giier wes comendd into
hy&rBERIBRAOEH BRI ES5 oRffioR iirl nethadill, folswved bﬁ’r&%’t&tdﬂ\ymth the excess
acet at e/ hexane as an . elu nt to affo 591 tt c%
of 2M H jage tr(eoe\@guatlononf e |eesslj1 vagzll%{g) al{gor e title compound
hy&r%crﬁlén&e?séﬁwhﬁmb@owln)ls%Arémz)inm waepe 1-sul fonyl)-1Hi
ndazol - 5- yl net hoxy] et hyl }di net hyl am ne A m xture of

1- (3-chi orobenzyl ) -5-( 2- chloroethoxynethy) 3-(1-
20 napht hyl sul f ony) - 7H- i ndp&@hsie 16408 g, 0.16 mmol es) and

A5y oS o By Pt e
Hydrochloride
O*s!\ . B1(;C\ Q‘NHz {\lj\ HCl !.

O§S¢.O
2) TFA N [ N
N N
H 3) Hel H
25 Using essentially the same procedure described in Example 153, step 5, and

employing Boc-protected S(-)-pyrrolidin-3-ylamine, followed by the removal of the
Boc-group by TFA in methylene chloride and treatment of the free base with 2N HCI,

the title product was obtained, mp > 200 °C; MS (ES) (M+H)* 407.1; MS (ES)
(M+H+Na) " 429.1
30
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M xture was cooled to roomtenperature, diluted with

wat er, extracted with Et OAc, washed with water (2x),
whetn®2171x) , dri ed over Na2SO4, and concent r at BCT/USZHE6/030965

vacuum Conpound was purified by flash chromatography

using as eluent 5% CH3OH/ Et OAc to afford the title

conpound (0.08 g, 0.15 mmoles). Step 5)

W/ V-Di et hyl - 2-{[ 3- (1- napht hyl sul f onyl ) - 1H i ndazol -

yl ] met hoxy} et hanani ne Example ipa of {2-[1

N B e e P e G,

015 nmol es)m/m( 1 m) and f-BuOH (0.2 s
stlrred at empeg-atdife in a round botto sk
under ;ox ge =t rmsphere A sol ution 8f' pot 8&ssbum
f-buto 40. 05 i 0.05 nol ey ~wasy opw se
and t he ¢tion ni3dlre stirred for 30 N Reaction

m xture was quenched with saturated anmoni ufh chl ori de,
extracted with Et OAc, dried over Na2SO»4, and

Co e AL RoHE oS SOTRENRE (ol

strinfetido24 hes witht the ezcasp ofiaithyleng dnaﬁﬂlﬂ)@(‘bmmql)m (r@gqe)nol Sodlum

0 1
soft VA N eG4 s ppinseg orgnathe 3¢ o At
compleBiod; thevoiatiigs wets sotdved irdeacgpe grude material dlluted WIth cold

wa?’er ?ﬁglfléd 'EB é)H 9 41lf_iﬁ'térgﬁ %ﬁr % h%@ %'n('ﬁll{e? Qntﬂ@oﬂl watéloélnda?ned to

tassi um
affmsthsztargnbm)atawekas asmee;bm vTaeya%ﬁim qonveﬁ%d lmwmmlorlde

saﬂ%}l dﬁsgbmlbm}\ Wethgn&]' ftoﬁcgbémzt%eﬁm@ﬁt with ﬂhe e'i@es@of@ﬁpl'-lbl and

erature and stirred for

the @\eaquamn ﬁﬂngﬁ ypletigadr vasen tpeffard the Wt%cqnérmaiefﬂg 31390i “m

ms$ (24Q818uirp+ 200 nL water). The brown col or faded
\sva ) an%ﬂtﬂe formed yell ow precipitate was filtered

and washed with water and dried in vacuo to provi de

the title conpound as agyfhprR\Y56
N,N-Dimethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yljmethoxy}ethanamine

| RN 2) NaBH, ?H: ‘HCI O:S:O
K@fﬁm 3) Ho/\/ c H°C/N\/\H/\©f\<w
H 4) ,CH3 rI:li
H
5a) KO:Bu
5b) Hcl

Step 1) 1-(3-Chloro-benzyl)-3-naphthalene-1-sulfonyl)-1H-indazole-5-
carbaldehyde

A mixture of 3-(1-naphthyisulfonyl)-1H-indazole-5-carbaldehyde (0.17 g, 0.5
mmoles), 3-chlorobenzyl bromide (0.07 mL, 0.6 mmoles), and cesium carbonate
(0.19 g, 0.6 mmoles) in DMF (5 mL) was stirred together in a round bottom flask at
room temperature for 30 minutes. Reaction mixture was diluted with H,O, extracted
with EtOAc, washed with water (2x), brine (1x), dried over Na,SO,, and concentrated
under vacuum. The crude product was purified by normal phase HPLC using as
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solid (14.74 g , 98%yield). M5 (ES+) me 290 (M)
Step 2 1-naphthylenethiol, Cul ethylene glycol, /PrOH
w@2qoRapttthal en- 1- yl sul fanyl ) - 5-ni t ro- 1H i ndaz oPE&T/BS2006/030965
m xture of 3-iodo-5-nitro-1 Hi ndazole (10.00 g, 34.60
mol ), 1-naphtylenethiol (5.54 g, 34.60 mol ), Cul
(O 659 g 3.46 mmol ), ethylene glycol (4.30 g, 69. 20
(2) i sopropanol (49.40 nL) was heated at 90

e'L{?ﬁH% %rﬁtpﬁs@@ﬁam,@rqﬂogqma tily gpr@gouny as,ar affyinits S%%O 189,
04\@,%@5[) CH2Cl 2, and passed through a pad of silica
stfel H.T%Scﬁg‘%'r&?ér?aw:%ér%&%ﬁ VpuBorad -4 Bepassphedtmsthanol

pr 0\4L eCHhiBR-bdrizlyB-30aaHakEehd-P-sbif¢hyl) 4 nd abdie G aldet de
©. é8% I\‘é«ﬂ; m%%n wagdfsgg% @Jﬁ%mqﬂf?%%me@'tm%%@ the excess
of ﬁ?dﬁﬂlﬂtﬁ)r@fydﬁgé l(@tp. hirh@’il) Gﬁte(]j:“l hr the reaction mixture was diluted with

nitro in
walyeangl BR PRL AR oAt pAIsdptoraiofd tare AgRjon of
thdz BolteChive ﬁt{kﬂ&: . tunu@s a&toldrlb@ﬁa@lg (00@D, townmzs cAdsLr et for
[ ed Wi , she [
stapab 1SR beey s G abrREB el el 2 Rl e
intaxl® to affort the crude i nt ernedi ate whi ch was
di I

ot i PlfoferY it meBbny SR R ik nEfangl Bdg o

0.4 trfigi)dnd dﬂtgepnmdll eahh)& anﬁne;mmsn in( |_115th¥/&ng hchlb;ﬁlae O.L‘etrmtmdlﬁo idd at
MeOH . , rochl ori [ e a
e ot Rnesn S Shhfiide Bt B mheD) el sefing for
30Naﬂérmxcbbs?6mclsloid¢tﬁannl (2 hraclayas added! arydathewmsture stirred for
nbi r

=fifioh§ 2 58 A a8 CH T oo BOREA ISR Gt Ther el Gocure
wasydilotadowmitit wgtea pExjragied with eittyl acetate godafted evapveationtdf eolvent,

ch W&%ﬂhég oﬁgiliga gé%n%vﬂﬁgihyyéc%kaqglhe%e( gsséﬂ el[]ér?t tg %ﬁord -
the target material (0.08 g, 0.16 mmoles).
Step 4) {2-[1-(3-Chlorobenzyl)-3-(naphthalene-1-sulfonyl)-1H-indazol-5-
ylmethoxylethyl}dimethylamine

A mixture of 1-(3-chlorobenzyl)-5-(2-chloroethoxymethy)-3-(1-
naphthylsulfony)-7H-indazole (0.08 g, 0.16 mmoles) and dimethylamine (0.28 ml,
0.56 mmoles) in DMSO (1 mL) was stirred under nitrogen at 100 °C for 4 hours.
Mixture was cooled to room temperature, diluted with water, extracted with EtOAc,
washed with water (2x), brine (1x), dried over Na,SO,, and concentrated under’
vacuum. Compound was purified by flash chromatography using as eluent 5%
CHs;OH/EtOACc to afford the title compound (0.08 g, 0.15 mmoles).
Step 5) N,N-Dimethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yljmethoxy}
ethanamine

A mixture of {2-[1-(3-chloro-benzyl)-3-(naphthalene-1-sulfonyl)-1H-indazol-5-
yimethxyl-ethyl}-dimethyl-amine (0.08 g, 015 mmoles) in DMSO (1 mL) and t-BuOH
(0.2 mL) was stirred at room temperature in a round bottom flask under oxygen
atmosphere. A solution of potassium t-butoxide (0.05 mL, 0.05 mmoles) was added
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Step 4 ether

N1-[ 3- ( Napht hal ene- 1-sul fonyl ) - 1H i nda2ql - 5-yl ] - et hane
WO 1902402hi7am ne di hydrochl ori de A m xture of PCT/US2006/030965

3- (napht hal ene-1-sul fonyl )-1 Hindazol -5-yl am ne

hydrochl oride (334 ng, 0.93 nmol ), 2-oxazolidone (81

nmy, 0.93 nmol), and diethyl ene glycol nononethyl ether

(0.16 nm.) was heated at 170 O0C overnight, diluted with
drapyise ang thegapetiandrixiye slistrsap3) i e REREISTF BIUBRESs by
quERENERNBitrPsatlratdddmsBhiumiBhidride aéiRittedWitEIKAC, 8RddEVePN

to provide the title conpound as a white solid

86
Nax$6, ﬁﬂé’l qypce%tectgqx;erﬁp@l%70(qqﬁ.ppng@§% was conve(rted mr{g the
H@%&isaémaﬁbd&y{é’es(:ﬂmwome %itl8 dbinpBimd, anHs poglez.alis 9ES™)
pr opi onam de hydrochl oride A m xture of
41§U\%Hﬂpht hal ene- 1-sul fonyl ) - 1H i ndazol - 5-yl am ne (500
ng, 1.55 nmol), N-f-Boc-b-alanine (381 ng, 2.01 mmol),
1-[3- (dinethylam no)propyl)] - -et hyl car bodi m de
hydrochl ori de (386 ng, = ) in CH3CN was stirred
NR[3-(N2PRtHREREN JulfoRy DM E-iNdgFdl-5Aif-etitieen RicRdmhet O
d@a{ ﬁ{% he resulting residue was subjected to TFA,
! ride and purified by reverse phase HPLC
fol | owed by treatnent with HO sol ution to provi de the
Sttit1| e conpound as a white solid (180 ng, 24%yield).
fB'(ES+) me 395 (MH+) Exanple 159 Step i

{ 1-[ 3- (Napht hg, hen-l - sul f onyl
H i ndazol - 5- yI ca by | ] - 'é{‘?fy Fcarzgm
tert-butyl ester xture of

3- (napht hal ene- 1- suI fon¥ - 1H i ndazol - am ne (500
3-logo-Srnitro-Hiingazole fadine (26169 Hed- ?Emm%anc&p@asswm |hydrOXIde

peﬁeté 31190 gezcbtys@mnﬁw \Déﬁé%ﬁl:&dssw@rlyedd%b GRb qummﬂﬁ

drochlor|de was stlrred

so iop SB%Htt@'ﬁ?é\ZakedﬁéO&«é? AB grrol) @ ﬁeeﬂemeedureamd stirred for 4
dapsirTHe redctiy) raRfPETaS Hehitired ihth R3O Trblution (11.06 g in 200 mL

water). The brown color faded away, and the formed yellow precipitate was filtered
and washed with water and dried in vacuo to provide the title compound as a yellow
solid (14.74 g, 98% yield). MS (ES*) m/e 290 (MH")

Step 2

o, S, \s
N |: [ N

H N
3-(Naphthalen-1-ylsulfanyl)-5-nitro-1H-indazole A mixture of 3-iodo-5-nitro-1H-
indazole (10.00 g, 34.60 mmol), 1-naphtylenethiol (5.54 g, 34.60 mmol), Cul (0.659
g, 3.46 mmol), ethylene glycol (4.30 g, 69.20 mmol) in isopropanol (49.40 mL) was
heated at 90 °C under nitrogen overnight, cooled, diluted with 30% MeOH in CH.Cl,,
and passed through a pad of silica gel. The solution was concentrated in vacuo and
purified by chromatography with 1% MeOH in CH,Cl, to provide the title compound
(5.59, 49%). MS (ES") m/e 322 (MH").
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WES2@p/021711

in CH2CI2 to provide the title conpound ( 1 10 nmg,
48% , characterized by NVR and nmass spectral anal yses.

N1- [ 3- (Napht hal ene- 1- sul fonyl ) - 1Hi ndazol - 5-yl ] - propan

e- 1, 2-di am ne hydrochl oride { 1-[3-(Naphthal ene-1

-sul fonyl)-1 Hindazol -5-yl carbanoyl ] -ethyl }-carbam c

acid terf-butyl ester (120 ng, 0.37 nmol) was

subjected to TFA at roomtenperature for 2 hr and
Stepdcentrated to dryness. The resulti ng resi due was

heated with BH3 in THF (1 M 45 ) at reflux

overni To the m xture vvas ||S g’dﬁg%g‘ 6--
hesmPBA BECIS Ol | ar® e&l at HAQ ' or
ofcentrate ano rlrf Rd by revers

0, : '
2& ?ﬁ‘ entrat ed,
flol | owed by treat ment HCl sol ution t

N
3 @%f“f%ﬁ%‘%?%f‘@h oun é "8 Sl\rﬁ& ure ONPS» naph ha‘ﬂn 1-
ylst{lfamg)aa-phrtog’a-li-&fdezdle {5. BD bo ng.h ) frikmol) and 3- chlgrope;]olxyberazmc acid
g RSTE T G PSS 4 .
dilseamitheEtDB@, washeelnypithola 150 ; (sButivB acatdfa bring daied tolrer r(\jlazso4,
BRI AL o 4 e AR VR s o0
diresilyt foothel Nextistel rewttian Without fgrretr barnfu:aljon 270k eniriture of the
AR BB AR TRTL8 L  raR g e
hyprawtiloeit atidovestbeataul af 6062, (ittepwith ChisClhandstautralizeg! to basic
wi{nﬁﬁggg% %lr {\Iﬁ%ﬁ@a ]%!gtlinog]l glc?\%p()a%ﬂggusv\@%rqpésaéﬂr%gtedI\@th(agl':dlz.
Canidhedelgphighayess Wefe3iredayht NaiSéheantl cosoéritaated in-vacuo
foldwdddRANronatdhiapRy BOHRBASH Brovide the title compound (2.50 g, 45%
overall yield). MS (ES") m/e 324 (MH")

o)
2 O o 2
o= —/ Ho O=S
HoN
’ N O HzN/\/N\©\/£N O

N diethylene glycol
H «Ha monomethyl ether *2HC

N1-[3-(Naphthalene-~1-sulfonyl)-1H-indazol-5-yl}-ethane-1,2-diamine
dihydrochloride A mixture of 3-(naphthalene-1-suifonyl)-1H-indazol-5-ylamine
hydrochloride (334 mg, 0.93 mmol), 2-oxazolidone (81 mg, 0.93 mmol), and
diethylene glycol monomethyl ether (0.16 mL) was heated at 170 °C overnight,
diluted with MeOH, and purified by reverse phase HPLC followed by conversion to
HCI salt by treatment with HCI solution to provide the title compound as a white solid
(86 mg, 21% yield). MS (ES*) m/e 367 (MH")

Step 4

Example 158
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hydrochl ori deStep i
3- ( Napht hal ene- 1- sul fonyl ) - 1H i ndazol - 7-yl am ne The
wao pao7@210onpound was prepared accordi ng to the PCDUSIHOG/E30965
descri bed in Exanple 157 (steps 1-3) and enpl oyi ng
7-nitro-indazole as the starting material. Step 2
3-Di net hyl am no- N-[ 3- (napht hal ene- 1- sul fonyl ) - 1H i ndaz
ol -7-yl]-propi onam de di hydrochl oride The title
conmpound was prepared ith bpHTI | ar manner as descri bed
in Exan'pl e 15@ @a el oyi g t he appropr i at & t| ng

S
0

H i ndazol I ]-3-pfpefidin-1 -yl -propi
hydr ochl ori d The title conpound was 'pHCépared in a

3- ﬁhﬂbb N—Lﬂ%ﬁﬁfha?&éj?éﬁffbﬁﬁﬂd HOn SX2817- 3?1 ﬂa%@ﬁ‘i’mlde

e appropriate Starting erial. +%
hydrgclquggd@Myt@gﬁ%(@phthalene 1-su|fony|) -1H-indazol- 5-y|am|ne (500

358 AP\ s BRRIENabeRR: rauhany fo-Li+ | ndazol -

ropi dnam hydr och he tI't npound vvas
(dpn@bﬁar@mODmow%Brﬁthsdrparh@dm\eie Rysirapbioside 1H3%6 ml E%mﬂl@) in

Qﬁi E@g sﬁlﬁ?c!! Qtyrggﬁﬁ tmﬁ %@5 Q)Qfer'n?gflhg gﬁé 86ddenNgatEBt S bhAbss. The

reguljipg rﬁslduepf@smamteﬁiatp diré. gomnfr@tqrw andipyrifind &Y 6@ veese/phase
HPPE 98 %arsg%awg{t %h'ﬂm's@ﬁm{aﬁ wgro@gg gﬁae {itfd dompdiRd S

proce dure deser npl oyi ng

whlasTA G181 g, SO NED! S48 ey mye 395 (Mdazal b o2 | he

starting material, the title conpound was obtai ned, M
(ES+) me 395 (M)

Example 159
Step 1

xI
N
=z
;zﬁ?
Z. 2 -
7 ~%=0
m [v3]
lw] Q
of A
o ZXT
u
[#%]
o—g=
2y ¢
X
W
[}
(2]
I
o
$=0

{1-[3-(Naphthalene-1-sulfonyl)-1 H-indazol-5-y|carbamoyl]-ethyl}-carbamic acid
tert-butyl ester A mixture of 3-(naphthalene-1-sulfonyl)-1H-indazol-5-ylamine (500
mg, 1.55 mmol), N-t-Boc-alanine (381 mg, 2.01 mmol), 1-[3-(dimethylamino)propyl)]-
3-ethylcarbodimide hydrochloride (386 mg, 2.01 mmol) in CH;CN was stirred at room
temperature overnight, concentrated, and purified by chromatography with 3% MeOH

in CH2Cl; to provide the title compound (110 mg, 48%), characterized by NMR and
mass spectral analyses.

Step 2

9
B /kr T TFA (s) 0=3 O
oc. BH3, THF J\/
N \C(\< — HN \ —2 > N N\@ O
N
H N
Hel

N1-[3-(Naphthalene-1-sulfonyl)-1 H-lndazol-5-y|]-propane-1 ,2~diamine
hydrochloride {1-[3-(Naphthalene-1-sulfonyl)-1H-indazol-5-ylcarbamoyl}-ethyl}-
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Exanpl e 166

3-Di et hyl am no- N-[ 3- (napht hal ene- 1- sul fonyl ) - 1H i ndazo
WO 200792171 pr opi onam de hydrochl ori de Usi ng essePtT/a51096/030965

t he same procedure described in Exanple 158 and

enpl oyi ng 7-am no- 3- ( 1- napht hyl sul fonyl ) - 1Hi ndazol e

and the desired amno acid as the starti ng rmteri al s,

the title conpound was obtai ned. M5 (ES+) '_;ILA
carlyavpie)aoich fast-eutylesstet (120 Mgy dhé h HI"E%M@S %@lePt?ﬁy‘io) at room

nﬁ'ef Q%ZfPll 2 @w léhli cén&'nﬁﬁfe'd% Rirhesy. Ty %@Umﬁ@ﬁésﬁme was heated

tially th
wntthgi@ i wgr(% M, @@my @?E%SQ Qlﬁga{ngg%fﬂ gglt%%xtgrréowas slfowly added

MO I R o e, t e o
concentraied.oasbowiieddy wyemerb@se ik L((%fﬂ"j’wﬁf’ é’y4t6éoat’(“ﬁﬂ+‘j‘”th HC
nd (35 mg, 38%). MS (ES*) m/e 381 (MH"
So'g?&’%%ntg??n“yqéa%eﬁ'geﬁfmgou g, 38 T oyl ) L daz
-6-yl ]-propi onam de hydrochl oride Using essentially
the same procedure desSgih 460 Exanpl e 158 and
enpl oyi ng 6-am ng- 3- (17&%’%u| fonyl) - 1H-| ndazol e
and the desi r%d' no acid as sta nrg ey &
title gRrPQUAE Was, obt ained, VB ( 4
Exanpl € 3\r\DI yl ami no- N-[ 3- (%apht @ N
- sul f onyl ﬂ+| ndazol - 6- yl ] - pr opi onani e N
hydr ochl ori de Usi ng essentially the s3lte procedure
(S)C@Méth)hﬂ‘ﬂl -[33(naphathHalenel b8ukionylpittingazul-5-yl]-butane-1,2-diamine
lg i (1- napht hyl sul fonyl) - 1H-i ndazol e and the
d"ﬁ’é’??? 8M9%i no acid as starting materials, the title
conpeingcbseastialip tra seetk prvEeduESdescribed %Exque)wE)aad‘pl e

e"‘l&%ﬁ@i@% B%’\l;lp 1%92%] sta}rtir}gi‘f‘\g eg%}/ lrt]ﬁee fl‘tle compound was obtained,
MS (ES") m/e 409 (MH")

Example 161
N1-[3-(Naphthalene-1-sulfonyl)-1H-indazol-7-yl]-ethane-1,2-diamine
dihydrochloride

Using essentially the same procedure described in Example 157 (step 4) and
employing product from Example 162 (step 1) as the starting material, the title
compound was obtained, MS (ES*) m/e 367 (MH")

, Example 162
3-Dimethylamino-N-[3-(naphthalene-1-suifonyl)-1H-indazol-7-yl}-propionamide
hydrochloride
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di hydrochl ori de Using essentially the same procedure
descri bed in Exanple 158 and enpl oyi ng

wWG2@mozio18- ( 1- napht hyl sul fonyl ) - 1H- i ndazol e asPGI/E§10061¢30965
material, the title conpound was obtai ned, M5 (ESt)
me 367 (M) . Exanple 171
N, N-Di met hyl - N-{2-[3- (phenyl sul fonyl ) - 1H i ndazol - 7- yl ]
et hyl }am ne hydrochloride Step i C CH2SO2Ph

Step & ono- 2- ni t r obenzyl phenyl sul fone To a stirred
solution of 1-bro - nitrobenzenre £10. 1 g, 50 mgl

and chhzqtdp;rret hyl | schgne (9o% OS i rb-a
108F $hder ge
rBu in TH X0 110" The deep pu N
@a'&tlonls Imwedto warm t o g, UCover 15ho sH and

then treated Weth gl aci al acetic acid Thé
3-Napbthalene¢-3-sgilfonybd Hninﬂhqual-nlan(im@ﬁihﬁt§e @@mp@mdw@t ed

Al

o B A oo a oo e Ry R
emeyind frodietindazale pythestaring material. ght or ange sol i d.

Trituration with ethyl acetate and hexanes affords the

title conpound as a pale yellow solid (13 g, 73%. M:
SteB@ - 141 0C. M5 (ES-): 354 (MH Step

26- Br ono- 2- [(phenylsulfonyl)ne&h aniline Catalytic

hydr ogenati on of 6-brono-2- gi gnzyl phenyl sul fone

(0.36 g, 1 mmol) |nthe prageyce pl ati num on

car bon, disulfided and hyﬂ 45 psi) in ethyl

al cohol (40 nml_) for |1 houf glives a reaction nixture.
The reaction m xtureN [Ntered through celite and

concentrated in vacuo to §iveHthe title conpound as a

| ht brovvn solid (0.32 g, 99%. l\/P_| 174 - 177 0C. M5,
yagyao( nap thalene-1-sulfonyl)-1H-indazol-7-yl]-propionamide

dlhydrochlonde The title compound was prepared in a similar manner as described
in Example 158 and employing the appropriate starting material. MS (ES™) m/e 423
(MH")

Example 163

N-[3-(Naphthalene-1-sulfonyl)-1H-indazol-7-yl]-3-piperidin-1-yl-propionamide
hydrochloride The title compound was prepared in a similar manner as described

in Example 158 and employing the appropriate starting material. MS (ES*) m/e 463
(MH")

Example 164
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Step 3 7-Brono-3-(phenylsul fonyl)-1 Hindazole A

solution of NaNO2 (0.91 g, 13.35 mml) in H20O (10 nl)
woa®7aeided to a sol ution of PCT/US2006/030965

6- br ono- 2-[ (phenyl sul fonyl )nethyl]aniline (2.9 g, 8.9

nmmol) in 70 nL of 4 NHClI at approximately 5 O0C. The

reaction mxture was stirred for 30 mn. at 0 0C, and

neutralized with 10 % NaOH. The resulting solid was

collected by filtration, washe@ wat er and
purified by flash chromatogr &Ry % et hyl

acet at e/ petrol eum et her) or e title conpound
as a pink solid (2.27g, 9 Np: 3 -175 0C, MB
(ES-) 335 (MH) Step 4 )ti N

3- (Phenyl sul f onyl ) HfNyj H H-i ndazol e A m xture of
7- Br ono- 3- (phenyl sul fonylA - 1HCI ndazole (2.72 g, 8.07
nmol ) and

3-4miho-Oi-[3sfraphthialena-tisplfphyldpHrindazaldtykpirepiphamide0. 94
. wer ' [ i G

lrodniBrB 3 1B b TPhAE Heb et USRI 32 de Bned
Exdmple johand amplsyingdhe appropriate starting materiall BISESR)) mA03®s5
(Mﬁ‘?) was added and the m xture was refluxed for 15

mh or until turned black. The m xture was cooled to

roomtenperature, diluted with ethyl acetate (150 niL),

1 MKF (25 nm) and stirgednbRr1 hours. The resulting
tin salt precipitate wasS rel by suction filtration
and the organic | ayer was washedow/fm\water (100 niL),
then brine and dried over MySO4=S i

concentrated in vacuo. ur on

fl ashchr omat ography@;t aget atef petrol eum
ether) gave the thN"e~conpourd & a |ight yellow solid

(2.02 g, 88%. M: 129 - ".lS(,l,C@C. M5 (ES+): 285 ( MtH)

Step 5 2-{ 3- s’PhenyI sul fonyl)-1H i ndazol - 7-yl ] et hanol
3-AgnigodNb{Astnaphthslene-(1 swfony i Hriodgzol-67yl]-pregibnamide
hydroBRRfee (2.0 g, 7.04 mmol) in THF (40 m ) at QOC
was added dropwi se BH3-THF (15 ml_ of 1 M THF

sol u¥$iBg essentialipline samegreendyrd dascrleed istExamnte 9% axd

ehpleyifig 6-amino-3-(1-naphthylsulfonyl)-1H-indazole as the starting material, the
title compound was obtained, MS (ES*) m/e 395 (MH")

Example 166
0
0=$ O
Q\/\(N O «HClI
\)‘1 NH N
\/\[O]/

3-Diethylamino-N-[3-(naphthalene-1-sulfonyl)-1H-indazol-7-yl]-propionamide
hydrochloride

Using essentially the same procedure described in Example 158 and
employing 7-amino-3-(1-naphthylsulfonyl)-1H-indazole and the desired amino acid as
the starting materials, the title compound was obtained. MS (ES*) m/e 451 (MH")
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at 0 0C, and H20O (20 nL) was added slowy. To this

m xture was added 10% NaOH (17 nl), 30% H2Q2 (15 nl)
wW@pa7ok1m xture was stirred vigorously at rooP€T/US2006/030965

tenperature overnight. The m xture was partitioned

bet ween et hyl acetate and H O and the aqueous | ayer

was extracted with ethyl acetate (2 x 50 nL). The

conmbi ned organic |ayers were washed with brine, dried

(MS™) , filtered and concentrated under reduced

pressure. Silica gel clExamploggaphy (50% et hyl

acetat e/ di chl or onet hane) gave t e tle conpound as a

white solid (1.42 g, 66%. 138 0C. M5 (ESH+):
303 (M+tH) Step 6 2-]3- (P e
H i ndazol - 7-yl ] et hyl /Al\mgt mlz sulfonate To a

sol uti on of
2-[ 3- (phenyl sulfon@ 1H-| ndﬁzol 7-yl]ethanol (0.64 g,
N-[3-(NapAtHalene-1LsabNI-AHS ndazIHeoyI BRI petitiin {13()-priopicataniiE

was added pyridine (0.43 nL) and tol uenesul f onyl
hyemcmqraﬁe (0.475 g, 2.5 mmol). The solution was stirred

f or ybghyssiafy tHeonimd Qﬁb@duﬁé describdien Exafhpled5md

concentrat ed in va en, u
empyIna e g s par - RS ttehe Koo 9 opig as
thestaBing materiild, gy titldr doptbouiv @8 obtdindd, ®f(EShdve 463 (MH )
concentrated under reduced pressure. Silica
gel chr omat ogr aphy (50% et hyl acet at e/ petrol eum et her)
gave the title conpouncammplew8te foam (0.9 g, 93%.
M: 6 1 - 64 0C. M5 (ES-): 455 ( Step 7
N, N-Di nmet hyl - N-{2-[ 3- (phenyl 551" @ )-1H i ndazol - 7-yl ]
et hyl } am ne hydr ochl or| A o ut on of
2-[ 3- (phenyl sul fony] ) @I yllethyl 4-
nmet hyl benzenesulfon e (0{3 0.3 muo!) in
anhydrous THF (2 rrL) was ad'éféd an excess of
3- dIrﬁ@hi)&hﬂﬁbJAE[aC@a?hmaIMe-ﬁsMf&hﬁ)-sHLmaaim,e -Ji]-prapipnamitie
heated to 7 1 OC tor 24 hours. The m xture was
hygdeeehlerideied bet ween ethyl acetate and H2O, and the

aquet!%g és%kéﬂfalwﬂﬁe 8the pedcedurel deBertidayih Exaeibit £58(drfd
emplgymg 6-am|nong (‘P aphtkglsmonyl) 1H-indazole and the desired amino acid as
starting materials, the title compound was obtained, MS (ES") m/e 423 (MH™).

Example 169

e

N ﬁ
* HCH
3-Diethylamino-N-[3-(naphthalene-1-sulfonyl)-1H-indazol-6-yl]-propionamide
hydrochloride
Using essentially the same procedure described in Example 158 and
employing 6-amino-3-(1-naphthylsulfonyl)-1H-indazole and the desired amino acid as
starting materials, the title compound was obtained, MS (ES") m/e 451 (MH").
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| ayers were washed with 2 MNaOH, (2 x 15 nlL), brine,

dried (MgSO4), filtered and concentrated under reduced
w@e@ssen7el The product was passed through a pl BQr/o§2006/030965

silica gel eluting with (20% Et OH 2N

amoni a/ di chl oronet hane) to give the title conpound as

a white solid (0.049 g, 77% . This solid was dissol ved

in diethyl ether and typeate )M h 1 N HC in diethyl

ether (0.12 m,, 0.12 nké?ﬂlege—a(-{rford a white

precipitate isol ated by vacoufrfiltration. M: 76 - 80

0C. M5 (ES-): 328 (MH) BExasp 172

N-{ 2-[ 3- (phenyl sul f onyl f N * 2HCI

H-i ndazol - 7- yl | ethw)jgyslomy opanani ne hydrochl ori de

Usi ng essentially theHsame "procedure described in

N1 P fBRbRhaiche- B @Fori) - Ahdizol-6yilrghaye Rudiamihe ani ne,

the title conmpound was obtained as a white solid, np

dihydepochlarige oc,  Vvs: (MrH) 342. Exanpl e

173¥siMgidaybntitiy frelsanfenirocaduseiiésmnped inlEkarmua68 andy| | e

amne tri

t hyl } [ fl uoroacet ate i essent i. .
empleYlb FuRBNE U T I R o SR EHrAL érdrf vRAE
corfpBryivagotrinby | M8i(B8") amd 3sulgetit uting trifl uoroacetic

acid for HCl, the title conpound was obtained as a
clear glass, Ms: (MtH) 316. Exanple 174

{2-[ 3- (Phenyl sul f onyl ) -ExdmpiedZtl - 7-yl ] et hyl } am ne

drochl qri e . :
NS AL fy BBy birenyi-dtripdzs T igthyllamine, A
hy@ddhoede of 2-[ 3- (phenyl sul fonyl)-1
S H i ndazol - 7-yl ] et hyl 4-nmet hyl benzenesul fonate (0. 14 g,
'3 mol) in anhydrous DVF (2.5 m ) was added sodi um
azide (0.06 g, 0.9 mdff'§H8PPheated to 100 OC for 6

hours. The mxture was 4Bt itioned hgtwegh gt hyl
acetate and , and the_aqdeous | hyefr was extracted
with ethyl a (10 n{'%. The contft nad,; or gani c

| ayers were washed with brine ( 1 xBdi5 m ), dried

3-é%§9@nitﬁo'g.lef.£fl %eﬁ?ﬁsnﬂ%erfbté SR SHNHRA df 8hi6RE-2-
P e. Silica ge

ressur
nitrobenzene (10.1 g, 50 mmol) and chloromethylphenylsulfone (9.5 g, 50 mmol) in

dry THF (100 mL) at -65°C under nitrogen is added 1.0M KOfBu in THF (110 mL, 110
mmol). The deep purple reaction is allowed to warm to 0 °C over 1.5 hours and then
treated with glacial acetic acid (8 mL). The reaction is diluted with water (200 mL)
and saturated aqueous NaHCO; (200 mL), and then extracted with CH,Cl; (2 x 400
mL). The extracts are dried (MgSO,) and concentrated in vacuo to a light orange
solid. Trituration with ethyl acetate and hexanes affords the title compound as a pale
yellow solid (13 g, 73%). Mp: 138 - 141°C. MS (ES-): 354 (M-H)

SO,Ph Pt-C-§, H, SO.Ph
———r Y
NO, EtOH NH;

Br Quant Br

Step 2
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chr omat ogr aphy (40% Et hyl acet at e/ petrol eum et her)
gave the azide as a white solid (0.08 g, 86% . WMp: 105
w0 200200 MS (ES-): 326 (MH) Step 2) PCT/US2006/030965
{2-[3-(Phenyl sul fonyl)-1 Hindazol -7-yl]ethyl}am ne
Hydr ochl ori de
7-(2-Azi doet hyl ) - 3- (phenyl sul fonyl ) - 1H i ndazol e (0. 08
, 0. ') was reduced by cat al e{/tl c hydrogenati on
6- lgwmqare -[phanyigtdfamy!) prethdlanilinedrateliiio ByAregrnaion obgdrmo-2-
mt(cfb@nﬁ’ﬁ ipheihyl s@ﬁ&ﬁ:”(@l%(gf'q rﬁﬁal)l frpthef)ré?s%%é of JiBhuis 8 chi®Bn,

m xt ure was tered te and concentrat ed

disuffided @ng fwérogﬁoé‘l%p%n@&\yéa}p@hpl (49 k) r 1dpuy givepa geaction

m|§t9Fé dTW@éa@!n&rﬁrﬂlx‘l’lﬁg id ﬁTteFHoecHM?h QLR and '&@néérﬁr%té‘éﬂn Wakdd to
in diethyl ether

gl\/@fth@ihtﬂe gomBeush asca fight Rrown spbif 49.84 9b99%bcM9rﬂ'}4 177°C. MS
(Egmtg@t(lm Mp: 157 - 160 0C. M5 (ES-): 300
anpl'e 175
L/ I\/bt hyl - L/ -{2-[ 3- (phenyl sul fonyl ) - 1Hi ndazol - 5-yl ] et
steyB}ame Step i Met hyl
[2-(4- nltrophenyl)ethyl] barrate Toastlrred
sol ution of o{pbhtl‘ eﬁyl)et hyl Lami &t 6. 06 g, 30
mml) in 75m ahgj TEA (9.5 nl)
at 0 0C was g dé\tﬂ*zchl 01,0 tbmghforrm .39 g, 36
mmol ) dropwi 8. The reaction mxtureBNvas stirred at

7- Bﬂﬁﬂbke(gﬂégﬁltsuffﬁn{rlﬁﬁHlnnﬁfzoléﬂ%ﬁmbﬁ o ﬁQNb” O’ Qfﬁ%s S8 hmol)

artiti acetate and wa
in E‘q@ ¢HBL) #as added tceawcpluftqned %rpmo&iﬁmew@ytfm@mamamhne
ok h
@ @qml s{]@ﬁ@ns gBirGL bﬂVﬂH&l %gﬁedgﬂﬁa@r B Wgs #@é t.%@g.gglig

WaS q*'rneti é@re%P A atc r@eandr@u dizedl d@ﬁh i‘@&(uUé@"er@sf@iBlétlftg)SONd
wa'f!sfcfoﬂéé{e@ b%ﬁltﬂaﬂ&h Ws‘hgd (Nﬁh Q\la@er a%g BurifiddPby #&H R roMRography
<2§(>rétqﬁ%/¥' ertetﬁfwﬁtwebmeﬁhyn)t%ﬁmﬁ ]ﬂmtmt@uné ag aspipk pelig
R s g gyt o baret
Step 4

tri-nButyl(vinyl)tin SO,Ph

h
{ PdCI,[PX3], {
IN ’N
N Toluene, A N
H H
Br AN
3-(Phenylsulfonyl)-7-vinyl-1H-indazole A mixture of 7-Bromo-3-(phenylsulfonyl)-
1H-indazole (2.72 g, 8.07 mmol) and dichlorobis(tri-o-tolylphosphine)-paliadium(Ii)
(0.94 g, 1.2 mmol) were dissolved in toluene (220 mL) and stirred for 10 minutes at
room temperature under a nitrogen atmosphere. Tributyl(vinyl)tin (3.3 mg, 10.55
mmol) was added and the mixture was refluxed for 15 min or until turned black. The
mixture was cooled to room temperature, diluted with ethyl acetate (150 mL), 1 M KF
(25 mL) and stirred for 12 hours. The resulting tin salt precipitate was removed by

suction filtration and the organic layer was washed with water (100 mL), then brine
and dried over MgSO,, filtered and concentrated in vacuo. Purification by flash
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(201 ng, 1.8 mol) and Mel (256 ng, 1.8 nmol)

sequentially. The reaction m xture was stirred for 12
wh2@v/02100m t enper at ure. The reacti on was di | ut BCT/WE1006/030965

water (5 nL), extracted with EtOAc (2 x 15 nmL). The

organi cs were washed with water and brine, dried

(MgS™) , filtered and concentrated under reduced

pressure. Silica gel chromatograp hy (40% et hyl
ChéRf@@ta@r@Phip(é’tOr/bP'@M iHePsiraleyB iy 9Fe the tt'F'%C%'BH?HS\S’rﬂ? a
Ilgﬁfal_eﬂo@%mld goh2 ?/e &6 MpB., 12@7— BPAC. W (EES)) 285230+H)

Step 3 t hyl net hyl

(2 {4 nitro-3-[(phenyl sul fonyl ) net hyl ] phenyl } et hyl ) car
stbgmrt € Using substantially the same manner as

described in Exan'pl e,l ep 1 and enpl oy| ng mnet hyl

met hyl [ 2- (4- nj¥edbhery iﬁgﬁ{ll ] car bamat e (2. g@ 10. 38

mmol ), t W e _conpoulld was obt ai ned a\INV\/ni te
solid, ( I ﬁ; 519 5 N9 na08, B%m,dYB ( - N393 (M+rH)\

Step 4 l\/btl
(2-{4-am no- 3-[ (phenyl sul fonyl ) net hyl | phghyl } et hyl ) net

{% ?;'ﬁ 8“%'%2’@%’%&5;]%%}%?(;\% %?‘Pl]J{IOH oft 1{] Xpheﬁsuﬁ%nyl) 7-

wr@)ll&HMhd&blde)G:@rhaﬂ&trml)(lﬁ T8IFQA0 Ll almﬂd:)wasnaddbe dropwise

o iyl sl AL REmsTotoao el orhg shgp0 S gtrad oy s

ati0i 5Q, @whe H,Oh @0 e wvaoaddeddiawlg. Te this htbeoedvadadiegh 0% NaOH

£ Binoda e BTG e S mRul A s Pesigolelat it o

temp@n&tuﬂéﬁovmlgﬂ‘ES:Fme nBG3e(WashbattitioBee petwidenletihyl acetate and H,0,

ariih Shb s JaldF B AUECLO RN kil agetate (250 b They pmbiped

orgaine quemoreem veastied wvith ibede, i dnieEXMgBOg), filfdred ast epn&niratdd

urfggP ke%gé‘@ﬁ(gg%&}ﬁ 128 9% S PSIRARI PRIPHSPTSRENY 1 1 et hyl ) et
aqwatdaicb@m@hg@e)me g)e tllernmip)ound be atwhiteesotid (1 4219,066R6)s

RIS B Bl {020 0 T W

Step 6

SO,Ph TosCl SO,Ph
\ py
N - N
b 0° -RT N
HO R TsO

2-[3-(Phenylsulfonyl)-1H-indazol-7-yl]ethyi 4-methylbenzenesulfonate To a
solution of 2-[3-(phenylsulfonyl)-1H-indazol-7-yilethanol (0.64 g, 2.12 mmol) in
anhydrous dichloromethane (30 mL) at 0°C was added pyridine (0.43 mL) and
toluenesulfonyl chloride (0.475 g, 2.5 mmol). The solution was stirred for 12 hours at
room temperature. The mixture was concentrated in vacuo and taken up in ethyl

‘acetate (30 mL). The organic layer was washed with 2 M HCI, (2 x 25 mL), brine,

dried (MgSO,), filtered and concentrated under reduced pressure. Silica gel
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Step 6
N- Met hyl - L/ -{2-[ 3-(phenyl sul fonyl )-1H i ndazol -5-yl]eth
W@ kjdoawzrier To a sol uti on of nethyl PCT/US2006/030965
met hyl { 2- [ 3- (phenyl sul fonyl ) - 1H-i ndazol - 5-yl ] et hyl } car
bamate (250 ng, 0.67 mmol) in ethylene glycol (7 m_)
was added H2NNH2 (1 10 ng, 3.35 mmol), KOH (1.38 g
10.05 mmol ), and heated to 110 OC overni ght. The
chreraaipgranhywbd) %e oibleatetate/peivoretre efwrgavedhe fide eomprind as a
o .U to 1 2 The
W@%ggﬁpzﬁgg;ggé)mv\%éeéﬁa?ﬁe %§ gmtg?%ﬂ ne, dried
(MgS™) and concentrat ed under reduced pressure to
St#; e a residue which is triturated with CH2CI2 to
arford the title cogg)ound as a off white §O|Id 210 ny
(99% Mp: 186- 88/ VEmemB+) . 316, ( ?%2+ Exanpl e 176
, L/ - Di met hyl - ¢ [ 3- (phenryl sul f M H i ndazol - 5-yl
] et hyl }am ne hchl orfde—Fo-a so I»—Pn of
L/ -met hyl - L/ -{R:[ 3- (phenyl?$ul f onyl ) i ndazol - 5-
yl ]ethyl }am ne (38 ng, 0.12 mmol in acetonitrile (3
5 ) was added NaBH(OAc)3 (100 ng, 0748 mml),
N, NeDimree t b HY-¢2-[3-(th DR Ts ulfionyl)-13Binckaed I} 7-y RetthyBamined at

nehpetiBhind Ao B TR R Mokt PrlBiad BT Tre

metbglbénzenesdionpten8i18M onasS rembl) frcamydmusiTHEHZTINR) wathedded an

ex?%gz&igﬁﬂgﬁéglg%%e @\&r at g’g%ﬁ%ﬁﬁ%ﬁﬂow & oC)hJHdWeatéjJ toe7q °C

conc 10 a resi d’ue
10 forRbkairy.edhé mixiwevasphritionat ddtweientetiy! atetgtet areidd£3 sndfthe

acffebud il wds Sack® il G lEC(30 k] BN BinBork I
layggs gere \M@r‘(egsm 2 NU@EQMF(IH)XH Eax\gmunee,lcu‘lad (MgSO4) filtered and

coNcé\'thé'ﬂe& ek ré}ku{:g? h?és@%e SH ?Q&XNQS (Hla%ﬂg@égdhas b bof

tamne tri oroacet ate
silica gel eluting with (20% EtOH/2N ammonia/dichloromethane) to give the title

15 compound as a white solid (0.049 g, 77%). This solid was dissolved in diethyl ether
and treated with 1 N HCl in diethyl ether (0.12 mL, 0.12 mmol) to afford a white
precipitate isolated by vacuum filtration. Mp: 76 — 80 °C. MS (ES-): 328 (M-H)

Example 172
20  N-{2-[3-(phenylsulfonyl)-1 H-indazol-7-ylJethyl}cyclopropanamine hydrochloride

\,N

N
H

Y

HN

Using essentially the same procedure described in Example 171, step 7, and

employing cyclopropyl amine, the title compound was obtained as a white solid, mp
25 115-117 °C, MS: (M+H) 342.

Example 173
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5- Brono- 2- ni trobenzyl phenyl sulfone To a stirred

sol ution of 1-brono-4- nitrobenzene (5.05 g, 25 mol)
w@na7otd7or onet hyl phenyl sul fone (4.76 g, 25 mMmuoPQT/US2006/§30965

THF (50 ml ) at -65 OC under nitrogen is added 1.0M KO

Bu in THF (55 nL, 55 mmol ). The deep purple reaction

is allowed to warmto OOC over 1.5 h and then treated

with glacial acetic acid (4 nL). The reaction is
N'Mqt'ex'gﬁ'{w%-w*\ﬁlav'éplfeﬂn‘@r1h't'rdam-kﬂwhal&@alrmﬁn'élyesoacetate

NaHCO 3 (100 nlL), sanpd then extracted wgdpnCH2Cl 2 (2 X

200 mL). The Qcts arébibked ( Nand

concentr at ed uo toatight o & solid.

Trituration wifh tethyl acétfate and hexBnes affords the

title conpound_as a pale yellow solid (6.45 g, 72%9%.

Mp: 143 - 144 6€ Ms (ES-): 354 (M HfcrStep 2 Met hyl

(2E) - 3-{4-nitro-3-[ (phenyl sul fonyl ) net hyl ] phenyl } acryl

ate A solution of 5- brono-2-nitrobenzyl phenyl

sul fusing ¢s3eatdly e samerptocedurd described imExgmpled! 7(10st&F Z, and

e . 5 under

e"ﬂa'%%oddq'@%*h%ﬁhmeﬁé%dr Wstidnd B3R Ao bt b))

corpound was abtglnpd apd( de)glasss My (MeHp216mol ), and PPh3
(10 ng, 0.04 mol ) for 3 days. After being cooled to
it, water was added, and the solution was extracted

with ethyl acetate (3 xExampie)174The organic | ayers

{2lgg—"(Phd}ﬁﬁélﬂf&n%tm-mal-fﬂpaﬂﬁﬁgé?ﬁg%ng/gﬂ:{éh“r‘gri&é\’g504) :

aporation Of the solve pressure gave
a residue that PRt ogr aphy
(40% et hyl title
conmpound a gl'l ow soldgg (0. 30 g, [ Mp: 165 -
166 0C. M5 (ES-¥: 360 (M Hj+ Step 3 Net iyl
3-{4-am no- 3-[|l( phenyl sul f onyl ) et hyl ] phenyl } pr opanoat e
Thi's compound®vas prepared by catal ytiN¥zhydrogenati on

Step 1 EA2rAzido2E) Y33 {ghenyisulfohyl)-1H-indazole

Cohenyl T BRIV e 16 3,35 232
sulfigreate (fletd §,453 pengl) inrandydrplis B0 @ Bml 108s Blided &5didH azide
(0.68%, 0.9 mmol) and heated to 100 °C for 6 hours. The mixture was partitioned
between ethyl acetate and H,0, and the aqueous layer was extracted with ethyl
acetate (10 mL). The combined organic layers were washed with brine (1x15 mL),
dried (MgSO0,), filtered and concentrated under reduced pressure. Silica gel
chromatography (40% Ethyl acetate/petroleum ether) gave the azide as a white solid
(0.08 g, 86%). Mp: 105—107°C. MS (ES-): 326 (M-H)

Step 2) {2-[3-(Phenylsuifonyl)-1 H-indazol-7-yl]ethyl}amine Hydrochloride
7-(2-Azidoethyl)-3-(phenylsulfonyl)-1H-indazole (0.08 g, 0.20 mmol) was
reduced by catalytic hydrogenation in the presence of palladium on carbon and
hydrogen (40 psi) in ethanol (30 mL) for 4 hours. The reaction mixture was filtered
through Celite and concentrated in vacuo to give a white solid (0.06 g, 99%). This
solid was dissolved in diethyl ether and treated with 1 N HCI in diethyl ether (0.21

mL, 0.21 mmol) to afford a tan precipitate isolated by vacuum filtration. Mp: 157 -
160°C. MS (ES-): 300 (M-H)
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reaction mxture is filtered through celite and
concentrated in vacuo to give the title conpound as a

wonioreioel i d (3.07 g, 99% . M: 59 - 60 C. M5 PEBH$2006/030965
334 (M+rH) + Step 4 Met hyl
3-[ 3- (phenyl sul fonyl ) -1H i ndazol - 5-yl ] propanoat e Usi ng
substantially the sane procedure described in Exanple
171, step 3, and enploying nethyl 3-{4-
am no- 3-[ (phenyl sul fonyl ) net hyl ] phenyl } pr opanoate (2.8
g, 8.4 mmol), thetitIEconpo was obtained as a red
solid (2.2 g, 73%. Np-—i@-g——%x S 7 0C. M5 (ES+): 345
N-Mé‘l/hgﬁﬁ-éﬂ[ﬁpprﬁnylsulfonyl)-1 H-indazol-5-yl]ethyl}amine
3-[3- (Phenyl sul fonyl ) -1H i ndazol - 5-yl ] propan-1-ol A
Stepal uti on of nethyl 3-[3- (phenyl sul fonyl)-i
H i ndazol -5-yl ] propanoate (2.0 g, 5.8 mml) in
anhydrous THF (120 Nwk) under a I\EIJad)mmsphere was
cooled to -78 0C, trreatted with DIBAL-H (1 .0 MinTHF,;

23 m_), allowed jlo \/\B&H&&,Qeroo tenperature, stirred
for 12 h, cool ed 00G—guerfchpd slowy with a
saturated sol uti oy of Na2EX4 ( m.) and filtered.
The filtercake wasomwashed with wf,hyl acetate. The

mbi ned, filt dri
mefipq dei-riseasirennaeviEabatiets T 8 5iet Sl Mzt o
S ARSI 8 1 e s R 5
(031 fh? 1 & e pde] Fiempinggipate 1,39 4,90 PRE™
rea@’&&fhﬁxtt%&ﬁva(sll‘dﬁhibi aStoem ﬁn&e?gur(egfieh yf sohdentratep-in vacuo, and
H-i nd | - 5- | 4 ] f L 00,
padpEEas ShiHsSBl v Pl dr SGERE s §R8 Rpbed i
etn{i7dcetatst &he 6ombindd erganaylayeys were washed with water (50 mL) and
.3- [3- | sul f. - i. - - 1-
i 0B TR A OO0 i 80P batlaes oo
reducel ptesstiedmatfard2ByaipwSotl (6.6/0; 98%8).- MBRECC. NiS (ESH) 223
Awl ( M+H) +
(M-R).
Step 2

X i
HN” “OMe \N’U\OMe
Mel, KOtBu
THF
NO, NO,

Methyl methyl[2-(4-nitrophenyl)ethyllcarbamate To a stirred solution of methyl [2-
(4-nitrophenyl)ethyllcarbamate (224 mg, 1 mmol) in THF (2 mL) was added KO'Bu
(201 mg, 1.8 mmol) and Mel (256 mg, 1.8 mmol) sequentially. The reaction mixture
was stirred for 12 h at room temperature. The reaction was diluted with water (5 mL),
extracted with EtOAc (2 x 15 mL). The organics were washed with water and brine,
dried (MgSQ,), filtered and concentrated under reduced pressure. Silica gel
chromatography (40% ethyl acetate/ petroleum ether) afforded the title compound as
a semi solid (160 mg, 67.2 %). MS (ES+): 239 (M+H)".
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Step 7
N, N- Di net hyl - N-{3-[ 3- (phenyl su! fonyl ) -1H i ndazol - 5-yl ]

w@e@pptizam ne trifl uoroacetate Using substant i BET/¥S1006€030965

same procedure described in Exanple 171, step 7, and

enpl oyi ng 3-[ 3-(phenyl sul fonyl)-1Hi ndazol - 5-yl ] pr opyl

4- et hyl benzenesul fonate (125 ng, 0.26 mmol ), the

title product was obtained as an off white solid (83
Stepy 939% . Mp: 75 - 80 OC. M5 (ES+): 344 (M+H)+ Exanpl e

178 0 o

N-{3-[ 3- (Phean?Moﬂwgnyl ) - 1H i ndazql CH\%” ] propyl } cycl op

ropanam ne trifli uor ogealsd@Usi ng epsentially the sane

procedure des¢ribed in, nple 17 step 7 and

enpl oyi ng cy propyl —am ne _and _sybstytuting

trifluoroace acid fageHC, t i t¥e _conpound was

obt ai ned asaéimte solid, M 68Y- 69 M5 ( M+H) +

356 Exanmple 17 NO;

Meh'iah ﬁ%‘iﬁﬂﬁil{a '}h{@ 3{& o&@fém owi)fr{é@waphk'ﬁyl}ad%ehrb%ﬂété p

ne tri acCet at e  Usi ng essentlallty
USnsgngbqtaraiwém thecsatRasmRNRRS @S| qﬁese%%ﬁﬁdpn Example Hileplep 1a£|"ﬂ§’

em?l@?bﬁ%&ﬂy 'n‘?’é?WI@RWnnt%ﬁh@ﬁ%l}%b‘@ﬁﬁa&é@ﬂ 4¥9g, 10.38 mmol), the

uor caceti1c acl

titl
titleotarepaned wes obtalped as 8 white solidy (289 9. éh%i '@o 21(\)7}@” S{’{%

Exanpl e 180
39%@?@- (Phenyl sul fonyl ) - 1Hi ndazol - 5-yl ] propyl }ani ne
trifluoroacetate Step i
e':'bAS Azi dopropyl ) - 3- (phenyl sul fonyl ) - 1H i ndazol e Usi ng
essenti al | y t he game pr ocedure described in Exanpl e

174, step 1, and/u?en‘pl oyi ng 3-[ 3- (p%ul fonyl) -
1H i ndazol - 5- yINpray|  4- met hyl benz ef onat e (350
mg, 0.75 mmol )/ the titl ec's);%ound s obtained as a

white solid (220 ng, 86952 133[- 135 0C. MBS (ES-):
340 (MH) +

SO,Ph  EtOAC/EtOH SO,Ph

NO, NH,
Methyl (2-{4-amino-3-[(phenylsulfonyl)methyl]phenyl}ethyl)methylcarbamate
Catalytic hydrogenation of methyl methyl (2-{4-nitro-3-[(phenylsulfonyl)methyl]-
phenyl}ethyl)carbamate (1.8 g, 4.6 mmol) in the presence of Raney nickel and
hydrogen (45 psi) in ethyl acetate/ethanol (60 mL) for 2 h gives a reaction mixture.
The reaction mixture is filtered through celite and concentrated in vacuo to give the
title compound as a light brown solid (1.36 g, 82%). Mp: 95-96°C. MS (ES+). 363
(M+HY".

Step 5

AN
Os_OMe
N OMe 1. NaNO, Y

—N
4N Hot 50,Ph
2. 10% NaOH 3
SO,Ph ' N
N
H
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Step 2 {3-[3-(Phenylsul fonyl)-1

Hi ndazol -5-yl ] propyl }am ne trifl uoroacetate Using
wes®enei7al | y t he same procedure described in EXERPEm®06/030965

174, Step 2, and enpl oying 5-

(3-azi dopropyl)-3-(phenyl sul fonyl)-1H i ndazol e (200

nmg, 0.59 mmol), the title product was obtained as an

off white solid (120 ng, 67%. M 92 - 94 0C. Ms
Méth@mett31{2-[BNphinys @famyl)-&H- ABdazol-5-yl]ethyl}carbamate Using
suééfgl‘ut?a'll& ?ﬁbegyd%é étocggwe)de%gl' begqﬁ éxamgley1l7]1 Pls“lttex lﬁ a%rcﬁl er#neploylng

I"or

melhfl42-[{4!-Brrmc83-[(()phw§ulfsuyl]‘mnth]pheWi}pltf]mb)hmﬂWk}dobﬂméie3(’@1362 g,

- ben L
* e ona s b ioo gatiREea 23 LR REIR ORI, by 145+
14/°C, BIS. (ESrird7p (Mtd)hono propargol al cohol (0.59 m
7.72 mol ) in degassed toluene (30 nmL) was treated
simul taneously with Cul (66.8 ng, 0.35 mml) and
Stee6r aki s(tri phenyl phosphi ne) - pal I adi um(0) (742 nmg,
0. 35 mmol ) o heated to 90 0C, stlrred for 15 m nutes
under a nlt%/gen at mosphere, cool ed ,\}Ho room

t enper at ur g, di | utedg F]’hh e.t.zh)ah acetate (d9ppl), and

filtered through eI M Washed with

water (25 niL), @ r| ne w/gso4 and

concentrated i n Wacup. Purethfnbr@agtybﬂn 0 ﬁe resul t ant

[ | a h 40% et hyl|

Q@i"ﬁﬂ#@ﬂ%ﬁ%—{%e@éﬂﬁ%ﬁpnﬁf%ﬁg %révqethsﬁa@mmﬁaolamof
mathy tresteg{2-[3- (bﬂeﬁﬁ‘etﬁonﬁﬁ%ﬁmd&ol g 2%tBcafandeS 250 md b .67
oy I iR G §p914R ity MG Hy Mt 10T 75 Ul KOH

(138lg moamwosl)c ahy destge Itt&}l 1f oic O\ferm??]t Thehreactlon t;Nas cooled t(i

0 en u o n-
rodipitrghufe, T bENET Y 2r e e BOEH b el
orgz&ndakayerambrhwésbgﬁmntlﬁ datepshrine| drict (WJSGY %h_@t@nc(e_aﬁaféh)under
reét?ced fprﬁsg % qellYﬁt %E%ﬁ?tj] uggwq%%lsgﬂtgrqt?fgwﬁh %?I%Hz %‘ a#éréttﬁg t(i;"tle

compound as a off white solid 210 mg (99%) Mp: 186-188 °C, MS (ES+): 316 (M+H)"

Example 176

SOzPh CHO S OzPh
NaBH(OAc);
CH5CN

N,N-Dimethyl-N-{2-[3-(phenyIsuIfonyl)-1 H-|ndazol-5-yl]ethyl}am|ne
hydrochloride To a solution of N-methyl-N-{2-[3-(phenylsulfonyl)-1H-indazol-5-
yllethyltamine (38 mg, 0.12 mmol ) in acetonitrile (3 mL) was added NaBH(OAc);
(100 mg, 0.48 mmol), formaldehyde ( 0.027 mL, 0.36 mmol), and stirred at rt. for 3
hr. The reaction mixture was poured into ice water and MeCN was removed under
reduced pressure. The resultant suspension was extracted with CH,Cl,. The organic
extracts were washed with water, brine, dried (MgS0,) and concentrated to a residue
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filtrate was concentrated in vacuo to give the title
conpound as a yellow solid (0.907 g, 999%9. Mo 70 -

wQ 2003/00C11 M5 (ES+): 320 (MtH) + Step 3 PCT/US2006/030965
4-[ 3- (Phenyl sul fonyl ) - 1H i ndazol - 5-yl ] but an-1- ol Usi ng
essentially the sanme described in Exanple 171, Step 3,
and enpl oyi ng 4-{4-am no- 3-[ (phenyl sul fonyl) -
nmet hyl ] phenyl } but an-1-ol (0.725 g, 2.27 nmol), the

whith o€ d%&gg@h M@@'i'%?’tqu‘%%z@ 2 sfil exoldsr! H@lgﬁ NQ'E’t‘J% to
affc(rd!/lﬁhg desireStpspdutt as e phe bl sall @8nny,)28%) as a whlte solid. Mp:
10é—l1 dw&@z,gbé??y t?gt(pgllg#z- met hyl benzenesul f onat e Usi ng

stant procedure described in Exanple
171 , Step 6, and enpl oyi ng
4-[ 3- (phenyl sul fonyl ) - Ej Pt - 5y|]butan10| (0.5
g, 1.53 mol), the tit was obtai ned as a

N,N-Dimhethy-Nrgd3dphenylsalfqnd)- y*--wﬁaol-Swélprqew}am'i\sg 0C.

485 (M+H) +Step 5
t"fg’-% éif%z%tgobut yl)-3-(phenyl sul fonyl)-1H i ndazol e Usi ng

Stepu’bst antially the same procedure described in Exanple
174, Step 1, and enpl oyiamgsePh 3- (phenyl sul fonyl ) -
1H i ndazo] - 5-yl ] butyl 4-ygéhyl bergenesul fonate (133
my, 0.27 the title—cosmpound btteed as a
cl ear gl ass 969 .THWE (ES+): H) + Step 6
{4-[ 3- (Phenyl sulr{‘r%'nyl ) - 1H i ndazol - 5-yl ] butyl } am ne
5-Breimug2-pitbshienzy| phéyylishfopeaite antived galugon éfs%;ﬂ%@@% n

AR 584,25 oAUESBRLPY R A i

dryt THIF éCcrohpalutd *Reaundeb hiogentlisasidad WM KOS lindT“(F62’535rfg|— 55
mrﬁ@)z/()The'\@éepl&pple r&g&loﬂ fs alWeQ Eoowhrm $58°d Midd .5h Bramrde
trepteNiwiinrgdadis) lacetiq acid 84 b pheigagtiarfis gijutpd withjwaierAdP0 mby
anb 5BILARYY GTEIE NaHCO, (100 mL), and then extracted with CH,CI, (2 x 200
mL). The extracts are dried (MgSQ,) and concentrated in vacuo to a light orange
solid. Trituration with ethyl acetate and hexanes affords the title compound as a pale
yellow solid (6.45 g, 72%). Mp: 143 - 144°C. MS (ES-): 354 (M-H)"

Step 2
MeO,C

. Pd(OAC),, MeO,C |
r SO.Ph  PPH
NO2 DIPA, DMF NO,

Methyl (2E)-3-{4-nitro-3-[(phenylsulfonyl)methyllphenyl}acrylate A solution of 5-
bromo-2-nitrobenzyl phenyt sulfone (0.356 g, 1 mmol) and methyl acrylate (0.172 g, 2
mmol) in dry DMF (3 mL) was heated at 100°C under nitrogen in the presence of
diisopropyl amine (0.21 mL, 1.75 mmol), Pd(AOc), (5 mg, 0.02 mmol), and PPh; (10
mg, 0.04 mmol) for 3 days. After being cooled to rt., water was added, and the
solution was extracted with ethyl acetate (3 x 15 mL). The organic layers were
washed with water then brine and dried (MgSO,). Evaporation of the solvent under
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hydrochl oride Step i Cl CH2SO2Naph
5- Brono- 2- ni trobenzyl napht hyl sul fone Using

wGaawgvznTti al |y the sane procedure descri bed i nPERESPDE030965
177, Step 1, and enpl oyi ng 1-Brono-4-nitrobenzene
(5.05 g, 25 mmol) and chl or onet hyl napht hyl sul fone (7.1
g, 30 mol ), the title product was obtained as a |ight
tan solid (8.6 g, 85%. M: 165 - 1680C. M5 (ES-): 404

dbbdbresSireR, %H%Q& tht L
re (H),re e ma the tha was unfled by column %hrf)ﬁnstograph?' (40%

e‘“ﬂﬁ%&‘%h}%ﬁi foAff 095 th%é'ﬂg&ﬁ@pswaft@ﬁawe'weg@ndu <B§QQ §3%).
MpEXeBYP4 86 L7 Ms YSH: 260 @AcH)enpl oyi ng 5- br ono- 2-

ni trobenzyl naphthyl sulfone (0.540 g, 1.33 mmol ), the

title product was obtained as a light tan solid (0.438
St@,380% Mp: 178 0C. M5 (ES-): 410 (MH + Step 3

Vet hyl

3-{4-a ?ﬁc - 3-[ (napht hyl sul f onyl) n%?% phenyl } propanoa
te Using ;Sgiplhy t herdt@me proced\Wy e~d édzpﬁ‘d in
Exanple 17 ep 3, an ng neth

(2E) - 3-{4- ni"'¥T OnN8» [ ( napht hgdoaell f onyl ) net Qhenyl }acr

Meﬁbﬁﬁe{#(%mgg%a-[(gr o Qny )E#e?h&ﬁé%@é} und W?ﬁlsggréppound
wag Megpred l@tcabamticl\mtdmgenatnon of methyl (2E)-3- {éll-nltro-3-
te

(e Rk BR P B Ed B S R il R
Palladimppe carbon agd dyd@gerwb @aiyih ethyhgcatate{y00 B¥){fdr4h. The
reaéfEMmﬁlr% g‘tﬂ%?é(ﬁ%hﬂéhfﬁ%ﬁgla)r‘.?%tgnéé%r]tra%&e/aw\ﬁé@g {éfﬂl noﬁggnlé
COVBBOL@dIaSQﬁ‘IWhlEﬁmNd (8.6Vigd 99%).0Mpy59 8694°C. MS (EH*): 365 (MEH)*

M5 (ES+): 395 (M+H) + Step

53-[ 3- (Naphyl sul f onyl ) - 1Hi ndazol - 5-yl ] pr opan- 1- ol
Steps ng substantially the sane

MeO,C MeO,C
SO,Ph
SO,Ph HCI, NaNO, <
— N
NH, H20 ll:l’

Methyl 3-[3-(phenylsulfonyl)-1 H-indazol-5-yl]propanoate Using substantially the
same procedure described in Example 171, step 3, and employing methyl 3-{4-
amino-3-[(phenylsulfonyl)methyllphenyl}propanoate (2.8 g, 8.4 mmol), the title

compound was obtained as a red solid (2.2 g, 73%). Mp: 115 - 117 °C. MS (ES+):
345 (M+H)"

Step 5

Me0,C OH

SO,Ph DIBAL

£ —_— SO,Ph
N THF, -78°- RT 4

N N

4

N
H

3-[3-(Phenylsulfonyl)-1H-indazol-5-yl]propan-1-ol A solution of methyl 3-[3-
(phenylsulfonyl)-1H-indazol-5-ylJpropanocate (2.0 g, 5.8 mmol) in anhydrous THF (120
ml) under a N, atmosphere was cooled to —~78 °C, trreated with DIBAL-H (1.0 Min
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procedure described in Exanple 177, Step 5, and
enpl oyi ng net hyl 3-][ 3-

w@ n@plzttyl sul f onyl ) - 1H i ndazol - 5- yl ] pr opanoat eP€T/US20g6/030965
2.5 mol), the title conpound was obtained as a white
solid (0.83 g, 89%. Mp: 170 0OC. MS (ESt+): 367 (MtH) +
Step 6 3-[3-(Napht hyl sul fonyl)-1H i ndazol -5-yl ] propyl
4- et hyl benzenesul fonate Usi ng substantially the sane

THAP P9 GAGUAIRWERSS Wakfdo Fddbrireiperturk( dtirrddl fop 18 h, eouled to 0 °C,

enpl oyi ng . , '
quencied. YoM Hith SstHrpisA Feliomof NarSiR (13 ) PP it The
filtercOke/ R8s WasRedRitBBY) acetdie '(i)'lhé bembined ditiatesarero ified meef
Mg?@%@%&nt%ﬁ%&&é?gﬁ!cgg %r@s’surl\ép 'Pu6ri?|cétio§|80f 91% regﬁtant
resiJl}lfé\b)Dﬂé'ﬂ Mbm&ag%phﬁff{o‘lﬁﬁtﬁgh‘cydg?ié)f mﬁaé?mavp mT&tta -5-y

propyl }anm ne chl or i [ e

comgaled B 3b SOl B8 TR R0 TlEst) Ing
(m+gnypl oyi ng .

3-[ 3- (napht hyl sul fonyl ) -1H i ndazol - 5-yl ] propyl 4-

nmet hyl benzenesul fonate (100 ng, 0.19 mmol ), the title
step®mpound was obtained as an off white solid (73 ny,

999 . Mg, 247 - 248 0C. M5 (ES+): 394 (M+H) + Exanpl es

183-187Ugi ng essentially the same9pt ocedure descri bed

in Exanpl § 171, Sogm 7, and enpl oyi SO.Ph
3-[3-(nap f onyl ) TesCli-pYi ndazol pt Gpy |
4- et hyl ben sl f onate—and™t he desi ani ne, the

conpounds shown § n TabFeCh %R obt ai et Hnd

identified by HPLC and mass spectral anal yses. TABLE X
3-[EPhenylsuloneh-tH-indazekdyiippy! dmethytbenzepgsulionategldsing

sub%?ﬁalw t?xg%'a%%%rg’c%%ure described in Example 171, step 6, and employing
3-[3-(phenylsulfonyl)-1H-indazol-5-yljpropan-1-ol (1.52 g, 4.8 mmol), the title
compound was obtained as a white foam (1.28 g, 57%). Mp: 58 - 60°C. MS (ES+):
471 (M+H)"

Step 7
OTs SN
Me,NH
SO,Ph THE SO,Ph
A\ — N\
N N
N' 710 N
H

N,N-Dimethyl-N-{3-[3-(phenylsulfonyl)-1H-indazol-5-yl]propyl}amine
trifluoroacetate Using substantially the same procedure described in Example 171,
step 7, and employing 3-[3-(phenylsulfonyl)-1H-indazol-5-yl]propyl 4~
methylbenzenesulfonate (125 mg, 0.26 mmol), the title product was obtained as an
off white solid (83 mg, 93%). Mp: 75 - 80°C. MS (ES+): 344 (M+H)"

Example 178
N-{3-[3-(Phenylsulfonyl)-1H-indazol-5-yl]propyl}cyclopropanamine
trifluoroacetate
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185 i sopropyl H 160-163 408 186 C2H5 CH3 205- 207 408
187 - CHoCH CH2CH 2- 135-138 420 Exanple 188
W@ 30078217Napht hyl yl sul fonyl ) - 1Hi ndazol - 5- yl ] prBEHU$208/080965
e Step i
5- (3- Azi dopropyl ) - 3- (napht hyl sul f onyl ) - 1Hi ndazol e
Usi ng essentially the sane procedure described in
Exanpl e 174, Step 1, and enpl oyi ng
3-[3-(napht hyl sul fonyl ) -1H i ndazol - .yl ] pr opyl
4- et hyl benzenesul fonate (135 ngunG. 26 mmol ), the

Wl fonyl )-1H i ndazo YN] propyl }anin
e USI ng essent Ny the sanme procedur cribed in
Exanpl e 174, Step 2, and enpl oying 5-(3-azi dopropyl) -
3- (napht hyl sul fonyl ) -1H i ndazole (96 ng, 0.25 mol),
theydihg b@s&fﬁ%@@a%ﬁx@&ﬁ@@%cﬁﬁecﬁm BéEmprdi 17 sspl 1 ahd

90 . 99%)
emgﬂggﬁ@n%gclq;ggpyl amine and substltutlng tnfluor%acet?c aCId6 t%r ‘-IM‘L I_vﬁe title

conﬂ;fod-ng vid¥esHbiRyd ey b iy spidl iy eelarsd ° o M8 [Nty I3pam ne
hydrochl ori de Step i

4-{4-N tro-3-[(napht hyl sul fonyl ) net hyl ] phenyl } but - 3-yn
-1 -ol Using substanti g@xhmpld€7eane procedure

rL_
NASOROBNONAS TP PBURAY L o kAR LS00y, 12. 3

triflGopbacethfee titl e conpound was obtained as an off
yellow solid (4381 ng, 90% . Mo: 155 0C. M5 (ES-): 394
(MH + Stgp 2
4- {4- Ami no-3- [ (napht hyl su/h)f\onyl ) e hyl ] phenyl } but an- 1
-ol Usi ng subst antjsaithy t'heNgane prdpcedur gogescri bed
in Exanpl e 18% ep 2, 'W'—erloyln -ni tro-3-

NI
H

Using essentially the same procedure described in Example 177, step 7 and

employing isopropyl amine and substituting trifluoroacetic acid for HCl, the title
compound was obtained as a white solid, mp 169 — 171°C, MS, (M+H)"* 358

Example 180
{3-[3-(Phenylsulfonyl)-1H-indazol-5-yl]propyl}amine trifluoroacetate

Step 1

OTs N3
NaN3
SO,Ph DME SO,Ph
N ——-»800 N

5-(3-Azidopropyl)-3-(phenylsulfonyl)-1H-indazole Using essentially the same
procedure described in Example 174, step 1, and employing 3-[3-(phenyisuifonyl)-
1H-indazol-5-yllpropyl 4-methylbenzenesulfonate (350 mg, 0.75 mmol), the title
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[ (napht hyl sul fonyl ) met hyl ] phenyl } but-3-yn-1-ol (1750
nmyg, 4.4 mmol), the titleconpound was obtai ned as an
wq@edorog7sol id (1616 ng, 99% . Mp: 80 - 85 0C. RE/([ESB6§/030965

370 (M+H) + Step 3

4-[ 3- (Napht hyl sul fonyl ) - 1H i ndazol - 5-yl ] but an- 1- ol

Usi ng substantially the sanme procedure described in

Exanple 171, Step 3, and enpl oyi ng 4-{4-am no- 3-
co@ﬁ@mhwlby lobuiliqrfemirad él whitdsdlif (E%ﬁemgl 865%).aMp'11d a3 - (351‘;C. 6Mh§,

4.3 +the title conmpound was obtained as a |ight
(E%?-ni‘[@@f'%@ (1.64 g, 99%. Mp: 138 - 139 0C. M5 (ES):

379 (MH + Step 4 4-[3-(Naphthyl sul fonyl)-1
SteIg:l-h%ndazol -5-yl]butyl 4-nethyl benzenesul fonate Using

stantially the sane procedure described in Exanple

6, and enpl oyi ng NH2

(1.6 g, e th/c,e-lzconpoun
a white fo , 909 —Np: 63 -
535 (M + '5 EtOAc

5- (4- Azi dobut yI )L 3- (napht hyl sul fonyl ) - 1H-| Hdazol e
{3 Lb(n@wmﬂmmnm indazble5-ghpmpyilemice triflwaeacétated Ulsmg

R
(3-azidegirhyyl p3-(etenysulfbmmatteindazde (2P0 rﬁg,2(859muhc)l) thentle product
walj @%a%e@ggjﬁgafw@g O AR, B bo85 - 8h €S ViSRS te
(MEAYT 3- (Napht hyl sul fonyl )-1 Hindazol -5-yl ] butyl }am ne
hydrochl ori de Using substantially the sane procedure

described in Exanple 17 Step 2, and enpl oyi ng 5-
(4- azi dobut yl ) - 3- (naphtExamplefi8hy| ) - 14 i ndazol e (104

i Sk el i

Stgsd (MrH) +
OH
k OH

Br SO,Ph Cul, Pd(PPh;) %
—_— SO,Ph
NO,

Toluene, DIA, 90°
NO,

4-{4-Nitro-3-[(phenylsulfonyl)methyl]phenyl}but-3-yn-1-ol A solution of 5-Bromo-
2-nitrobenzyl phenyl sulfone (2.5 g, 7.02 mmol), diisopropyl amine (4.92 ml, 35.1
mmol) and homo propargol alcohol (0.59 mL, 7.72 mmol) in degassed toluene (30
mL) was treated simultaneously with Cul (66.8 mg, 0.35 mmol) and
tetrakis(triphenylphosphine)-palladium(0) (742 mg, 0.35 mmol), heated to 90 °C,
stirred for 15 minutes under a nitrogen atmosphere, cooled to room temperature,
diluted with ethyl acetate (10 mL), and filtered through celite. The filtrate was
washed with water (25 mL), then brine and dried over MgSO, and concentrated in
vacuo. Purification of the resultant residue by flash chromatography (40% ethyl

acetate/petroleum ether) gave the title compound as a white solid (2.15 g, 89%). Mp:
129 °C. MS (ES-): 344 (M-H)*
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Exanpl es 190-194 Using essentially the same procedure

described in Exanple 171 , Step 7, and enpl oyi ng
w@2qo3/0tr1apht hyl sul fonyl ) -1 H-i ndazol - 5- yl | but yPCT/US2006/030965

4- et hyl benzenesul fonate and the desired am ne, the

conmpounds shown in Table Xl were obtained and

identified by HPLC and mass spectral anal yses. TABLE Xl

Ex. No. R R6 np C [ M+H + 190 CH3 CH3 232-233 408 191
Step2H> H 140- 145 408 192 isopropyl H 145-150 422 193 C2H
195- 198 422 194 - CH2CH2CH2CH - OZHSS- 240 434 Exanpl e

195

- (1- Napht sul fongll I) - 5- (faicp@r azi nc1-yl net hyl ) - 1Hi nda
zole Step i O2Fh .

2-[ 3- (Napht h ol- sul f oBPPIrEt hyl ) tr&#fhenyl ]-[1

, 3] dioxolane A m xture ofeut (4-nitr
di oxol ane ( 1.85

. 9. | es), and . .

44 hnnediRtana SR IRy RaffRne!-pb Cralyic hypropenation
OBt oo Aeol ey o o I
piact P sared o 0 gl b o
24 esleadithl miturel frhareduvtion mdurearhs fergsethedugheselil@end the
.. a Igvvedato rrinsde.to - 40 0C 3n|§ th (S 8&5 i '§6|Hir(8907
filtrgigavas; GonFaRirated {hfacup ingis et CPH]%OE %ourg’g %e '
g, IBACIM@ITOoN X2.8r°€. waS (St 320i(Nk+bl)tol d 2N HCI,

extracted wth EtQAc,dried over Na2SO»4, and

concentrated under vacuum Conpound was purified by
Stepo3 mal phase HPLC on silica columm, using as el uent

40% Et CAcphexane, to afford the titloyg conpound as an

of f-whitg solid (3.03 g, 7.6 mol ef).
HCI, NaNO, SO,Ph
SO,Ph  ——— 4
Ho0 N
2
NH, N

4-[3-(Phenylsulfonyl)-1H-indazol-5-yl]butan-1-ol Using essentially the same
described in Example 171, Step 3, and employing 4-{4-amino-3-[(phenylsulfonyl)-
methyljphenyl}butan-1-ol (0.725 g, 2.27 mmol), the title product was obtained as a
red solid light pink solid (0.605 g, 81%). Mp: 215 - 216 °C. MS (ES+): 331 (M+H)".

OH OTs
TosCl, py
SOFPh e SO,Ph
N N

4-[3-(phenylsulfonyl)-1H-indazol-5-yl]butyl 4-methylbenzenesulfonate Using
substantially the same procedure described in Example 171, Step 6, and employing
4-[3-(phenylsulfonyl)-1H-indazol-5-yl]butan-1-ol (0.5 g, 1.53 mmol), the title
compound was obtained as a light orange solid (0.703 g, 95%). Mp: 157 — 159 °C.
MS (ES+): 485 (M+H)"

Step 4
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Step 2:
3- ( Napht hal ene- 1- sul fonyl net hyl ) - 4-ni t ro- benzal dehyde

woermeie of 2-[ 3- PCT/US2006/030965

(napht hal ene- 1-sul fonyl net hyl ) - 4-ni tro- phenyl ]-[1, 3]
di oxol ane (3.03 g, 7.6 mmoles), and 2N HCl (4 m, 8
moles) in THF (30 nL) was stirred at 40 OC for 4
hours. The reaction m xture was cooled to room
Stephperature, diluted with water, extracted with
CH2Cl 2, drjogd over Na2SO4, and conc ntrat ed under
vacuumtofyield the title conpoun .56 g, 7.22
es). Shep 3. go.pn
4- Am no- 3- (Ragphthal ene- 1- dal:f onyl neth
A m xture of N

Qi al dehyde

(napht hal ene- I- sﬂl fonyl net h)'/?) -4-nitr zal dehyde
nmol d 109%d/C in THF (10 . d
S-reAetnty Scpleyy atomyit BoBrEaa Usnassntaly the $aime

prctaéaw&%éambéann BRbinbR {7258tdp, aatj eﬁ%llchjngm[@meﬁylgmtonyl)-

m xture was filtered t rou‘? lite

He PR Ty o TP R LA (V2T 26N e iR
cofnpblifd @@cmsmumdd a8 Bdledldiasehios mgs 069y K13 (ESg): 858MM+H)”
nmol es). Step 4:
3- (Napht hal ene- 1-sul fonyl ) - 1t f-i ndazol e- 5- car bal dehyde
Stép 61 xture of 4-am no- 3-
(napht hal eneNl -sul fonyl met hyl ) - benzal dehyde (2.4 g,
6.85 mmol es| | n THF (10rL) and 4l (20 nmL) was
stirred in ayround Q)On; onedid, &Sk at, 3 0C. A sol ution of
sodi um ni trite £0.49°g, 7—19mol ) in PO (2 nl) was
added. The reagtilonNm xt uF€"was pou to a cold
sol ution of saturakled sodi um bi car bo® (100 m.) and

ik ienianangd - fifree S aBRERNAE de (1 '"géj et e same

pr@sct‘ﬂdpm.l@caﬁecﬂlh Exbf‘an‘Hl 14 Siéﬂ P.,danﬁ eIn;Béyntjg 554-52@6&@1&)3
(PR RuRaie 1K nga78. 494 950 264 Bupal) the Hi samRcups wasqbiaied

asawhite olidi(&3 tige86Ho).3Mp: 120 - 125°C. MS (ES+): 330 (M+H)*

Example 182
N,N-Dimethyi-N-{3-[3-(naphthylsulfonyl)-1H-indazol-5-yl]propyl}amine
hydrochloride

Step 1
CICH;SO;Naph
KOtBu
THF
NO, NO,

5-Bromo-2-nitrobenzyl naphthyl sulfone Using substantially the same procedure
described in Example 177, Step 1, and employing 1-Bromo-4-nitrobenzene (5.05 g,
25 mmol) and chloromethylnaphthylsulfone (7.1 g, 30 mmol), the title product was

obtained as a light tan solid (8.6 g, 85%). Mp: 165 - 168°C. MS (ES-): 404 (M-H)*
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(napht hal ene- 1-sul fonyl ) - 1Hi ndazol e- 5- car bal dehyde
(0.17 g, 0.5 mmol ), piperazine (0.2 n., 2.0 mmvl) and
W@ em7/em7itr i acet oxyborohydride (0.15 g, 0.7 nmoPQT/U82006/030965
di chl oroet hane (5 nL) was stirred at roomtenperature
for 24 hrs. After conpletion, the solvent was renoved
in vacuo, crude material dispersed in water and pH
brought to 3.4. Solid naterial was filtered of f and
Step2hed with cold water to afford after drying the
target material as a frge,fase. The latter was
converted into hydrochl ori(g}sal t by dissolution in
met hanol , foll owed by q,gggg ment MaGk¢
HO and t#e_eya
afford the

| t he excess of 2N

T monpgﬁ e volati{l es in vacuo to
orrdd salt,

C 2201 Usi ng

M%‘Ei‘i@#kgd#@’%&a@%ﬁ‘tk%g gé\\{lﬁpg@]yﬂgﬁ )ﬂ}]ysﬁwfgeﬁgwsfquany

thelesmé pebcadiraeiedtitbdd if Example 17, B 4, aae ity 5-Brdriid-2-

it BEnST PRGN AR b 2Lkl P B L6 Sidec os o

lightl tan Bxlid (98138ay, 8RR ROMPIM 78°071 MSLES-} -4t (MHpT per azi n- 1
-yl >200 419.1 197 3-nethyl pi perazin-1 -yl >200 421.1
198 3, 5-di net hyl pi perazin-1 -yl >200 433.1 199

Stef3) - 3- et hyl pi perazin-1 -yl 178-181 419.2 200

( 3RMe8;dEt hyl pi perazin-1 yI 179-484,c419. 2 201
(3R)-3-af nopyrrolidin-1 - >200 405, Exan'pl e 202
3-(1-Nap soMbr 57 t% PEEd2i n- 1yhcangor

dazole Ste 3- ( Napht mrateme=2" - sul f on
H i ndazol e- 52 caf®oxyl i c- ackt@Ac NHy

Methyl 3-{4-amino-3-[(naphthylsulfonyl)methyi]phenyl}propanoate Using
substantially the same procedure described in Example 177, Step 3, and employing
methyl (2E)-3-{4-nitro-3-[(naphthylsulfonyl)methyl]phenyl}acrylate (2.5 g, 6.0 mmol),
the title compound was obtained as a brown gum (2.1 g, 90%). MS (ES+): 384
(M+H)"

Step 4
M602C

M802C
HCI, NaNO, SO2Naph
SO,Naph 4
— N
NH, H,0 H

Methyl 3-[3-(Naphthylsulfonyl)-1H-indazol-5-yl]propanoate Using substantially
the same procedure described in Example 171, Step 3, and employing methyl 3-{4-
amino-3-[(naphthylsulfonyl)methyl] phenyl}propanoate (1.2 g, 3.11 mmol), the title
compound was obtained as a light brown solid (1.02 g, 83%). Mp: 60 - 65 °C. MS
(ES+): 395 (M+H)*

Step 5
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A m xture of
3- (napht hal ene- 1- sul fonyl ) - 1H i ndazol e- 5- car bal dehyde

w@ 200152911 0. 44 mmol es) and KMhO4 (0.03 g, 0.29PemUsmP6/030965

was stirred in CH3CN H20O (4:1) for 1 hour. Reaction
m xture was acidified with 2N HCl, stirred with
saturated sodiumbisulfite for 10 m nutes, then
extracted with Et OAc, dried over Na2SO4 and
concgn&rcat ed in vacuo to afford thé&"itle conpound
(0.1 9 nMIlseSNaph St S

3- (1- Naph Ltonyl) - s—tprperazi n- 1} car bo/i¥YePiH i nd
azole A m x cN

3- (napht hal e¥é-f} sul fonyl ) - 1Hi ndazol e* boxyl i c-ac
id (0.13 g, 0.39 mol es) piperazine (0.036%, 0.42
ﬁ{ﬂﬂp@&)sulﬁﬁﬁl)-’hf{ mdé%mynyﬂo@anmem peiogsub@antially the same

| bod d | de, (0.,08 |
progResTa Sescre ImPEERY 3 f. o fisurmeriadmeyt S, e
(namﬁ §infdn9|¢d H%&itoh@@l]pmpbn@aié €10 wi 2.6 nEin@Rdhe tiths berdpound

wa%%tﬁe'@ 89 s petlitg s (4 A g gtan 6: 0 s 1BSTE asreiihuy)

into the hydrochloride salt by dlssolutlon in

net hanol, followed by treatnent wth the excess of 2N
Step§ znmithe evacuation of the volatiles in vacuo to

afford t®® title conpound hydrockyroride salt; M: >

200 0C; 5\1 4 19.1. Exanple 203
5-[1-(4- , aZ) Frodoryp) SONaph
ethyl]-3-(1 phty | sufepyhb) - 1H- i N NStep 1:

1-[ 3- (Napht hatreme- 1 - subdiooPyRY - 1 N
H i ndazol - 5-yl ] -et hanol A m xture of
3- [ﬁmmnhwéalfsnﬁ)-lHsuhsﬂdl;d&ﬂﬁr/opym RitdEybenfenesulfehatehy d

US'§6|(SHP$%W'%")‘1”&??@PG prpCe H'fﬁﬁ*ﬁé%f %Eé?m&%? i ﬁte?sﬁjgaa?
emp ing 3[3- ﬂa@%ilwlfoaq)mnuamx 5aqmbamn oN(X763 @, 283 mmol),

W th water, N
theylerpredict Wer elianecipset vl o O &35 SR 4 c. Ms
(ESOnenimaHgd in vacuo to afford the title conpound

(0.13 g, 3.9 mvles). Step 2:
5-[1- (4- et hyl pi perazin-1-yl)
Steyd Nyl | - 3- (1- napht hyl sul fonyl ) - 1H i ndazol e: A m xture

of

1- [ 3- (napht hal ene- 1- sul fhptz NN ) - 1H-| ndazol 5-yl ] et hanol
(0.13 g, ™0.38 % hane sul Tpnic an&ygg de
(0.16 g mTQ{bes adF t ri et hyl o

N' 71°

N,N-Dimethyl-N-{3-[3-(naphthylsulfonyl)-1H-indazol-5-yl}propyl}amine
hydrochloride Using substantially the same procedure described in Example 171,
Step 7, and employing 3-[3-(naphthylsulfonyl)-1 H-indazol-5-yl]propy! 4-
methylbenzenesulfonate (100 mg, 0.19 mmol), the title compound was obtained as
an off white solid (73 mg, 99%). Mp: 247 — 248 °C. MS (ES+): 394 (M+H)"

Examples 183-187
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(0.13 m, 0.95 mvle) was stirred in CH2Cl 2from 0 0C
to roomtenperature for 5 hours to afford

woredoharsul f oni ¢ aci d PCT/US2006/030965

1-[ 3- (napht hal ene- 1- sul fonyl ) - 1- H i ndazol - 5-yl ] -
ethylester. This reaction mxture was treated with
excess N-nethyl -piperazine (0.22 g, 2 moles). The
crude product was purified by flash chronat ography
usi ng 5% MeOH/ 2 to afford the title ;
183- 185 ®i¢, mz 433. 1. Bxappl e 2(
of 5-HT6(Bi ndi Affinity of Test {Conpoun
affinity ¢f testsconpoundsrir the
recept or uat ed—n-the foll on
Cul t ur ed EN s expressi ng human
receptors were Harvested and centrifuged at | ow speed
(1 i ' t

e e e Sl B, BoPehg o bRy Bitiie i) 66 7. and

employinge3-t (npplatb s winpyh-dHogeazel-5pflerpiid-smethyideprentsulfonate
an@ #ld d&ir@@buﬁﬁémq@mn;s&ma@sﬁ&vw%eﬂa X Wefe stgg,lep%ad-

@Peratlon was repeated. The collecte S were
oiBYesnd spss speernl @BRlysASs of 50 mM Tris. HCOl (pH
7.4) and 0.5 mM EDTA. TheaBpgngenate was centri fuged
at 40,000 x g for 30.0 mn and_the precipitate was
col | ected. The obt arpedrpel | resuspended in 10
vol unes of Tris.HCl byffer a ntrifuged at the
sanme speed. The final pgellet , suspended in a smal
volunme of Tris.HC buffer = o\the tissue protein
content was determ ned i iﬁuots of 10-25 n

vol unes. Bovi ne Serum Al burfi njwas used as the standard
int protein determ nation according to the nethod

desciped in y et al.geJ. Biol. Chgem . ', 265 (
1951—N)'—. The—vL!g%n? of——t—hggs—us-penééﬁﬂeét-k nﬂelig@n-es
was q@%ust ed tQ,give a tisgsue prot i:%%1§[gncent ggl on of

1.0 n‘g m of sugpension. e prepa nbr an
suspdfdi on (1Othles concertrated) 2@8&s232 i quotggzin 1.0

m vakygnes red at 70 C untj din
subsequent gf%rjf)orlléisg experi n'-gnts. Bi J|11(%J(¥'|L’1€jfexper‘|191f3ents
wer e 16@r f or ne@liln a 96 welHi mi cr ot 205%20p! at e #gg mat ,

in a4g7y -CH,CH,CH,CH,- 135-138 420
Example 188
{3-[3-(Naphthylylsulfonyf)-1 H-indazol-5-yl]propyl}amine
Step 1
OTs N3
NaN3
S0,Naph DME SO,Naph

\N E— N

N' 800 N/N

H H

5-(3-Azidopropyl)-3-(naphthylsquonyl)-1 H-indazole Using essentially the same
procedure described in Example 174, Step 1, and employing 3-[3-(naphthylsulfonyl)-
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total volunme of 200 M . To each well was added the
followng mxture: 80.0 m of incubation buffer nmade
WO 20030211 Tris. HCl buffer (pH 7.4) containi ng BOT/0S20M/030965
MyCl 2 and 0.5 nmM EDTA and 20 ml of [3H]-LSD (S. A.,
86.0 Ci/mml, available from Amersham Li fe Sci ence),
3.0 nM The dissociation constant, K of the [3H] LSD at
t he hunman serotonin 5-HT6 receptor was 2.9 nM as
1H-Heloesir8-pignohy 4eactylbenzenediliodated 199 tig, D:26meragli.rige title

d
corf PR ERARGA 8 o FEE) P 68 s B9 95283 506 e
suspensi on. Nonspecific binding was neasured in the

Ste%refsence of 10.0 mM et hi ot hepin. The test conpounds
e added in 20.0 ml volune. The reaction was all owed
to prodeed in the dark for 120 niflk es at room

t enper a at which time, the bownd Ilga eptor
conpl ex SO of PdiBita 96 wel | i er with a
Packard Fi bt e(r) “I96 Farvester. baund conpl ex
caught on Nlter di KOMas al |l owe ir dry and

the radioactivily is nmeasured in a Packar TopCount (r)
{3-Ee(NapbéiayIyisulfosyl)-1HHodarak5tyilpropyllaratnecdeing essentially thée

d -
oLt ARG sttt i
3-(aanthtinydsutfoey))-il H-iadzRalel( 86 mgop@éunmo rthe ifle gorapeyndwagm
obt%fn%b &Gk \%gégung g 80 ﬁgeg% o{iﬂa @' §goct OMSIE Sy HId6 (M)

rece or was radi oacti vi ty bound
| ess the anount bound in the presence of 10.0mMM

unl abel ed met hi ot hepi n. E%g@gé qggi n the presence of

varyi ng concentrations ound was expressed
{4 b’t—(wanjéhzlehtfagﬂ)-aH-@é@@l-ﬁr)dlbb'tﬂbﬁm@eu hydreehlgridence of
Su%??t -conpound. The results were plotted as | og % bound
ersus |l og concentration of test conpound. Nonli near
regression anal ysis of ﬁ;i; points with a conputer
assi sted program Prisn(r i el dedq-tvoth the I C50 and

t he Klvagrues of test corrrgounds wilt h 95% confi dence
limts. earoeyr 24P i ne o

pl otted, f Ndi ch thgmgng@g,g@al ue is

4-{4-Nitro-3-[(naphthylsulfonyl)methyl]phenyl}but-3-yn-1-ol Using substantially
the same procedure described in Example 181, Step 1, and employing 5-bromo-2-
nitrobenzyl naphthyl sulfone (5000 mg, 12.3 mmol), the title compound was obtained
as an off yeliow solid (4381 mg, 90%). Mp: 155 °C. MS (ES-): 394 (M-H)"

OH
sONaph __PUICHz Pd/C, H,
EtOAc SOzNaph

Quant

Step 2

4-{4-Amino-3-[(naphthylsulfonyl)methyl]phenyl}butan-1-ol Using substantially
the same procedure described in Example 181, Step 2, and employing 4-{4-nitro-3-
[(naphthylsulfonyl)methyl] phenyl}but-3-yn-1-ol (1750 mg, 4.4 mmol), the title
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determ ned and the K value is determ ned based upon
the following equation: KL = 1C50 / ( 1 + UKo) where L
wor®7bkgiconcentrati on of the radi oactive |i gapdI/usm®de/030965
and Kis the dissociation constant of the Iigand for
the receptor, both expressed in nM Using this assay,
the followi ng Ki values were determ ned. The data are
shown in Table X1, below For Table XIIl A =
QAN hiRed ad 4N YeIRNGIIE (+6 TEomiy S Do =8B6SAVICI S
= >4?nM TABLE Xl Il Test Conmpound 5-HT6 Bi ndi ng

(ES(“‘QXQ% ) Ki (nM 1B2E3C4A5D6B7C8C
B 10 E

Step 3
HCI, NaNO, SOzNaph
SO,Naph ——

4-[3-(Naphthylsulfonyl)-1 H-indazol-5-yl]butan-1 -ol Usmg substantlally the same
procedure described in Example 171, Step 3, and employing 4-{4-amino-3-
[(naphthylsulfonyl)methyl] phenyl}butan-1-ol (1.6 g, 4.3 mmol), the title compound
was obtained as a light pink solid (1.64 g, 99%). Mp: 138 - 139 °C. MS (ES- ) 379
(M-H)"

Step 4
OH OTs
TosCl, py
SOzNaph SO,Naph
Y CH,Cl,, 0° -RT N
N N

4-[3-(Naphthylsulfonyl)-1H-indazol-5-yl]butyl 4-methylbenzenesulfonate Using
substantially the same procedure described in Example 171, Step 6, and employing
4-[3-(naphthylsulfonyl)-1H-indazol-5-yl}butan-1-ol (1.6 g, 4.2 mmol), the title
compound was obtained as a white foam (2.02 g, 90%). Mp: 63 - 66 °C. MS (ES+):
535 (M+H) "

Step 5
OTs Ng
SO,P
2Ph NaNs SO,Ph

N —_— ~

N DMF, A )
N

H

5-(4-Azidobutyl)-3-(naphthylsulfonyl)-1H-indazole Using substantially the same
procedure described in Example 174, Step 1, and employing 4-[3-(naphthylsulfonyl)-
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W(Ié(iZOOQAOWIQ4 A 25 A 26 A27 A28 A 29 A 30 A 3 HCRUSDIAH030965
3 A

1H-indazol-5-yl]butyl 4-methylbenzenesulfonate (150 mg, 0.28 mmol), the title
compound was obtained as a clear glass (104 mg, 92%). MS (ES+): 406 (M+H)”

Step 6
N3 NH,
d/C, H
SOZNaPh_P___2> SO,Naph
Y EtOH N
N N
5 H H

{4-[3-(Naphthylsulfonyl)-1H-indazol-5-yl]butyl}amine hydrochloride Uéing

substantially the same procedure described in Example 17 Step 2, and employing 5-

(4-azidobutyl)-3-(naphthylsulfonyl)-1H-indazole (104 mg, 0.25 mmol), the title

compound was obtained as a white solid (91mg, 94%). Mp: 150 - 152 °C. MS (ES+):
10 380 (M+H)"

Examples 190-194

TsO.

SOy HNRsRe S0z
—— \,N
N
H
15 Using essentially the same procedure described in Exampie 171, Step 7, and

employing 3-[3-(naphthylsuifonyl)-1H-indazol-5-yl]butyl 4-methylbenzenesulfonate
and the desired amine, the compounds shown in Table XI were obtained and
identified by HPL.C and mass spectral analyses.
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w®T®wsn21Zonpound 5- HT6 Bi ndi ng (Exanpl e No.) KiPCTINB208&030965
E 56 E

TABLE Xi

Rs
RgN

O3

Ex.
No. R5 R6 mp °C [M+H]"
190 CH; CH,3 232-233 408
191 C;Hs H 140-145 408
192 isopropyl H 145-150 422
193 C;Hs CH, 195-198 422
194 -CH,CH,CH,CH- 238-240 434
Example 195
3-(1-Naphthylsulfonyl)-5-(piperazin-1-ylmethyl)-1 H-indazole
cl
0=8=0

o< IR RS

3 |
Ox
OJ\@\ ML 1 P=0
/
N
H

2 4)  NaNOjy, HCI
H

N
5) ( ] NaBH(COCH3);
N

H

Step 1:

2-[3-(Naphthalene-1-sulfonylmethyl)-4-nitro-phenyl]-[1,3] dioxolane A mixture of
2-(4-nitro-phenyl)-[1, 3] dioxolane (1.85 g, 9.5 mmoles) and 1-chloromethane-
sulfonyl-naphthalene (2.74 g, 11.4 mmoles) was stirred in THF (50 ml) at —=78 °C, in a
round bottom flask under nitrogen. A solution of 1M potassium t-butoxide was added
dropwise (19 ml, 19 mmoles) over a half an hour period. Temperature was allowed
to rise to — 40 °C, and the reaction mixture was stirred at this temperature for 5

hours. The reaction mixture was poured into cold 2N HCI, extracted with EtOAc,
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57 D58 C59 E60 B6 1 A62 A63 A64 A65 A66 A 67
A68 A69 C70B71B72D73 E74 A75B76 A77 A
wa Soa07218 80 A PCT/US2006/030965

dried over Na,SO,, and concentrated under vacuum. Compound was purified by
normal phase HPLC on silica column, using as eluent 40% EtOAc/hexane, to afford
the title compound as an off-white solid (3.03 g, 7.6 mmoles).

Step 2:

3-(Naphthalene-1-sulfonylmethyl)-4-nitro-benzaldehyde A mixture of 2-[3-
(naphthalene-1-sulfonylmethyl)-4-nitro-phenyl]-[1,3] dioxolane (3.03 g, 7.6 mmoles),
and 2N HCI (4 ml, 8 mmoles) in THF (30 mL) was stirred at 40 °C for 4 hours. The
reaction mixture was cooled to room temperature, diluted with water, extracted with
CH,Cl,, dried over Na,SO,, and concentrated under vacuum to yield the title
compound (2.56 g, 7.22 mmoles).

Step 3:

4-Amino-3-(naphthalene-1-sulfonylmethyl)-benzaldehyde A mixture of 3-
(naphthalene-1-sulfonylmethyl)-4-nitro-benzaldehyde (2.5 g, 7.22 mmoles) and
10%Pd/C in THF (10 mL), and methanol (20 mL) was hydrogenated in a Parr
hydrogenation bottle (250 mL) at 52Ib/in® overnight. The mixture was filtered through
Celite, and the filtrate was concentrated under vacuum to afford the title compound
as an off-white solid (2.4 g, 6.85 mmoles).

Step 4:

3-(Naphthalene-1-sulfonyl)-1H-indazole-5-carbaldehyde A mixture of 4-amino-3-
(naphthalene-1-sulfonylmethyl)-benzaldehyde (2.4 g, 6.85 mmoles) in THF (10mL)
and 4M HCI (20 mL) was stirred in a round bottom flask at 3 °C. A solution of sodium
nitrite (0.49 g, 7.19 mmoles) in H,O (2 mL) was added. The reaction mixture was
poured into a cold solution of saturated sodium bicarbonate (100 mL) and extracted
with EtOAc. Compound was dried over Na,SO,, and concentrated under vacuum to
afford the title compound as an off white solid (1.84 g, 5.5 mmoles).

Step 5:

3-(1-Naphthylsulfonyl)-5-(piperazin-1-ylmethyl)-1H-indazole A mixture of 3-
(naphthalene-1-sulfonyl)-1H-indazole-5-carbaldehyde (0.17 g, 0.5 mmol), piperazine
(0.2 mL, 2.0 mmol) and sodium triacetoxyborohydride (0.15 g, 0.7 mmol) in
dichloroethane (5 mL) was stirred at room temperature for 24 hrs. After completion,
the solvent was removed in vacuo, crude material dispersed in water and pH brought
to 3.4. Solid material was filtered off and washed with cold water to afford after
drying the target material as a free base. The latter was converted into hydrochloride
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salt by dissolution in methanol, followed by treatment with the excess of 2N HCI and
the evacuation of the volatiles in vacuo to afford the title compound as the
hydrochloride salt, mp > 200 °C; MS (ES) m/z 406.

5 Examples 196-201
Q ”Q
o O=d_ 1) HNRsRs *HCI Ox =
N\ —_— R5\N 2
N 2) Hel | N
N Re N

H
Using essentially the same reductive amination procedure described in

Example195, Step 5, and employing the desired amine and treatment of the free
base with HCI; the compounds shown in Table XII were obtained and identified by
10  HPLC and mass spectral analyses.
TABLE XlI

H

Ex. MS
No. NR5R6 mp °C m/z
196 4-methylpiperazin-1-yl >200 419.1
197 3-methylpiperazin-1-yl >200 421.1
198 3,5-dimethylpiperazin-1-yl >200 433.1
199 (38)-3-methylpiperazin-1-yl 178-181 419.2
200 (3R)-3-methylpiperazin-1-yl 179-181 419.2
201 (3R)-3-aminopyrrolidin-1-yl >200 405.1
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Example 202
3-(1-Naphthylsulfonyl)-5-(piperazin-1ylcarbonyl)-1H-indazole

1) Kmno, ['jj * O\

~

Ox N\ S
o SSxo 2) N NH ©
! -/ o A
N - N
/N : N
N 3) H
H

HC!

Step 1: 3-(Naphthalene-1-sulfonyl)-1H-indazole-5-carboxylic-acid

A mixture of 3-(naphthalene-1-sulfonyl)-1H-indazole-5-carbaldehyde (0.15 g,
0.44 mmoles) and KMnO, (0.03 g, 0.29 moles) was stirred in CH;CN/H,0 (4:1) for 1
hour. Reaction mixture was acidified with 2N HC|, stirred with saturated sodium
bisulfite for 10 minutes, then extracted with EtOAc, dried over Na,SO, and

concentrated in vacuo to afford the title compound (0.13 g, 3.9 mmoles).

Step 2: 3-(1-Naphtylsulfonyl)-5-(piperazin-1ylcarbonyl)-1H-indazole

A mixture of 3-(naphthalene-1-sulfonyl)-1H-indazole-5-carboxylic-acid (0.13 g,
0.39 mmoles) piperazine (0.036 g, 0.42 mmoles), and 1-[3-(Dimethylamino) propyl-3-
ethylcarbodiimide hydrochloride (0.08 g, 0.42mmoles) was stirred in CH,Cl, for V2
hour. Reaction mixture was diluted with H,O, extracted with EtOAc, washed with
water (2x), brine (1x), dried over Na,SO,, and concentrated under vacuum. The
product was converted into the hydrochloride salt by dissolution in methanol, followed
by treatment with the excess of 2N HCI and the evacuation of the volatiles in vacuo
to afford the title compound hydrochloride salt; Mp: > 200 °C; MS (ES) m/z 419.1.

Example 203
o
(2 SRRYe
- / N O -
O Os S=q 1) CHaMgBr )

]
N N - HsC N N
/
N [ N
H H

2) BN N-CHg
N/

5-[1-(4-Methylpiperazin-1-yl) ethyl]-3-(1-naphthylsulfonyl)-1 H-indazole
Step 1: 1-[3-(Naphthalene-1-sulfonyl)-1H-indazol-5-yl}-ethanol

159



10

15

20

25

30

127 B 128 E 129 E 130 E 131 B 132 C 133 B 134 B 135 D
136 D 137 C 138 D 139 A 140 A 141 B 142 - 143 A 144 A
wad@®7B21w46 B 147 BTest Conpound 5-HT6 Bi ndi ng PEREIPDE030965
No.) Ki(nM 148 E 149 E

A mixture of 3-(naphthalene-1-sulfonyl)-1H-indazole-5-carbaldehyde (0.15 g,
0.44 mmoles) and MeMgBr (0.36 mi of 3M solution in ether, 1.1 mmoles) was stirred
in THF at —20 °C to 0 °C for 30 minutes. Reaction mixture was diluted with water,
acidified to pH=3 with 2N HCI, then extracted with EtOAc, dried over Na,SO, and
concentrated in vacuo to afford the title compound (0.13 g, 3.9 mmoles).

Step 2: 5-[1-(4-methylpiperazin-1-yl) ethyl]-3-(1-naphthylsulfonyl)-1H-indazole:
A mixture of 1-[3-(naphthalene-1-sulfonyl)-1H-indazol-5-yljethanol (0.13 g,
0.38 mmoles), methane sulfonic anhydride (0.16 g, 0.95 mmoles), and triethylamine
(0.13 ml, 0.95 mmole) was stirred in CH,Cl, from 0 °C to room temperature for 5
hours to afford methanesulfonic acid 1-[3~(naphthalene-1-sulfonyl)-1-H-indazol-5-yl]-
ethylester. This reaction mixture was treated with excess N-methyl-piperazine (0.22
9, 2 mmoles). The crude product was purified by flash chromatography using 5%
MeOH/CH,CI, to afford the title compound; Mp: 183-185 °C, MS (ES) m/z 433.1.

Example 204
Evaluation of 5-HT6 Binding Affinity of Test Compounds

The affinity of test compounds for the serotonin 5-HT, receptor was evaluated
in the following manner. Cultured Hela cells expressing human cloned 5-HT6
receptors were harvested and centrifuged at low speed (1,000 x g) for 10.0 minutes
to remove the culture media. The harvested cells were suspended in half volume of
fresh physiological phosphate buffered saline solution and recentrifuged at the same
speed. This operation was repeated. The collected cells were then homogenized in
ten volumes of 50 mM Tris.HCI (pH 7.4) and 0.5 mM EDTA. The homogenate was
centrifuged at 40,000 x g for 30.0 min and the precipitate was collected. The
obtained pellet was resuspended in 10 volumes of Tris.HCI buffer and recentrifuged
at the same speed. The final pellet was suspended in a small volume of Tris.HCI
buffer and the tissue protein content was determined in aliquots of 10-25 i volumes.
Bovine Serum Albumin was used as the standard in the protein determination
according to the method described in Lowry et al., J. Biol. Chem., 193: 265 (1951).
The volume of the suspended cell membranes was adjusted to give a tissue protein

concentration of 1.0 mg/ml of suspension. The prepared membrane suspension (10
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times concentrated) was aliquoted in 1.0 ml volumes and stored at -70° C until used
in subsequent binding experiments.

Binding experiments were performed in a 96 well microtiter plate format, in a
total volume of 200 pl. To each well was added the following mixture: 80.0 ul of
incubation buffer made in 50 mM Tris.HCI buffer (pH 7.4) containing 10.0 mM MgCl,
and 0.5 mM EDTA and 20 pl of ["H]-LSD (S.A., 86.0 Ci/mmol, available from
Amersham Life Science), 3.0 nM. The dissociation constant, Kp of the [PHILSD at the
human serotonin 5-HTg receptor was 2.9 nM, as determined by saturation binding
with increasing concentrations of [PHILSD. The reaction was initiated by the final
addition of 100.0 pl of tissue suspension. Nonspecific binding was measured in the
presence of 10.0 uM methiothepin. The test compounds were added in 20.0 pl
volume.

The reaction was allowed to proceed in the dark for 120 minutes at room
temperature, at which time, the bound ligand-receptor complex was filtered off on a
96 well unifilter with a Packard Filtermate® 196 Harvester. The bound complex
caught on the filter disk was allowed to air dry and the radioactivity is measured in a
Packard TopCount® equipped with six photomultiplier detectors, after the addition of
40.0p! Microscint®-20 scintillant to each shallow well. The unifilter plate was heat-
sealed and counted in a PackardTopCount® with a fritium efficiency of 31.0%.

Specific binding to the 5-HT; receptor was defined as the total radioactivity
bound less the amount bound in the presence of 10.0uM unlabeled methiothepin.
Binding in the presence of varying concentrations of test compound was expressed
as a percentage of specific binding in the absence of test compound. The results
were plotted as log % bound versus log concentration of test compound. Nonlinear -
regression analysis of data points with a computer assisted program Prism® yielded
both the 1Cs, and the K;values of test compounds with 95% confidence limits. A
linear regression line of data points was plotted, from which the |Cs, value is
determined and the K; value is determined based upon the following equation:

Ki =1Cs /(1 + L/Kp)
where L was the concentration of the radioactive ligand used and K is the
dissociation constant of the ligand for the receptor, both expressed in nM.

Using this assay, the following Ki values were determined. The data are
shown in Table X, below.
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For Table XIll
A = 0.01nM-10nM
B = 11nM-25nM
C = 26nM-35nM
D = 36nM-45nM
E = >45nM
TABLE Xiil
Test Compound 5-HT; Binding
(Example No.) Ki (nM)
1 B
2 E
3 C
4 A
5 D
6 B
7 C -
8 C
9 B
10 E
11 A
12 B
13 D
14 A
15 A
16 A
17 A
18 A
19 A
20 A
21 A
22 A
23 A
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197 A 198 A 199 B 200 A 201 A 202 E 203 AWat is
clainmed is: 1. A conpound of formula I (!) wherein X
w0 2000021311 NR, CH2, CH2Y, CH2Z, CO, CONR or NROZLT/¥S1086/030965
O Sor NR Zis CO nis 0 or an integer of 1, 2, 3,
4, 5 or 6 when Xis CH2; nis an integer of 1, 2, 3,
4, 5 or 6 when Xis CH2Z, COor NRCO n is an integer
of 2, 3, 4, 50r 6 when Xis O S, NR CHY or CONR, R
is Hor a”T@BEc&‘& bhb{dsubsslﬂwmﬁduabkyl group; Rl is H
or an al kyl gﬂ blyy! , aKy(nMy heteroaryl group each
opti onal | m R27is a0 optionally
substituted al kyl, cycloal kyl, aryl or heteroaryl
group or an opti2dnally substitled 8- to 13- nenbered
bicyclic or triggclic ring systgmhaving a N atom at
the bridgehead and optionally containing 1, 2 or 3
addi ti onal hetedatons sel ected®fromN, Oor S; R3 and
R4 are each indegendently H oraan optionally
substituted al kyl group; R5 and R6 are each
i ndependent |y H2%r an al kyl, af‘kenyl, al kynyl,
cycl oal kyl , 30
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cycl oheteroal kyl, aryl or heteroaryl group each
optionally substituted, or R5 and R6 nay be taken

wo ogehtisnt with the atomto which they are att aptiEUS1006/030965
forman optionally substituted 3- to 7-nenbered ring
optionally containing an additional heteroatom
selected fromQO Nor S5 R7 is halogen, CN, OR8,
CO2R9, CONR1ORn, or an al kyl, al kenyl, alkynyl,
cycl oal kyl , Tmgt Cohplotindal kyl5:HEyBihdig het er oaryl group
each opti onakExamsplbNd.} ut edKifmMp an i nteger of O 1,
2 or 3; RBis H GBRLl2 or an al kyit, alkenyl, alkynyl,
aryl or heteroar;gl group each opéi onal Iy substituted;
RO is Hor a d-C*0al kyl, aryl or-heteroaryl group each
optionally substiszuted; R10 and fRl1 are each
i ndependently H g)% an optionally_ substituted al kyl
group; and R12 is$"an optionally Gubstituted G -C
6al kyl , cycl oal kyb, cycl oheteroatkyl, aryl or
het er oar yl groupi or a st er eoi sogrer thereof or a
phar maceutically gccept able salt-thereof. 2. The
conpound accordi®g to claim1l wherein wherein Xis O
NR or CH2. 3. Thﬁzconpound accorgding to claim2
wherein X is O 47 The conpound “accordi ng to any one
of clains 1 to 368herein nis 2 Ar 3. 5. The conmpound
according to anygne of clainms 1,to 4 wherein R2 is an
optionally substituted aryl or h'%teroaryl group or an
optionally subti®tbted 8- to 13- Aenbered bicyclic or
tricyclic ring sygtem havi ng a I\Lﬁatom at the
bri dgehead and optionally containing 1, 2 or 3
addi ti onal heter &t ons sel ected AromN, O or S.
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6. The conmpound according to claim5 wherein R2 is an
optionally substituted phenyl, naphthyl or
w0 pdod@ziothi azol yl group. 7. The conmpound accorPRCTyS1006/030965
any one of clains 1 to 6 wherein R5 and R6 are each
i ndependently H or Cl1-C4 al kyl 8. The conpound
according to any one of clains 1 to 7 wherein R2 is
napht hyl and n is 3.9. The conpound according to claim
1 sel ected flestCompogndup c&HTSBindhgessential ly of :
N, (Example No.) Ki (nV)
N- Di net hyl - 3- {[ 3-861- napht hyl sul fonyl ) - 1H i ndazol - 5-yl ]
oxy}propan-1 -amge;
N- Met hyl - N-{ 2- [ B-B?phenyl sul fonyl § 1H i ndazol - 5-yl ] et hy
| }am ne; 88 A
N, N- Di net hyl - N-{%-g[ 3- (phenyl sul f'gnyl ) - 1H i ndazol - 5-yl ]
et hyl }am ne;
{2-[3-(Phenyl sul ®0nyl )-1H i ndazoh-7-yl ] et hyl } am ne;
N, N- Di et hyl - N-{%—1[ 3- (phenyl sul fl&myl )-1H i ndazol - 7-yl ]
et hyl } am ne;
N-{ 2- [ 3- (Phenyl s§Rf onyl ) - 1H i ndakol - 7-yl ] et hyl } cycl opr
opanani ne; 3 ‘
N, N- Di et hyl - N-{g- [ 3- (phenyl sul f%nyl ) - 1H i ndazol - 5-yl ]
propyl }am ne; N-£3-[3-(Phenyl sulBonyl)-1
H i ndazol - 5-yl ] pngyI }cycl opr op%am ne;
{3-[3-(Phenyl sul fonyl)-1Hindazol -5-yl ] propyl } am ne;
{4-[ 3- (Phenyl sul ¥8nyl ) - 1Hi ndazdf - 5-yl ] but yl }ami ne;
N- Met hyl - N-{ 2- [ 3gfphenyl sul fonyIA- 1H i ndazol - 7-yl ] et hy
| }am ne; N-[3-(1 -Naphthylsul fonyl)-1
H i ndazol - 5-yl ] ePRane- 1 , 2- di aniGe; ;
N, N-Di met hyl - 2- { pg- (phenyl sul fonyl) -1
H i ndazol - 5-yl ] oxy} et hanam ne;
3- (Phenyl sul f onyl9% 5- (2- pi peri diBh- 1- yl et hoxy) - 1H i ndaz
ol e; 3-(1 -Napht{pyl sul fonyl)-5-(g-pyrrolidin-1
-yl ethoxy)-1 H i ndazol e;
N, N- Di net hyl - 2-{103- (1- napht hyl s f onyl ) - 1H-i ndazol - 5-y
| ] oxy} et hanam nejp3
N-(2-{[ 3- (1- Napht hyl sul fonyl )-1Hi ndazol -5-yl ] oxy}et hy
| ) cycl opent anam n€;
105

106
107
108
109
110
111
112
113
114
115
116
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5- (2- Mor phol i n- 4-yl et hoxy) - 3- (1- napht hyl sul fonyl )-1
H i ndazol e;

woR@ryl7aN- et hyl - 2- {[ 3- (1- napht hyl sul f onyl ) - 1PET/NRRAE030965
-5-yl ] oxy} et hanam ne;
N-(2-{[ 3- (1- Napht hyl sul fonyl )-1Hi ndazol - 5-yl ] oxy} et hy
[ )butan-1 -amne; N1 ~-[3-(1 -Naphthylsulfonyl)-1
H i ndazol - 5-yl ] - bet a- al ani nam de;
N- Et hyl - 2- { [ Begt@mamyound f onys-HTBiridimdgzol - 5-yl ] oxy}eth
anam ne; (Example No.) Ki (nM)
N-(2-{[ 3- (Phenyl glulff onyl ) - 1H-1 ndazol -5-yl ] oxy} et hyl ) pr
opan- 2- am ne; 1
N- ( 2-{[ 3- (1- Napht'i81 sul f onyl ) - 1HA ndazol - 5-yI ] oxy} et hy
| ) propan- 2- am ne;119 E
N-Ethyl-2-{[3-(1338phthylsquonyE)-lH—indazol-5-y|]oxy
} et hanami ne;
N- Met hyl - 2- {[ 3- (#2mapht hyl sul f ongl ) - 1H i ndazol - 5-yl ] ox
y} et hanam ne;
1-N®thy|-3-(1-naﬂﬁ?hylsulfonyl)-9-(2-piperidin-l-yleth
oxy)-1 Hindazol d23 E
3-(1-hbphthy|suIQQQyI)-S-(Z-pipeéidin-l-ylethoxy)-l
H i ndazol e; :
3-(2- Am noet hyl ) 4125 ( 2, 5- di et hoByphenyl ) sul fonyl ]-1, 3
-dihydro-ZFLinidgé [4,5- Db]pyridin-2-one;
N, N-Di et hyl - 2-{[ -gl-naphthylsulﬁonyl)-lkkindazol-5-y|
] oxy} et hanami ne; 127 B
N—(2-{[3-(1-hbphg5glsquonyI)-lFEindazol-5-y|]oxy}ethy
| ) cycl opr opanam ne;
1- (3- Chl or obenzyl$93- ( 1- napht hyl Bul f onyl ) - 7- (2- pi perid
i n-1-yl et hoxy) - 1k»k ndazoi e; E
1- (3-Chl or obenzyl ) - 3-(1- napht hyl Sul fonyl)-7-(2-pyrroi
di n- 1-yl et hoxy) - 1B#i ndazol e; B
(2S) - 3- Met hyl - N~134$ 3- (1- napht hyl sul f onyl') - 1H-i ndazol -5
-yl ] butane-1, 2-diam ne; (2-{[1 -({3-Chlorobenzyl)-3-(1
-napht hyl sul fony$31 H-indazol - 7Byl ] oxy} et hyl ) ami ne;
N—(2-{[3-(Pheny|q:éfonyl)-lkbind$zol-5-yl]oxy}ethyl)cy

D

cl opent anam ne; 3-(Phenyl sul fonyl')-5-(2-pyrrolidin-1
-yl et hoxy)-1 H-i Adazol e;

N-Met hyl - 2-{[ 3- (phgnyl sul fonyl ) -dH i ndazol - 5-yl ] oxy} et
hanami ne;

N- Met hyl - 2-{[ 1- mé®hyl - 3- (phenyl s@I f onyl ) - 1H i ndazol - 7-
yl ] oxy} et hanam nejs D
1-N®thy|-3-(phenﬁlsquonyI)-7-(2-pyrroIidin-1

-yl ethoxy)-1 H i ndfzol e; A

(2-{[1-(3-Cnhl or ohgmzyl ) - 3- (phenyAsul fonyl ) - 1Hi ndazol -
7-y|]oxy}ethy|)n?£Pylanine; 5

142 -
143
144
145
146
147
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(2-{[ 1-(3-Cnhl orobenzyl)-3-(phenyl sul fonyl)-1H i ndazol -
7-yl ] oxy}et hyl) et hyl am ne;

wa2q30hor obenzyl ) - 3- (phenyl sul fonyl ) - 7- ( 2- pyPCDUSZH061030965
1 -ylethoxy)-1 Hindazol e;
1- (3- Chl orobenzyl ) - 5- net hoxy- 3- (1- napht hyl sul fonyl ) - 7-
(2- pi peridin-1-yl ethoxy)-1H ndazol e;
N- Met hyl - 2-{[ 3- (phenyl sul fonyl ) - 1H i ndazol - 7-yl ] oxy} et
hanami ne; ( feé{ Gompaukll! Of OBANFHididy( 1
- napht hyl sul {Eawple No.) Ki (nM)
H i ndazol - 7-yTToxg et hyl') et hylam ne; (2-{[1

-(3-Chl orobenzyl )-3-(1 -napht hyl sul fonyl)-1
H i ndazol -7-yl]o et hyl ) met hyl &m ne;
N-Et hyl - 2- {[ 3- (pfwnyl sul fonyl ) - 1¢+ i ndazol - 7-yl ] oxy} eth
anam ne;
N, N-Di et hyl - 2- {[ﬁﬂ(phenylsulfony$) 1H i ndazol - 7-yl ] oxy
} et hanami ne; 152
N-(2-{[ 3- (Phenyl sul f onyl ) - 1FL|ndazoI 7-yl]oxy}ethyl)bu
tan- 1-am ne; 3- (tﬁ%nylsulfonyl) & (2-pyrrolidin-1
-yl ethoxy)-1 Higlpzol e;
3- (Phenylsulfonylg 7-(2- plperldlg 1 -ylethoxy)-1
H i ndazol e;
N, N-Di et hyl - 2- {[ 45@ret hyl - 3- (1- naght hyl sul fonyl ) - 1Hi nd
azol - 7-yl ] oxy} et hapam ne;
1-N®thy|-3-(1-naﬁﬁphylsulfonyl) 5 (2-pyrrolidin-1-ylet
hoxy) -1 Hi ndazol%sg
N—Ethyl-2-{[1-ne% l-3-(1- naphthglsulfonyl) 1
H i ndazol - 7- yl ] oxY} et hanam ne; 3-
- Napht hyl sul f onyti§e 7- ( 2- piperidlm 1 -yl ethoxy)-1
H i ndazole; 3-(1 -ghphthylsulfongl) 7-(2-pyrrolidin-1
-yl et hoxy)-1 F+iﬁ% ol e;
N—Ethyl-2-{[3 (14ﬁhphthylsquonyA)-lFL|ndazol-?-yl]oxy
} et hanami ne; §§ (1 B
-hbphthylsulfonyl 1H i ndazol - 7-yl ] oxy} et hyl ) am ne;
(2-{[1 -(3-Chlortdenzyl)-5-fluorh-3-(1
-naphthylsulfonyhé51 H i ndazol - -yI]oxy}ethyI)-
di met hyl am ne;
(2-{[ 1- Benzyl - 3- (86 napht hy! sul f 0@yl ) - 1H i ndazol -5-yl ] o
xy}ethyl)met hyl aggpe; (2-{[1 -Bengyl -3-(1
- napht hyl sul fonyl')-1
H- i ndazol - 5-yl ] o§§ et hyl ) di net hyPani ne; (2-{[1
-Benzyl - 3- (1 - napgghyl sul fonyl ) -
xgi
1

H i ndazol -5-yl]o et hyl ) et hyl am ne;

N- Met hyl - 2-{[ 3-( apht hyl sul fonBl ) - 1Hi ndazol - 7-yl ] ox
y} et hanam ne;

N, N- Di net hyl - 2- {[3 (1- naphthylsuﬁfonyl) 1H i ndazol - 7-y
| ] oxy} et hanami ne?
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5- Fl uor o- 3- (1- napht hyl sul fonyl ) -7-(2-pyrrolidin-1-yl et
hoxy) - 1H i ndazol e;

wG2@7zr7or 3- (1- napht hyl sul fonyl ) - 7- (2- pi peri di PET/UF1066/680965
oxy) - 1Hi ndazol e;
N, N-Di et hyl - 2-{[ 5-f | uor o- 3- (1- napht hyl sul fonyl )-1Hi nd
azol - 7-yl ] oxy} et hanam ne;
(2-{[5-Fl uoro-3-(1-napht hyl sul fonyl)-1Hindazol-7-yl]o
xy} et hyl ) diTest Cpnspours] 5-HTs Binding
N- Et hyl - 2- { [BxdrhplerNe.3- ( 1- iéidhMhy| sul f onyl ) - 1H i ndazol
-7-yl ] oxy}et handmbne; (2-{[1 -(B-Chlorobenzyl)-3-(1
- napht hyl sul fon)%?z/él H i ndazol - -yl ] oxy} et hyl) -
di met hyl am ne; t hyl - 3- {[3 (I -naphthyl sulfonyl)-1
H-i ndazol - 5-yl | d8y} pr opan-1 -antne;
N- Et hyl - N- et hyI é {[3-(1 -naphy\hyl sul fonyl)-1
H i ndazol - 5- yI]o>§ }propan 1 -amne; 3-(1
- Napht hyl sul f onyll8B- 5- ( 3- pi peri difn-1 -yl propoxy)-1
H i ndazol e;
N, N- Di net hyl - [8§ (1- napht hyl Slﬁfonyl )-1H i ndazol - 5-y
| ] oxy} propan- 1 aﬂr&5ne
N, N- D et hyl - 3- {[1% (1- napht hyl sulpt onyl)-1H i ndazol - 5-yl
] oxy} pr opan- 1- ani ne;
N-(3-{[3-(1- Naph187yI sul fonyl) - 1I-$| ndazol - 5-yl ] oxy} prop
yl)butan-1 -am ngg 3-(1
- Napht hyl sul fony -5-(3-pyrroli d| n-1 -yl propoxy)-1
H-i ndazol e; 189
(2-{[5- Met hoxy- 3;4qL- napht hyl sul f/gnyl )-1H i ndazol - 7-yl ]
oxy}et hyl) net hyl am ne; (2-{[5- I\/Et hoxy-3- (1
- napht hyl sul fony19t 1
H-i ndazol - 7-yl | oxyg et hyl ) di net hyAam ne; 5-Met hoxy 3-(1
-naphthylsulfonyl -7-(2- pyrrolldln 1 -yl et hoxy)-
Hindazol e; 5- Mef®bxy-3-(1
- napht hyl sul fonyh@47 (2-piperidipg-1 -ylethoxy)-1
H i ndazol e; (2- {F‘ -(3- Chlorobenzyl) 3-(1
- napht hyl sul f ony[1$21
H i ndazol - 5-yl ] oqgg et hyl ) et hyl ampne; (3-{[1
- (3-Chl orobenzyl )-3-(1 -napht hyl sul fonyl)-1
H i ndazol - 7-yl ] oﬂ??pr opyl ) - dietfyl am ne;
1- (3- Chl or obenzylipg 3- (1- napht hyl gul fonyl ) -7-(3-pyrroli
di n- 1-yl propoxy) -1 Hindazol e; N_Methyl-3-{[3-(1
- napht hyl sul fonyl1 91 H i ndazol - ByI ] oxy} propan-1
-am ne;
N, N- Di et hyl - 3- {[3 él napht hyl sul f onyI) 1H i ndazol - 7-yl
] oxy} propan- 1- ani4?

202 E

203 A
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N- Met hyl - 2-{[ 1- met hyl - 3- (1- napht hyl sul fonyl ) - 1H-i ndazo
| - 5-yl ] oxy}et hanam ne;

woRM DR ITEL hyl - 2- {[ 1- net hyl - 3- ( 1- napht hyl sul f onp¢/U31406/680965
dazol - 5-yl ] oxy} et hanam ne; N-Ethyl-Nnmethyl-2-{[1
-nmet hyl - 3- (1 - napht hyl sul fonyl ) -
H i ndazol - 5-yl ] oxy} et hanam ne;
N- Et hyl - 2-{[ 1- et hyl - 3- ( 1- napht hyl sul f onyl ) - 1H i ndazol

t hanam ne;
Wlﬁq&%’ﬂyg@%’} g"t i - met hyl - S- Cl - napht hyl sul fonyO- | H i ndazol
- -y oxyl ethanam ne; N-(2-{[1 -Methyl-3-(1
- naght hyl| )
Hi ndazoIA%B yﬁ%gydiotrwy}a)lpr opan- 2- am ne;
1- Met hyl - 3- (1- napht hyl sul fonyl ) -5-(2-pyrrolidin-1-yl et
hoxy) - 1H i ndazol e; ;%3 [3-(1 -Napht hyl sul fonyl)-1
H-i ndazol - 5-yl ] &56‘ 7T CReBarEX (2-{[
-napht hyl sul fonyl )-1 H-i ndazF’ =

SQoNBt hyl - 3- (1
oxy}et hyl)am ne;
Mt indazol - 5-yl ] oxy

N- Et hyl - 3- {[ 3- (1- napht hyl sul ;4)
}propan-1 -am ne;
N- | sopropyl - 3-{[ 3-(1- naplﬁRﬂyI sul fon¥|) 1
H i ndazol - 5-yl ] oxy} propan-1 -am ne;
N-(3-{[3-(1-Napht hyl sul fonyl)-1H i ndazol - 5-yl ] oxy} prop
yl ) cycl opent anani ne; @

wharéid- Mor phol i n- 4-yl propoxy) - 3- (1 napht hyl sul f onyl ) - 1H

d I hth | fonyl)-1
i @aBoNRECHR iyt GFbB D G ONTAOWRRRI, ne:
(974 b3s(cknMepht hyi sul fonyl ) -1
H i ndazol - 5-'yl ] oxy} propyi ) ami ne; N Met hyl -4-{[3-(1

- hdphbhyl sul fonyl -1 Hindazol -5-yl ] oxy}butan-1 -anine
Nh"%@oﬁﬁﬁ h]‘t’égef’rofﬁz@lﬂ!%m mbs)i§ omyl ) - 1H i ndazol - 5-y

I but an-1-a
l\l1 y [nieger P§1 (21 3n‘é\&1?rh§/]"’§%n Kn < 14P R BRAS - 5- yI ] oxy
}hugammle BY 268, 4, 5 or 6 when X is O, S, NR, CH,Y or CONR;

] 8)&?/%) ag?ppilog%ﬁél&éﬂt&%g ky}/glgr%ldyln,f onyI )-1H i ndazol - 5-yl
NRIMVes ok a#a{kw c&doémfw Firy1\or Bistef sxiytigroudd-ddrdiptiohally-syib ited;
! Ra o bo b s IS uey b pvhor hpteaekgrpug or an
H- i ndemtmlnel;ly éi:b(sﬁtutdtlaﬂ}hé hgnsarhiberay bicydic(of tidypiRy rirdlj sysfem
i CTBE R Ao B orieshsact and cptionaby.congaining ) 361 31 )
ami neadc(lﬁbnb[ BetEloatunes Selé¢cled framiN [y bsg] f onyl ) - 1
U, R A BB SRS cvosind tarer
yR)-ahd IFlmamjaacclri isdependently H, or an alkyl, alkenyl, alkynyl, cycloalkyl,
cycloheteroalkyl, aryl or heteroaryl group each optionally substituted, or Rs
and R may be taken together with the atom to which they are attached to
form an optionally substituted 3- to 7-membered ring optionally containing
an additional heteroatom selected from O, N or S;

Ry is halogen, CN, ORg, CO,Rs, CONRgR44, OF an alkyl, alkenyl, alkynyl,
cycloalkyl, cycloheteroalkyl, aryl or heteroary! group each optionally
substituted;

m is an integer of 0, 1, 2 or 3;
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3-(1 - Napht hyl sul fonyl)-5-(piperazin-1 -ylnmethyl)-1
H i ndazole; N-{[3-(1 -Naphthylsulfonyl)-1
woRindzazol - 5- yl | net hyl } et hane-1 , 2-di am ne; PCT/US2006/030965
N-Met hyl - 3-[3- (1 -napht hyl sul fonyl)-1
H i ndazol - 5-yl ] propan-1 -am ne;
N, N- Di net hyl - 4-[ 3- (1- napht hyi sul f onyl ) - 1Hi ndazol - 5-yl
] but an- 1- am ne;
R; 1 1D GORnydr-a3-gligd, (alkemsts Ak sarvas igteroarny gradasath 5- y |

]pro - o

N- Et ﬁ@[}méﬂﬁnﬂtﬁam%d [ 3- (1- napht hyl sul fonyl") -1Hi ndazol -

R ¥d H or afarCeblkykafyher heteroaryl group each optlonglly substituted;

go'oa;rgbﬁ@% %¥é ;%Q%r{e RaéderfdRRtY 0¥ SHobashEY sdbstineaarydrowd;]

N- Et &yd - N- et hyi -4-[3-(1-napht hyl sul fonyl)-1Hi ndazol -

- Vi Ay RBLtGted (Z-dERyK dyadmahtdyybastefdiyl,
B ‘%Sg’;g&%%é"}/ﬁ%gi@ e?h%lé%%ylgé};@ 301 Y mhor
- Napheteydasyliorepy Py - 5- (3-pyrrolidin-1 -yl propyl)-1
J‘ggﬁﬁé? life SOfHaRRYbetichif dcteptaBRYaN Yhatabi onyl ) - 1

astE:fél r‘1 azolﬂ-%Sr-ely);Hrbut gﬁ-ﬂl é-Lg]Fri ﬁye; %?( 1

- Napht hyl sul fonyl) - 5- (4-pyrrolidin-1 -ylbutyl)-1

H i adazoirgs compound according to claim 1 wherein wherein X is O, NR or

N- Et hyl - 4-[ 3- (1- napht hyl sul fonyl ) -i Hi ndazol -5-yl ] buta
CHp- 1- ani ne;

5-[ (3- Met hyl pi perazi n-1-yl ) net hyl ] - 3- (1- napht hyl sul f on

yl')-1Hindazo!e; - S d-D nethyl pi‘&erazi n-i - yOret hy

- S- & - naphe RYMBRHAYARFEIHG. PoHfHR A Wherein X is O.

N-Et hyl - 3-[ 3- (1- napht hyl sul fonyl ) - 1Hi ndazol - 5-yl ] prop

ﬁll_qi_ flz,dagghﬂgc?q%ﬁ&%,%@% htfoh%lyso%lefo?g?é&n)\s_ Jf to 3 whereinnis 2 or
3. 5-[ 1- (4- Met hyl pi perazi n-1-yl)ethyl]-3-(1-napht hyl sul fo

nyl)-1H i ndazol e;

N. NV -Tri met hyl - N - P- Cl - napht hyl sul fonyO- | Hi ndazol - S-

yOret hyl Tae :&am@odmb‘ acﬂioﬂ:l‘!iilgThm;har}y onlefof clalims 1t0 4 wot|1erein R, is an

N, N- Di hyl - 2- - (1- napht sul fon - 1H o]l -By
P HOBRY L AR eteroR D g put 50 ERNAG FelpdSR RSt 5
membereebibydik o8 tricelitapigtdygieauhdvinmya N-dton-at trdatzriigehead and

optllsﬂr\{ah\g gﬁ?r}tag’]lq'}g/ﬁ %yéaligi agi’%llrt%ﬁlalme%er%él]o%ts@elc}edsfrér% I\P %Dgrt§y| S
(3S) - N-{[3-(1- Napht hyl sul fonyl )-1H i ndazol - 5-yl ] met hyl
}pyrrolidin-3-am ne;

(3R) - 1-{[3-(1- Napht hyl sul fonyl )-1H-i ndazol - 5-yl ] net hyl
} py6r ol i dhe-c@rgpoumiaccording to claim 5 wherein R; is an optionally

substituted phenyl, naphthyl or imidazothiazolyl group.

7. The compound according to any one of claims 1 to 6 wherein R; and
Rs are each independently H or C4-C, alkyl

8. The compound according to any one of claims 1 to 7 wherein R; is
naphthyl and n is 3.
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N-[ 2- (D met hyl am no) et hyl ] - 3- (1- napht hyl sul fonyl ) - 1H-i
ndazol e- 5- car boxam de;

wQ@2qoyd21Fuor o- 3- ( phenyl sul fonyl ) -1 PCT/US2006/030965

H i ndazol - 7-yl ] oxy} et hanami ne;

N-[ 3- (1- Napht hyl sul f onyl ) - 1Hi ndazol - 6-yl ] - bet a- al ani n

am de;

N-tS— Cl - Napht hyl sul fonyO | H i ndazol - Z-yl J- S- pi peri di n-

- yl9pr oparendotresound according to claim 1 selected from the group
hyl - N-[ 3- (1- napht hyl sul fonyl ) - 1Hi ndazo

Cops'gt f§9|‘°1538%‘{a§y8f ani nam de; 2-{[3-(Phenylsulfo
N, ¢ Dirnetthili x{iaeg bhaphiipliduiiopi et IHamdaamh@yl]cb&yi};ﬁepén 1-amine;

I .sul f b t | d
N-ETR N el Lo e A g it P S hane. 1
N N2D|d1ea1yi Ne{2 [3- (phenylsulfonyl )-1H- mdaz%lI 5-y|]|eth(%/l}ar|n]|ne3 i

740 i peridin
{2 "jl é‘?"&@@‘ﬁyﬁ?{%w Jﬁfthyﬁgﬂb‘ﬁ}eﬁyl sul f)(;nyl ) - b P
N,lHl—Dinréﬂ%N—{@-[W(ﬂ)iﬁriymukﬁerM) m—mldamlﬂeyl]ethyl}amme_
N TeREpSh TSR RO b Bbpaps ' M=oY
N,Nf[limetﬁyj/-NS{GF[ﬂfﬁnl}én)/lsmlfMyi)ﬁkﬂ'&k\db?@ﬁﬂ_’l]pmgy_ Hemim@nam ne;
N-Br- (6L erBRRDUIRASH HiRiol 5 Bl iobpndming! &t hoxy) - 1
{3-33-(F1h€N6(bhtfwl)s‘lﬂ-fndamlﬁ-ﬂ}p(@ybgmmt i di n-1-yl et hoxy)-1H

' Lo e 2- B [)-1

“] -|E nga%' %P[f%lyé)l[ﬁ&éfze{'ha&ajapn&ré%ﬁme?ny )
N-Mefii-hig{2-[3-(ppeny{sulferahntHhindeesl oyligthvlaminaidazol - 6- yI ] ox

Nt%ﬁt[gazow%mop%ﬁm %Zor_ ! am%;?téé%é%orlmr t her eof ;

N Hr@”@twlrar{fﬁaééaﬂyl%&ﬂohw éﬁdmﬁzabﬁﬁll@afﬂethamweaf 10. A

I5he. TR %LHEKZ nervous system
3(@1%5?\9%??15@@‘? ﬁlﬁ&i@‘dgfﬁ}fg ,.&f)% ggl tal%e 5- HT6 rezeptor
3-(InNaphiaxlsdienyl)-A-(Aegdolidine wisthay)- & -indazple; ses provi di ng

N Nmnﬁ@tﬂwgtd @Dﬁapﬁtﬁyﬁ%rf&%lﬁﬂ aEéfl 53{11 o%gf/ehﬁ’a%a nt of
accor one cl ai s

N-g2-{[3( n}erapmthy*FH@owﬁt%btﬂ'da&@rsd]pm@eml)@ycmmn@amtf@r ein
5- @amdmshbmn%md»@) 9—(¢-‘Pngﬁhthj/l¥t§1fd?|15/§-qmlﬁﬂazcﬁ’e ;devel oprent al
N %thyl N- methyl 2- {[3 (1-naphth€l§&1%rnglt) I1\I{Ielndézso? r5(-jy(la]{')xy}ethanamlne
N-(2-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylloxy}ethyl)butan-1-amine;
N~1~-[3-(1-Naphthylsulfony!)-1H-indazol-5-yl]-beta-alaninamide;
N-Ethyl-2-{[3-(phenylsulfonyl)-1H-indazol-5-yl]Joxy}ethanamine;
N-(2-{[3-(Phenylsulfonyl)-1H-indazol-5-yl]oxy}ethyl)propan-2-amine;
N-(2~{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)propan-2-amine;
N-Ethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethanamine;
N-Methyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethanamine;
1-Methyl-3-(1-naphthylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
3-(1-Naphthylsulfonyl)-5-(2-piperidin-1-ylethoxy)-1H-indazole;
3-(2-Aminoethyl)-1-[(2,5-dimethoxyphenyl)sulfonyl]-1,3-dihydro-2H-imidazo[4,5-
blpyridin-2-one;

N,N-Diethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethanamine;
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12. The nmethod according to claim11l wherein said

di sorder is a cognitive disorder. 13. The nethod
wa@ewaenzi7ng to claim 11 wherein said di sorder iBCT/US2006/030965

sel ected fromthe group consisting of: a |earning

di sorder; attention deficit disorder; Down's syndrone,

Fragile X syndronme or autism 14. The nethod accordi ng

to claim1l wherein said disorder is stroke or head

N-&&%ﬁ‘a!\lan@hwwlf@nwbﬂﬂde@aaobéwl]@&ﬂpfbsli)qwct@nrqmnemine;

' n
G 0B ey AP MG X (AREERNAN o hBh) P nadnd
1- (B&Iziwpb@rw)&(1cmaéihtm'lsylf@rayl)97 (Z_ceyrrwdmbxyl@ﬁ@xv)o‘rHﬂd@zole

|
(28) ERRAYNA I3 (FnsiRAs e -1 HAhdRols y1aRan #200afe;

(Z-K[édétthfyober@dh'@dd rigpbthylsgifenyl)at H-lnd@zplv%ﬁ}oe(v}@twl)amme

N-{?ﬂ[’% ﬁ%ebngémf&@‘) 11@ 6rrnrdm &%%}Bmf} %ﬁuyﬂb&@%ﬁfdn ﬁ-@j Presence
3-(Eheayiswiond)-bd2gywelidima- W@BWD-&Hflndﬁﬂmund wherein Ri
N P AR B 1 e b B R e a1
N- Mymybai{laymethalr?y(ph@nylﬁlémw&raHymd@;zod;ap/l]e&dﬁthgp@m@ﬁal |y
USROS B B BBrodt | m 20, 0
(2+IA-(Briehgreberanbs- (shempsusieny)-1 b-indazel-T-loxisthylreethylamine;
2 ?[Q%mom%ﬁ%n(pﬁényléﬂfbhylﬁ'i‘q-u‘?cﬁgszf‘ 3 gmétﬁﬁﬁ%m.ﬁél d
1- (Fii(?h'@foaﬁn?alll)k%rmheaxl%u|{9§V'W‘r(2 PyFrplidies -iedbe@nird Hyindagolsi p
1- @S oRBERANES-héthdR 3L (H IHdbRthyIsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-
indazole;
N-Methyl-2-{[3-(phenylsulfonyl)- 1H-indazol-7-ylJoxy}ethanamine;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)ethylamine;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-7-yljoxy}ethyl)methylamine;
N-Ethyl-2-{[3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
N,N-Diethyl-2-{[3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
N-(2-{[3-(Phenylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)butan-1-amine;
3-(Phenyisulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
3-(Phenylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
N,N-Diethyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-7-ylloxy}ethanamine;
1-Methyl-3-(1-naphthylsulfony!)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
N-Ethyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
3-(1-Naphthylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
3-(1-Naphthylsulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
N-Ethyl-2-{[3-(1-naphthylsulfony!)-1H-indazol-7-ylloxy}ethanamine;
(2-{[3-(1-Naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)amine;
(2-{[1-(3-Chlorobenzy!)-5-fluoro-3-(1 -naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)-
dimethylamine;

(2-{[1-Benzyl-3-(1-naphthylsulfonyl)-1 H-indazol-5-ylJoxy}ethyl)methylamine;
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(2-{[1-Benzyl-3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)dimethylamine;
(2-{[1-Benzyl-3-(1-naphthylisulfonyl)-1H-indazol-5-ylJoxy}ethyl)ethylamine;
N-Methyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
N,N-Dimethyi-2-{[3-(1-naphthylisulfony!)-1H-indazol-7-ylJoxy}ethanamine;
5-Fluoro-3-(1-naphthylsulfony!)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
5-Fluoro-3-(1-naphthylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
N,N-Diethyl-2-{[5-fluoro-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
(2-{[5-Fluoro-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)dimethylamine;
N-Ethyl-2-{[5-fluoro-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-5-yljoxy}ethyl)-
dimethylamine;
N-Methyl-3~{[3-(1-naphthylisulfonyl)-1H-indazol-5-yljoxy}propan-1-amine;
N-Ethyl-N-methyl-3-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]Joxy}propan-1-amine;
3-(1-Naphthylsulfonyl)-5-(3-piperidin-1-ylpropoxy)-1H-indazole;
N,N-Dimethyl-3-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylloxy}propan-1-amine;
N,N-Diethyl-3-{[3-(1-naphthylsulfonyl)- 1H-indazol-5-ylJoxy}propan-1-amine;
N-(3-{[3-(1-Naphthylisulfonyl)-1H-indazol-5-ylJoxy}propyl)butan-1-amine;
3-(1-Naphthylsulfonyl)-5-(3-pyrrolidin-1-ylpropoxy)-1H-indazole;
(2-{[5-Methoxy-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)methylamine;
(2-{[5-Methoxy-3-(1-naphthylsulfonyl)-1H-indazol-7-yl]Joxy}ethyl)dimethylamine;
5-Methoxy-3-(1-naphthylsulfonyl)-7-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
5-Methoxy-3-(1-naphthylsulfonyl)-7-(2-piperidin-1-ylethoxy)-1H-indazole;
(2-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)ethylamine;
(3-{[1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-1H-indazol-7-yljoxy}propyl)-
diethylamine;
1-(3-Chlorobenzyl)-3-(1-naphthylsulfonyl)-7-(3-pyrrolidin-1-ylpropoxy)-1H-indazole;
N-Methyl-3-{[3-(1-naphthylsulfonyi)-1H-indazol-7-ylJoxy}propan-1-amine;
N,N-Diethyl-3-{[3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}propan-1-amine;
N-Methyl-2-{[1-methyi-3-(1-naphthylsulfonyl)-1H-indazol-5-yiJoxy}ethanamine;
N,N-Dimethyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethanamine;
N-Ethyl-N-methyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethan-
amine;

N-Ethyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-5-yljoxy}ethanamine;
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N,N-Diethyl-2-{[1-methyl-3-(1-naphthylsulfonyl)-1H-indazol-5-ylloxy}ethanamine;
N-(2-{[1-Methyl-3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}ethyl)propan-2-amine;
1-Methyl-3-(1-naphthylsulfonyl)-5-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
{3-[3-(1-Naphthylsulfonyl)-1H-indazol-5-yl]propyl}amine;
(2-{[1-Methyl-3-(1-naphthylsulfonyl)-1H-indazol-7-yiJoxy}ethyl)amine;
N-Ethyi-3-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}propan-1-amine;
N-lsopropy!-3-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}propan-1-amine;
N-(3-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}propyl)cyclopentanamine;
5-(3-Morpholin-4-ylpropoxy)-3-(1-naphthyisuifonyl)-1H-indazole;
N-(3-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}propyl)cyclopropanamine;
(3-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}propyl)amine;
N-Methyl-4-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylloxy}butan-1-amine
N,N-Dimethyl-4-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yljoxy}butan-1-amine;
N-Ethyl-4-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yljoxy}butan-1-amine;
N,N-Diethyl-4-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJoxy}butan-1-amine;
N-Methyl-4-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]Joxy}-N-propyibutan-1-amine;
3-(1-Naphthylsulfonyl)-5-(4-pyrrolidin-1-ylbutoxy)-1H-indazole;
3-(1-Naphthylsulfonyl)-5-(4-piperidin-1-ylbutoxy)-1H-indazole;
(4~{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJoxy}butyl)amine;
(2-{[5-Fluoro-3-(1-naphthylsulfonyl)-1H-indazol-7-ylJoxy}ethyl)methylamine;
5-[(4-Methylpiperazin-1-yl)methyl]-3-(1-naphthylsulfonyl)-1H-indazole;
3-(1-Naphthylsulfonyl)-5-(piperazin-1-ylmethyl)-1H-indazole;
N-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-yljmethyl}ethane-1,2-diamine;
N-Methyl-3-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]propan-1-amine;
N,N-Dimethyl-4-[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJbutan-1-amine;
N,N-Dimethyl-3-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]propan-1-amine;
N-Ethyl-N-methyl-3-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]propan-1-amine;
N-isopropyl-3-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]propan-1-amine;
N-Ethyl-N-methyl-4-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]butan-1-amine;
(2-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-yi]oxy}ethyl)amine;
3-(1-Naphthylsulfonyl)-5-(3-pyrrolidin-1-yipropyl)-1H-indazole;
N-Isopropyl-4-[3-(1-naphthylsulfonyl)-1H-indazol-5-yllbutan-1-amine;
3-(1-Naphthylsulfonyl)-5-(4-pyrrolidin-1-ylbutyl)-1H-indazole;
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N-Ethyl-4-[3-(1-naphthylsulfonyl)-1H-indazol-5-yl]butan-1-amine;
5-[(3-Methylpiperazin-1-yl)methyl]-3-(1-naphthylsulfonyl)-1H-indazole;
5-[(3,5-Dimethylpiperazin-1-yl)methyl}-3-(1-naphthylsulfonyl)-1H-indazole;
N-Ethyl-3-[3-(1-naphthylsulfonyl)-1H-indazol-5-yllpropan-1-amine;
{4-[3-(1-Naphthylsulfonyl}-1H-indazol-5-yllbutyl}amine;
5-[1-(4-Methylpiperazin-1-yl)ethyl]-3-(1-naphthylsulfonyl)-1H-indazole;
N,N,N'-Trimethyl-N'-{[3-(1-naphthylsulfonyl)-1H-indazol-5-ylJmethyl}ethane-1,2~
diamine;
N,N-Dimethyl-2-{[3-(1-naphthylsulfonyl)-1H-indazol-5-yljmethoxy}ethanamine;
5-{[(3R)-3-Methylpiperazin-1-yllmethyl}-3-(1-naphthylsulfonyl)-1H-indazole;
5-{[(38)-3-Methylpiperazin-1-yljmethyl}-3-(1-naphthylsultfonyl)-1H-indazole;
(38)-N-{[3-(1-Naphthylsulfonyl)-1H-indazol-5-ylJmethyl}pyrrolidin-3-amine;
(3R)-1-{[3-(1-Naphthylsulfonyl)- 1H-indazol-5-ylimethyl}pyrrolidin-3-amine;
N-[2-(Dimethylamino)ethyl}-3-(1-naphthylsulfonyl)-1H-indazole-5-carboxamide;
2-{[5-Fluoro-3-(phenylsulfonyl)-1H-indazol-7-ylJoxy}ethanamine;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-6-yl]-beta-alaninamide;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-7-yl]-3-piperidin-1-ylpropanamide;

N~3~,N~3~-Dimethyl-N-[3-(1-naphthylsulfonyl)-1H-indazol-7-yl]-beta-alaninamide;

2-{[3-(Phenylsulfonyl)-1H-indazol-7-ylloxy}ethanamine;
N-[3-(1-Naphthylsulfonyl)-1 H-indazol-7-yl]-beta-alaninamide;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-7-yllethane-1,2-diamine;
N-[3-(1-Naphthyisulfonyl)-1H-indazol-6-yi]-3-piperidin-1 -ylpropanamide;
N-[3-(1-Naphthylsulfonyl)-1H-indazol-6-yllethane-1,2-diamine;

N N°-diethyl-N-[3-(1-naphthylsulfonyl)-1H-indazol-7-yi]-beta-alaninamide:
N,N-Dimethyl-2-{[3-(1~-naphthyisulfonyl)-1 H-indazol-4-yiloxy}ethanamine;
3-(1-Naphthylsulfonyl)-4-(2-piperidin-1-ylethoxy)-1H-indazole;
3-(1-Naphthylsulfonyl)-4-(2-pyrrolidin-1-ylethoxy)-1H-indazole;
2-{[3-(1-Naphthylsulfonyl)-1H-indazol-4-ylJoxy}ethanamine;
N-Methyl-2-{[3-(1-naphthylsulfonyl)-1 H-indazol-6-yljoxy}ethanamine;
2-{[3-(1-Naphthylsulfonyl)-1H-indazol-6-ylJoxy}ethanamine:

a stereoisomer thereof; and

a pharmaceutically acceptable salt thereof.
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10. A method for the treatment of a central nervous system disorder
related to or affected by the 5-HT6 receptor in a patient in need thereof which
comprises providing to said patient a therapeutically effective amount of a compound

of formula | according to any one of claims 1 to 9.

11. The method according to claim 10 wherein said disorder is a cognitive
disorder, a developmental disorder or a neurodegenerative disorder.

12.  The method according to claim 11 wherein said disorder is a cognitive
disorder.

13.  The method according to claim 11 wherein said disorder is selected
from the group consisting of: a learning disorder; attention deficit disorder; Down’s
syndrome, Fragile X syndrome or autism.

14. The method according to claim 11 wherein said disorder is stroke or
head trauma.

15. A pharmaceutical composition which comprises a pharmaceutically
acceptable carrier and an effective amount of a compound of formula | according to
any one of claims 1 to 9.

16. A process for the preparation of a compound of formula | according to
any one of claims 110 9

which process comprises: reacting a compound of formula II

Re
R—N— (CR3R4),,—X\ SO,-R,
L
(R7)m/ ?
@
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wherein X, Ry, Rs, R4, Rs, Rg, Ry, m and n are as described hereinabove for
formula |;

with NaNO; in the presence of an acid to give the formula | compound
wherein R, is H; and

optionally reacting said compound with R;-Hal, wherein Hal is CI, Br or | and

R is an alkyl, cycloalkyl, aryl or heteroaryl group each optionally substituted.
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wherein X, Ry, Rs, R4, Rs, Rg, Ry, m and n are as described hereinabove for
formula |;

with NaNO; in the presence of an acid to give the formula | compound
wherein R, is H; and

optionally reacting said compound with R;-Hal, wherein Hal is CI, Br or | and

R is an alkyl, cycloalkyl, aryl or heteroaryl group each optionally substituted.
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