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WD 2004/ 031159 PCT/ US2003/ 030252 SUBSTI TUTED
4- (1 NDAZOL- 3- YL) PHENCLS AS ESTROGEN RECEPTOR (ER)
Whb@ARESSAND THEI R USE | N THE TREATMENT OF  PCT/US2003/030252

| NFLAMVATORY DI SEASES This invention relates to

ligands for the estrogen receptor (ER), and

specifically relates to substituted

4- (i ndazol - 3-yl ) phenol s useful for the treatnment of
supdrheuisnf L-amyeioory 3 -.)c onpane s afTRHiCES aBRESPEYR] (R LIGANDS AND
THEIRAUSRE QNI BH YREMEEN! OFNITFIQAATORY RIFERAEST] er osi s,

myocardi al infar ctl on, congestive heart failure,

i nfl ammat or bo ea thr tis, type .
AT e PR3 o b BB ) sl
refetéetoastibstitated 4-(relaaelt Bifbraenbisrustius for tHMAREERELMND tHdmflammatory

ey ot igesrnavs py Rrelidrer s RB FOufE Mraoaoss, myocardia
infactiont | comgestivey hednt nfesurep hefrapkhates, badiek siissasepladbutiss stype |1

dl?ﬁ%[e? Fiu la?ﬁ.:l: bﬁ?g}%& ggs%%%égggl{cﬂragvr{w%ﬁae AERRRS, qtqc}h&ﬁrﬁ%ld arthritis.

I'séases suc
BACK&RdNEr osi s, rryocar dial infarction (M),

ConIDRE KR SRkl 1" Ly SR AK bty gene
expressien icousing fao redubiéae of wptokines noheroelires, mﬁbemqne mglpeules and

t f

g oy g, JARERS bR 0% IR nfshnt o
diseFep, suchsas atheraselerasis, (Mycpedial dpfaggtion| (MI), sepgiestive, heart failure
((Bh‘@ﬂ ﬁla%%ry‘bﬁw@?&%%&@danﬁeérﬁﬂﬂs Lbtdr- mt&ﬂélrthe@éﬁlcﬂﬂdlcatlons

h (Chin-Chi Lin et
fqrnﬂfiewtypewf molégsoinciuge tyse )l digbsiesi (Gaialus diVomiess Health &

G(eﬁ@élhbas@d fled. 3001, 9, iﬁaufgpsman 8@%15 éé?&%e 2601398, 1673),

aut oi mune di seases such as nul tip |l e SCI er OSI S

Oﬁﬁgan’flﬁé'a rReksatier af hr Afthirs & @Oew&%’mﬁ"d gapochfelgen et al., Curr
Wﬁ&?RﬁQ :9”‘1 d o ?H@%s‘%ﬁ%a%@ﬂﬁ’\' LERQDS et 81, Immunol. Lett., 2000, 73,

onu éar ' [‘eukocyte and nonocyte infiltration
57hthzfte|tfeﬂef’St élsmsed(aﬁm*geAt B @hgh/. Nettesoasies.exi998ssp6399) and

g{g.mbﬁga@s&e@%cﬁ%@ P & R 8SHLAS uss; aa'ahh@ulsf or

elr recrult producti on e cyto )
i Nt eAl eeMNMOY | LCOBIPORG U@‘enthag%o@h@n@d iflarmatarg @@n@hons is

pé&h%%ffénh&ééﬁ@ﬂ@t%@%ﬁo&%%%cy% mﬁltratlb'ﬁ i BNsife ?f fMage through

hesi s of the
ingeanses sexnieRAY ohyCytgldnasr é‘ﬁ@c? ﬁﬁsmn moiRquiss fﬁﬁPP@%lP'e for their

récﬁ‘t‘ﬁ%rﬁ’éntk@ve%\‘lgdd@bn of Heeéyft(ﬂ{‘ r@é‘ﬁm@ér@bklthSG)S{a%ﬂ)éeﬁ ésB@CIated with
| ammat ory %ro ess can effectively regul ate

stﬁt\%ﬁfi Pfeﬂon'@dn AhQsy ER3uge Mbr e dsEmana Fro A0ty éleﬂwfo/ 1991, 62,

ngl
2SSy R A b s sy <

(Nléme t énterferences at Shlsaﬁstdp lin e skgnewtiny prdcassparERffectively regulate
e f
VARGl A0 B0y SHa St g esghropigoongiP
cor r é&i @ndsthelia] rcelimt 173-astrainte(E8) ynhiwtsi bal findezed MNRricB oreporter
confi ' i rentoa L .
AT DR 1 e et Surtmpre 8 o o
&émmmoohqemoﬂ@mstc eBmzfotmI?l &0, d&).1 Thistcegelatep Withl anti-inflammatory
acﬁjo Céfl @fma\”\go 59 confirmed in different animal models of inflammation. In models

of atherosclerosis, E2 was shown to protect endothelial cell integrity and function and to

O—

reduce leukocyte adhesion and intimal accumulation (Adams, M. R. et al., Arferio.,
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reduce | eukocyte adhesion and intimal accunul ation
(Adans, M R et al., Arterio., -1 WD 2004/031159

weOMsAsD3/ 030252 1990, , 1051, Sullivan, T. RCBUSZNN3/030252

J. din. Invst. 1995, 96, 2482, Nathan, L. et. at.,
Crc. Res., 1999, 85, 377). Simlar effects of
estrogen on the vascul ar wall have al so been

1880 SUfjan,T. BTG SRR By L adR6288) e, Nt £ et°R., cire

' Rae99139992%5 3P01) Sigingr efsgest es/c&)gbﬂafnt théa;abcma wall have also been

oo BN s PR SRPE GubiRerEsTRcak oAt TR 155 ot

CHIRt C&ralos, WOB6, bet ho@hFarfdRebag@ttive ateart thiludm @dihically, estrogen

rea{acemg\pltnth%?a%gl E%S'a has%%y@@ gem%nstré%otgzﬁt 5%%‘:1{1 ngr ri%{ of mortality in
pzﬂients \Mth Asmth @Hu# (Ren@aétdlatn J. 2001CoB8Cartican@0dd, oa8B;t 399 and MI

C‘E’Pﬁjﬂ?'BaF st i é‘éﬂ”dZ’?fo r'agoégoiﬁ&l%% Lé?\’&aé‘la@f R-ézf"lor{ Am. Coll.

Chhifo. 2601€ 353 11 Sind RodWt@If UGt o8, Ain. Uat. Wed 000 d35.=|)42ln ERT,
(A1342) a peptide central for ‘the formation of seni

clipicabstedies demopsiEaterban influpnaseldR? PBiKIRErRsEAN the. R;@ductlon of B-
@ﬁ}lorf gy /5?[§ ) 3 IJ@;?’Jde ceaQQ]for tﬁ@?omi'a%gkx of 5BV \ques in Alzheimer's

3- es SO st rong tinmul ates creatine
dlkems(écbwmnesml B:et al. TNawosctlrmLeERﬂO@én%O?pde%ht i al

t ed
onr aPBER 13Ul 9% ShoTy AR PaSs HRuhkHngte expression.
ThwnndERWHSImeatp@dbr(uiaUthanted; sidd effacts,, siéh s Amindveake risk of

8 I
45t Fs PPl 0Rar L, bRt e o .
JTHE. INGENTISOb!, TIN8S8, As® rad5) raspwell edlgxolierotve efiecsl on- yterine and

H i | -3-yl)phenols represented by the 20 general
b@g;%@é@. and substituted 4-(2H i ndazol -3-yl)phenol s

represented by fornmula Il that are useful for the

DE%S;@{"B’?I@N gﬁzfq‘@fN\ygl{lﬂ@f@tory conmponent of di seases

ar e articu useful iIn treatlngf
at heffbs mvermm @rowdw@@satugﬂd 4-{ithhinder 3y pbapRs repesented by the

gFﬁ@rﬁF orrfn@bl lue{rﬁi sdb'gmu t(ﬂ-'i-)ﬁdg%\@-ylgihéﬁa§ ‘?’epr@éérﬁéd bl Sermula 11

t0|nnune eases such
thanlare plsefuismréh@énegtrmm qf Hle ndleaineateryt ¢anirangnt Pild'F@aseﬁ and are

pgh‘ N.Jlgt??y u@gfumiu?reaﬁ‘?g %e%s,c@osgé rﬁyloca?dlal infarction, congestive heart

failure, inflammatory bowel disease, arthritis, type Il diabetes, and autoimmune diseases

such as multiple sclerosis and rheumatoid arthritis.
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WD 2004/ 031159 PCT/ US2003/030252 R1 / Rz N--NR3 Ry
ORlo RB R RS R4 R7 11 wherein Rl is hydrogen, alkyl

w@Rooros116ar bon at ons, al kenyl of 2-7 carbon atPOBEUS2003/030252

cycl oal kyl of 3-8 5 carbon atons, cycloal kenyl of 4-8
carbon atons, aryl of 6-20 carbon atons, arylalkyl of
7-26 carbon atons, or a saturated, unsaturated, or
partially unsaturated hetegocyclic ring or ring
system of 4-14 atons, cont91hingyl-4 het er oat ons
selected fromN, 0, ang_SnN R2, R}, R4, Rand R5, are
each, independently, hydrogen kyl_Of 1-6 carbon
atons, 10 alkqg | of hydr oxy,
al koxy of 1-6 .carbgn 6- 20 carbon
atons, hal ogen, tr -N&Fo - CHO, or
i ndependent |y,
hydr ogen, alkyh%= arstRatons, al kenyl of 2-7
carbon atons, hydroxy,| al koxy of 1- 6™car bon” at ons,
aryl oxy of 6-20 carbgn atons, hal ogen,
trifluoronethyl, - C2Ri1, ary| of 6-20 carbon 15
atons, arylal kyl of 7-26 carbon atonms, or a saturated,
wheesiit urated, or partially unsaturated heterocyclic

Rudf B bad, Byt 6 ByfPon Sich, BRT of 2 EBhEN BomE: Eycioaky of 38
hydr ogbon at€oR1dycloalE@NyRAf 4-8- Bfroa) (@ MhORAY] obB-20 carbon atoms,
- N R11.: 20 R11 | h I I .
of LSBT o /Ao ook, o 8 40 B afsardtedYor partaly
aryl ahsaturatdfd FeteR&yclir bog @t omgs syfed ob hidradgen containing 1-4
- C2 roat S:s&;jéed?on@mpa%r{%;euti cally acceptable

sal t ereor.
R,, Rs3, R4, and Rs, are each, independently, hydrogen, alkyl of 1-6 carbon atoms,

alkenyl of 2-7 carbon atoms, hydroxy, alkoxy of 1-6 carbon atoms, aryloxy of
6-20 carbon atoms, halogen, trifluocromethyl, -CN, -NO,, -CHO, or -CO5R44;

Rg: Ry, Rg, and Ry, are each, independently, hydrogen, alkyl of 1-6 carbon atoms,
alkenyl of 2-7 carbon atoms, hydroxy, alkoxy of 1-6 carbon atoms, aryloxy of
6-20 carbon atoms, halogen, trifluoromethyl, -CO5R44, aryl of 6-20 carbon
atoms, arylalkyl of 7-26 carbon atoms, or a saturated, unsaturated, or partially
unsaturated heterocyclic ring or ring system of 4-14 atoms, containing 1-4
heteroatoms selected from N, O, and S;

Rqo is hydrogen, -COR41, -CONHR 1. -P(=0)(OH)OR 4, or
-CO(CH,),CH(NHR 15)CO5R; ;

R44 is hydrogen, alkyl of 1-6 carbon atoms, aryl of 6-20 carbon atoms, or arylalkyl of 7-
26 carbon atoms;

Ry is hydrogen or -CO,R¢4;

n=0-3,

or a pharmaceutically acceptable salt thereof.



10

15

20

25

30

WD 2004/ 031159 PCT/ US2003/ 030252 As used herein, the
term"al kyl" includes both branched and straight-chain

wa@adoufoz1eel al i phati ¢ hydrocarbon groups havi ngP€hEsS2003/030252
speci fied nunber of carbon atonms, e.g. nethyl (M),

ethyl (Et), propyl (Pr), isopropyl (| Pr) i sobut yl
(i-Bu), secbutyl (s-Bu), tertbutyl -Bu), isopentyl,

ol mseddierein e Fm (Pfved ci?w&%% braiielcing straight-chain
sdturategiudiiphatics hgdfodyrbor geaups rhaging tpes spedifidd habereor carbon atoms,

o820 B S A G WA s 20

terthstgt (HB) eidodntydhiadhexy! aydl theclieb o'Fheg’remmp ahl ifwgher Hecludes both

ur%%%gﬁtatlea d?rﬂnu gk‘ﬁ'{?a?é'ﬁ C%‘rdb ﬂ'FSlﬁ)tsﬁ.\‘l;@e ?(?{]OE%T?E@ L@Pﬁﬂis}] %mﬂ halogen

Slibstl'mhm paﬂhcwlald},emetﬂbm unsubstituted and 10 nono-, di-
and TF}A{ i SHP84kd ¥%f§}¥dnp°§r%ﬁ ur%[éﬁueﬁ?ﬁmahi‘ UNEHOREY aliphatic

subs l'on particu pre erred
hydrgesirioen gypup hadio doe speg ctqd urabes| dt werhonaaterss th(/ ExgMplaethenyl,

1?9@%’@' QdPﬁ}HH@e?tc 0Ifhe FrQ@QI éﬁﬁ%rtp&* |chudé7§’ EJJtﬂHIr@Qb(étﬁtuted and

, cyclo term
moagg |db@nrdéﬁ sﬂtw&gﬁ @M@@cgr}b@p ,gmsawmy}/\a@ggn gybstitution particularly

,%@é}péal ning an al kenyl group havi ng the 15 speC| fied
nurrber of carbon ato cycl opent eny|

cycl bhriasmyicyclealiyl” in ﬁlgd@%pyﬁhze’q@mg@ﬁms,hﬁglpgdl@% specified number

of l:éﬂﬁbh %@'bm@hi 8! 'c?éloprbgﬁl BRolcHut)1 béyeBpBatyl, Hhe dy@rol’ﬂexyl The term
ns an aro rboc clic nnlet

ozgloel&g%nmgpgﬁ% cyclge% alkyé cE@ns V\,ﬁpq:tﬁmfp@ya%@ kgngl gfépg%avmg the
sﬂSéd’f&d(lﬁmﬁﬁé‘ry@ ¢as~boro atdig, td. @), eydlbpggeryli gxhéxanyletd.0 The term

h.at . |east t
"HARSER PSRRI PO KBTS Py Moy 20" sul t bl &

r | NgTRO $drin "any'ofheddcardaimatioicatbpcyally nixdety @f ap ¢n20 garbon atoms,

o 2B 88y PReis amaoveigt of FhitbE s TBce. &'o tree
rln@fn‘f waich git degss onsuitly iasargrneting | fuseb: tmgptmehy)r Jinked covalently. Any

SGIBRER g 265 SAERUIRH by S5 PIAHARRBE e crericl
sbugitrenyExamples @terw;nmlétasylhclummme impt émiteéd to,aaheénti¢ad groups

{5&{ gﬂg e;} he g%tﬂgl répﬂ{hgb"dlqyﬂfo%?@rétﬂ@y'tet gdrlaﬁé&%tﬁyl biphenyl.

apmltprmamrwi ﬁlmramﬂylndﬁ’@yl,eblphWMI recepephainanyl, @naawhthylenyl
bgtﬁé' her a (Cl-C6) straight or (C2-C7)

ranched- chai n saturated hydrocarbon noi ety. Exanpl es

of aifpe&mylarylalisilemears pmk lagdereimefors defied, wﬁabb/é@bstltuted on

ak? 0 th?lﬁgcg%'smgﬁ Q/HfPlSar'? Hﬁ(&?l ﬁ%leﬁﬁ\%é(rlem &lepéglﬁ);)éhﬁlhhé’ leither a (C4-Cs)

sgalghW%%%pqanchq%%WtH@xq@mydr%@g)on\g@o!qglmqﬁwles of arylalkyl

n‘lo‘?éi@%ﬁ%luo%n@ui he Hldtlﬁﬁute& h!@ dnefial BRIUPE GaE kb %ehiyﬂg1 ﬁﬂienylethyl
ring one or mé)z]onblnatlo 1

2oqn¢@yle{pr n%'Ph?fynfE%th%’/'nQdPIp@}ymrqpygs eHRPYr sfuogenylmethyl, and
hBfoldga! ik¥mers atdithatiigg. or saturated

The term “heterocyclic ring or ring system”, employed alone or in combination
with other terms, is defined herein as an unsaturated, partially unsaturated or saturated
ring or ring system, which may be a single ring (monocyclic) or multiple rings (bicyclic,
up to three rings) fused together or linked covalently. The rings may contain from one to
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ring or ring system which may be a single ring
(nmonocyclic) or nmultiple rings (bicyclic, up to three

wo 2ovwg®y11fused toget her or Iinked coval ently. TPET/DB2093030252
may contain fromone to -4 WD 2004/031159
PCT/ US2003/ 030252 four hetero atonms sel ected from
nitrogen (N, oxygen (0), or sulfur (S), wherein the

8o S PSSP o238 o v

nittoigealol sulfurregom(@s iate opticnbllyt trddibed, eor diosy oitrogematog(y) amyoptlonally

GBFPRLBIST SRS, BB BRI by oy o vy

linkedStorthe gefinesit cshamm:at structare. bExarrmi@ oifomnslatwfateédj\etemocychc rings or

t c r
I"Iﬁg ng/%%ﬁ?é ’n?l}ag :B&p@}%aé%{l Igﬁ‘it Q%ﬁ%géfrcgezso%’lfc‘hoése furan, thiophene,
pvmlaaibh@thymyn“eteh yiViradotia z Bireethylpyazalé e imidgeniez dtmethylimidazole,
o'i(g%cﬁ@m %xak&@t gtih?aiellf |sim' éz%Fer azpl. t@trazole 1-methyltetrazole, 1,3,4-

tetraz oxadi azol e,
opeacia@le], 524+ f@lazc_iLe nei—ﬁpythy[ﬂ 2, Autrlamlgza|3@4-tnazole 1-methyl-1,3,4-

tr]az%le B?Hld?ﬁé’l SyrichidifR, h)‘)&/ra%mg Afpyrfd"alkngk'émt?enz@)?(efz‘oﬁsI NBenzisoxazole,

yrimi yfazine, pyridazine, benzoxazol e,
bsez@h@@éazm ta_enzsmr%nz@@nzcghlepféen%enifam}h@ne dibenzolb,d]furan,

dRRZebRRPRER, HERMifsRNE, N%’Q#W&irﬁm%éiﬂléin indole, indazole,
di benzo] b, d] t hi'ophene, benzi ni dazol e,

Qle\@mezy!SB@LﬂWIWﬁdaﬂtﬁllaéO“niende@Xa'Irﬁdé’z’ﬁﬂ% ptegidingolhearbazole, B-
c'a?’d?)‘HHé rb?\'d'tﬁ‘@hkéq LEW&S! %att%'ﬂeﬂ%%bhlﬁﬁ*y urﬁ&é‘ﬁir%d hletekrocycllc rings

terl i ne, 9H carbazol e, 13- carboline, and t

oexraw@t@rr@fm@meu 4t aee ot ligitedita qu?mﬁ?é afcwatseah as azetidinyl, 1,4-

Ylocmkélﬁ?deddEGEmylor oi ﬂé’ﬁﬂzu@( st Elﬁ'érldlﬂw uggsrolftlittyl,ar forpholinyl,
not uch as azeti dj

thiomonziolinyhx afifpyd rOH%%mgda%ﬂﬂz e ﬁiWQTObeB?%érﬁﬁfélr mgd’hy)é robenzothienyl,
dyipsbefkaRakolylRy I r 0|dil1§ldfb¥uranﬂof phOhthdtblmldazolyl dihydroindolyl,

t hi hol | d .
dmvh%oc{?%@%opzﬂ? X ¢ IS EROEN Boony SOHBRAdiazoll,  dinydrooxazol,
cgfyﬂ@ﬁﬁﬂO&m?@byﬂ/raz@ylh)dtﬂm&/@fowm?rm , dihydropyrimidinyl, dihydropyrrolyl,

o@mqf/mru&' @“@gaégﬁrg etraa{;\%l @&&H%ﬁ{%{#ig@&pygipydrothiazmyl, dihydrothienyl,

dithylalystriseokadi azdxhydroazdatlbmw 00X aimydpd 1,4-dioxanyl, tetrahydrofuranyl,

SR e B AR iR L
dlhydroquinollnyl di hydrotetrazol yl,
di h [ "
d: hy d& Lﬁs%d}%('r)@% meytjg rﬂglaé?%az ec{ ng%’8+%|IC g Q%%@t&'pgﬂydf a group
(dlgw,yeutylalkyj arykd»qo))qadydiq sucﬂatgratmpohmpm@@mo- di- or tri-substituted with
c{ %tJrf?H}fg Qb LG, thd %&@By&g&%ﬂ{ @P&Lé@’ bhose sele%}e from the

trah r0|squ|ﬁoI|n thé Tike. used hereln
fDlhIWW@r ms "aryl" and "heterocyclic" as a group or part

I%flo nIhiiibky, gﬂi I(cﬁ 1% carBby é@h&l/hlkel‘%ﬂ ¥t Q)SY&arbdﬂFétHﬂg éi/'clféalkyl of

pS optlona nono- or tri-substituted wt

%ﬁ SaBon JAres, mv Pt irbraehonatemsiahe/itbio ofi1r4 earben atogl?c h
rdxlg}Qlﬁﬁ o?‘?lt@@tc%ﬂﬂnra@d%E hen, pféPl’lddP(‘!\éll(W of M'cﬁm atoms -O-per-

roxY of 1-6 carbon atons
f&@m&w alt bﬁs:artwat%qs P2 afmnosa%w%alf%hofa%% ﬁ%rboa@i&s@a, carboxy,

&d SkyERAbEM oPL-IRTboR dtdhshi 0 of 1-6 carbon atoms; 30
hydroxyal kyl of 1 to 6 carbon atons, CN,
perfluoroal kyl of 1-4 carbon atoms, -0-per-
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fluoroal kyl of 1-4 carbon atons, NO2, am no,
al kyl sul fonyl of 1-6 carbon atons; carboxy, and

w@bkdanyasy bonyl of 2-7 carbon atons. -5 WO 200B¢D83469030252
PCT/ US2003/ 030252 As used herein the terns "al kyl "

and "al kenyl " include such groups optionally nono- or
pol y- substituted with one or nore substituents, the

sane, or djfferent, sug S those selected fromthe,.
F o HAmpsret e Jaterh ol dand By igidecich ofbleh Hpganaty
mahe- o palydsubsyiﬂjtétawmﬁlyé onfhore Sibetitubts, the aame db diffeeent, such as

oG SERSHEE 5k 210! a7 T D) RS £GP 18 an

cyehatkenylf Aep @rborr aloogni zed procedures. The conpounds

of formulas I and Il that have a basic center can form
acid addition salts. These are forned, for exanple,

wi t hTisg rcompoimasr ghrioronuieildand $orothulaadl pamdrealcormeirtgd toosalts, in

p%rﬂ cJ‘ﬁ gﬁérﬁﬁé'ut gﬁﬁ%m%cﬁé:dt?ole pa}é% HE‘%H Srtar%'cg%lﬂﬁeqaprocedures The

or ga car
ccanmjmds ofi drrmanasall m&aaatumm basie p@l@tebﬁaqfqrm aci¢ additien salts.

Tﬁés%ng’rlevi’glln%lj éi’(‘iree Hﬁﬁéj?/glfrlfi §t%n§§r18fgaﬁlﬁ%¥dst Qﬁcg{j @ﬂrﬁeral acids for

t1c aci
exattie aﬁtiéfwl@raqmsm%r)bweﬂd agice &F toshyRiapalig iagid, Wit strong organic

cﬁ‘ﬁ@aﬁmk S cRisaklich agaéIIQJHe%arb%ié;ﬂi%' Sids of "faﬂoeil GarddAMBohf&: which are

or terephthalic acid, such
Umﬁk@ﬁtﬂ%ﬁéa?rtﬁé'féﬂw@da@r @xamplgy blﬂi‘a@ﬁﬁﬁpﬁoé exapple scetic acid such as
sELER iof urlsafiated d'l@érb&xyh& 3ddd%r If6r @kardpler bﬁallé‘C'nﬁblorﬁ&CéUccmlc

as amno acids, fo exanpl e aspartic or

MG, fugyarig,, pisthalic, k;gntfgﬁp@trg@pdam rSURNt 38 gy% rEOXWIC acids, for

eﬁéﬁﬁl@%‘s%rbi&cg Solics ketic, ahalr Ka'miﬁc o@@ftncia&l@ éjcﬁaisb&!ﬁmo acnds for
at ons) %&jm f oni c aC| ds, r_exanpl e

fo
SYATPR)P sRELE) & eI P Sh Rty BORFNAYC &5 Bt pigane suifonic
a&éé t §udhaéls all@ﬁeb(bf { a6 e daibani atgms) br @egsutieic arus for example

i onal nt basi c center unds
i 37 PPN 38t GHESRondng, i A0ARO SRl cak Biso be
fesmlet Shamrigh |1’06@sd, Sniddalitionaldaptesemi bisic leasies arhe, cdmpounds of
uch_as

AP B T e i T e, 24 s v
bamg;;rmrej fonesmhpls, metal mu_st such ets_rallea’mmtiala?r@lkaam ear@am!eta! salts, for
SBORPGiscBH PREEE B BB S 0 A, RS croni
afnine, sxelmpk enaphglinet thiembrphgline, pipieddihg) pyrraliding op magngt-- di- or tri-
Iotm;érea l&/)él me tf&l &MFL gﬂ{g!(t?eﬁ] 15“ \AgEtol%wr %ﬁé’dﬁ%ﬂyyetneﬂ{yl Btributyl- or
dmhﬁpr@p}fi@mme, or @lrnongf, dt-r vretrinydiondaweralkylamiae nfar example mono-,

fcrl\é{htaHSI’émﬂ{ee %efn%f gsgsu WM&Q lﬁr ﬁ)rm%HSUSQI%?(A/ﬁlch are

armaceutical uses can enpl oyed,
ue&tawgleefor Pbamiareutical oisas ibgh wdalchpczﬁm b @atnlqyﬁdoforf%@ple for the
|s%%ﬁl&‘%nﬁca95n toheke d%h@'oﬁﬁ&%e%ﬂ fRlr| phafhsRRtGMy &cceptable salts,

salts, "are also include
are also included.

As used in accordance with this invention, the term "providing," with respect to
providing a compound or substance covered by this invention, means either directly
administering such a compound or substance, or administering a prodrug, derivative, or

analog which will form the effective amount of the compound or substance within the

-6-



30 As used in accordance with this invention, the term

"providing," with respect to providing a conpound or
w@aiwsarise covered by this invention, neans eiP¢EUS2003/030252

directly adm nistering such a conmpound or substance,

or adm nistering a prodrug, derivative, or analog

which will formthe effective anount of the conpound

S t. it hi - 2004/ 031159, . . .
B BB g8 G50 b provfind e RtmRalihe 3 s inypiop to reat tne
dizeas¢ diiatey disuiosed mprmimtiat thie dompeunds/anetuseful foo treatieg. t he
di sease states disclosed herein that the conpounds are
useful for treating. Exanples of R include al kyl of

1 6 ExabplesaeioRs inckidg. glkyiref Hy$ ,ca@tohyatpmpr(egylmethyl ethyl, propyl,

I k -7 t
SR U AR b1 231558 21Snn :6 B SYOSRN B Bision atoms,
oytlodkényt af H8rcactonratorns e yyelablesylytyclopgnlyh peeidhtyl), or a saturated,

R P et b B g BRE ey o Blsigmegstddatoms
oohtam4rilg41{4t Imtwpatomsmedecrhemgom-m @eam‘ Sa(te(gnsthmylezcﬂ?eeferably R, is
Pr ef er abl

aéh)’ﬁ& N@fcajb%"n% ,gq{k%}ybmtsz 74 top, chlpa{}e& %fo’§1-8 carbon atoms,

oA cPd1BalkehyCoORB lestboafatens. méa@ref@{a@m1 is @lkyl of 1-6 carbon atoms or
cycl oal kenyl of 4-8 carbon atons;. Mst preferably

glkenyl gfyA-7 garben gtaras. bhirheatsyhstiteted %BWEWIOf gkylarg C&‘@@fhﬁm'me’[hyl

ZaiQﬁﬁflrogé%ﬁylwtﬂﬁde&Qeﬁ?ﬁr@{h%ﬁ @fan@lé&y ot 6]#1 include phenyl and
gc ohexyl et hyl 2,2,2-trifluoroethyl and

spbsf @iyl . Other exanples of R include phenyl

and substitut ed phenyl Exanpl es of R2 include

hydr car bon at ons

f 1- th
o ke eSS0 Re Jrefiie ArE oty 1% ko a6 g., methy,
a@férnpp'&f . ?r@ar%n %lﬂgegr\;sro trﬂ%%ﬁlo\f R4 ErbBM dri8gENer halogen.

-6 carbon at or hy
ltﬁfgfﬁhhegz @ththg&n kg 46 @él@qn atpmdpﬁmﬁmrlfydroxy
hydr ogen, al kyl of 1-6 carbon atons, hydroxy,
hal ogen, trifluoronethyl, -CO2R11, aryl of 6-20 carbon
at onmgsxampldsadfify andbRg ar@ eackarihdapeatently, hydrogen, alkyl of 1-6 carbon

S g{@g%% eélg’q?‘%rﬁ grafﬁyprwﬁbylpséégﬂﬂ o¥rytimfS %ﬁ[c%}@% atoms, arylalkyl
dg(?@eabé}b&g afbrb, I&?%esragﬁéféﬂsu%t@rﬁfe@dorf bATRIN urQatu?é’cgd heterocyclic

| es of R9 include al k%/ 1-6 car bon at ons,
rwamsg@e syglent piudi b sy (con a"@@ﬂ?fl“"%[@?@”@ﬁ@@@ from N, O, and
garbon atons, arylal kyl of 7-26 carbon atons, or a
saturated, unsaturated, or partially unsaturated
het erocyclic ring or ring system of 4-14 atons,

cont @Exanipieslo? RYEhELOAKYE of €l-8 dagsbri BRMSN habgeaNdifSoromethyl,
Preferably RO is alkyl of 1-6 carbon atons, hal ogen,

-6P2Rn i farviopicbral rgrbonrptemea ikl oif 7e26 epiben tafenagena saturated,

unsaturated, or partially unsaturated heterocyclic ring or ring system of 4-14 atoms,
containing 1-4 heteroatoms selected from N, O, and S. Preferably R is alkyl of 1-6

carbon atoms, halogen, or trifluoromethyl.

R4 may be for example hydrogen.
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-7 WD 2004/ 031159 PCT/ US2003/ 030252 Preferred
conpounds of this invention include those in which:

w@ 2)04/0R159 s al kyl of 1-6 carbon atons, al kenyl POf/UR2083/030252

carbon atons, cycloal kyl of 3-8 carbon atons,
cycl oal kenyl of 4-8 carbon atons, or a saturated,
unsaturated, or partially unsaturated heterocyclic

net oPSetd BV BT o by sttt AR o BB S Sgen,
(A). kyR10$ alkybofc b6bmanbat stoms, alkkeylydf 257 carbdncdorsncycloalkyl of 3-8

at ons, hydroxy, . al koxyl of 1-6 ﬁarbon atons, or
hal ogen: ~ BFP9RJ2IRAS: SYEI08KERY! PhdtPeRRIBAR | §1OMSy d¥ogefaturated,

al k%/: of  Uinéateatdan r Pty unbatdiatedy heteRIcQERMYing or ring system of
trifluoro

10 aryl al g‘.;1|t4h%c'?m§.;c§@%ﬁ%¢)6#%@%@%&?@%@‘%&%“ S;

unsaRylighgtloge, apkgr 6fi 186 kesirbon sedrng, allietylhsft2eT earpoh atoms, hydroxy,
ring or ring systemof 4-14 atons, containing 1-4
het er oat o AkOXEPiLP £8rOPPGATMS: on halgeanis, where the

remaiR)i AeH RYDré tddRA! %d@Eéndéﬁtlﬂeﬁi/d?SQerﬁbé]Nﬁ-oﬂﬁB carbon atoms,
Preferred conmpounds of this invention include those of
(A) in whhgdroxy,B)alogen, irfluatdydthydf -COHRqartybef &2hsarbon atoms,

al kenyl of 2-7 carb atons, cycloal kyl of 3-8 carbon .
atons, or a@g%pélfyéa?lzé%ﬂparh?n @_t%n%ac}rb%ﬁa%{aéﬁé;urﬁgtqr%ted, or partially
hydr ogen, uasatyrateaf hdtefocgelichiny at 6ing ,sysiahogles-14odtoms, containing
hydroxy; R9, i [ ky] of 1- f t , hal ogen,

trifluor oﬁ% ﬂ%ﬁ%akoé&ﬁﬁc%quﬁ;‘)ﬁ '\g?y@%?‘sm car bon

at onmsvhear thke agginingfsubstRGerdsa pizoas defioes above.a sat ur at ed,
unsaturated, or partially unsaturated heterocyclic

ring or ring systemof 4-14 atons, containing 1-4
het ePoeferes cespewtdsodf thinmventiod incur tBoseRANA) i which:

dr , ot -0 td_ a )
BT RIP p8r Fo, Rt FheBT 2.1 48HIoR, fbfs ycioatiy of 3
iln\l:elnti]?n i:iawg@hlmtﬁnst,twsw@élke(r@)clnﬂ'kmswrib@!jatzorg@). tF)%, i's
a of . 1-6 carbhon atons, or eny] of 2-7 carbon
ot o e drBod T A o4 Carogh A Arleen RAVOERE or
trifIRIQE QNS Bi-6 catbifi StohRe naIBHEY, HifllbrSHEOMYI t@@g&ﬁ, ah® of 6-20
as defined above. 30 This invention also provides a
process f earboneiomag asylayipolind-26f chdonulatoms,oror kI saturated,

ggrrgr Pg:; @g%@lﬂ@&?Ldéypfagtﬁﬂg%%%bﬁa@@h&te?ctb%lﬁsolfind/‘m fhg system of
4-14 atoms, containing 1-4 heteroatoms selected from N, O, and S;

R1p is hydrogen,

where the remaining substituents are as defined above.

Preferred compounds of this invention include those of (B) in which:

(C). Rjisalkylof 1-6 carbon atoms or alkenyl of 2-7 carbon atoms;
Rg is alkyl of 1-6 carbon atoms, halogen, or triflucromethyl,

where the remaining substituents are as defined above.

This invention also provides a process for preparing a compound of formula | or

Il or a pharmaceutically acceptable salt thereof which comprises one of the following:

-8-



-8 WD 2004/ 031159 PCT/ US2003/ 030252 a) deprotecting a

conpound of formula IVor V. RL RZ RL R2 o ~NNR3
WORMN4BIISP Rs ( OP RB RR5 R4 R8 R6 5 R4 7 R POT/US2003/030252

wherein R1_9 are as defined herein and P is a hydroxy

protecting group, e.g., nmethyl, benzyl or
t - butyl di phenylsilyl; to give a correspondi ng conpound
of formula | or Il wherein RLO is hydrogen; or b)

acyl ating a conpound of fornula XI or XIIl RL R2 Rl R2
a) N_Ndé&dofdctihd?3 corRpolrsl df f@rhu BHr\R8 R R5 R R8 R6 5 R4
6 4 R R7 XI XIl wherein RL.9 are as defd ned herein,
with a cofpound of R,ornula Hal CORL1 whe £i'n 11 I8
defi ned heraiFnNto gi\ve 2 ,
where R10 i )

for mufa

R12 are as dgishnggd herein in t presence, Rf a

coupl ﬁqg or| act Reat i ngR: agent t3 give a cc‘?n‘pounﬁ4 of

formula | qg, Il where RI0 is - CO( CH2}nCH( NHR12) CC2R11;

or d) reacting a conpound of formula Xiy,0or Xl as -

defi ned above IMth a conpound of fornmulFa RL1INCO

wherein Ry are as defined herein and P is a hydroxy protecting group, e.g., methyl,
benzyl or t-butyldiphenylsilyl; to give a corresponding compound of formula | or I
wherein Ry is hydrogen;

or

b) acylating a compound of formula Xl or XIl

R‘l R2

wherein R are as defined herein, with a compound of formula HalCOR{; wherein Ry is
as defined herein to give a compound of formula | or Il where Ry is -COR4;
or
c) reacting a compound of formula XI or XII as defined above with a compound of
formula

HOCO(CH,),CH(NHR 15)CO9R1

wherein n, Ry and Ry, are as defined herein in the presence of a coupling or activating
agent to give a compound of formula | or Il where Ryo is -CO(CH5),CH(NHR{5)COoR;

or
d) reacting a compound of formula XI or XIl as defined above with a compound of
formula

R11NCO

-9-



-9 WD 2004/ 031159 PCT/ US2003/ 030252 wherein R11 is as

defined herein, to give a conpound of fornmula I or 11
wobere3Ri® is -CONHRL1 or e) reacting a conpPCmusSmi3/030252

formula XI or Xl as defined above with a

di chl orophosphate of fornmula R 10-P(=0 Cl2 wherein

R11 is as defined herein, to give a conpound of

) )

IR b o 508 A 2 Bl IR 1 oPp Do
CONI—DRHW;th a hydrazine salt of formula Rl NHNH2

wherein R, is as defined herein to give a

Eorrespondl ng conpound of fornula | wherein R2 and R8
ere %’éctlﬁ@daR%omBéund;%f_ RermuUR , XI ?dg@? R EdléﬂM?cll ;)gme with a
or convertin asi ¢ compound o ornmul a or
d(ﬁ“l%'gf%'wsah%ﬁaﬂ%@aﬁu cally acceptable salt or vice
versa; or h) converting Rqroa(:'tai)'atz conpound of fornula

1) .0 har npceuti ca
ekl Rtz 28 cbfndy @%a'gnﬁg'x%%aomﬂgwe&ﬁ?fﬁw% 7L Eihgge Ho s
+PeO)@mards of this invention can be ei t her

omrerci al ly obtained or can be prepared by standard
Erocedures described in the literature. Conpounds of
ff or mueacting ansnfpound bforhulaher ein R10 = H can be
prepared froma common formula Il as

outlined in scheme 1. -1Q 2004/ §31159
PCT/ US2003/ 030252  Schengl 1 BRI Rp Kk

HO

(Vi
with a hydrazine salt of formula R{NHNH, wherein R, is as defined herein to give a

corresponding compound of formula | wherein R, and R are OH, and R, R4, Rs, Rs, Ry,
and Ry are hydrogen;

or

g) converting a basic compound of formula (I) or (Il) to a pharmaceutically
acceptable salt or vice versa;

or

h) converting an acidic compound of formula (I) or (ll) to a pharmaceutically
acceptable salt or vice versa.

The reagents used in the preparation of the compounds of this invention can be
either commercially obtained or can be prepared by standard procedures described in
the literature. Compounds of formula | and formula Il wherein R4 = H can be prepared

from a common precursor of formula Il as outlined in scheme 1.

-10 -
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HH Ra RlI NNRa R?R4R30H Ra R5R5 Ra R7 R7 R7T NR R2
Rl R Ell ::RARBOHR R7 RS Ra R7 VIl where Rl=

wa@bdogloz1ieycl oal kyl, al kenyl, cycl oal kenyl , ar yPel/kg1003/830252

R2, R3, R4, R5, R6, R7, R5, RO are as previously
defined. P is a phenol protecting group, preferably
but not limted to nethyl, benzyl or

St - but%I di phenyi silyl. Thus, conpounds of forrmula II1
GP&MEleated with sodium hydride in a suitable sol vent
sugh as 4-di met hyl am nopyhj di né: (

evolut i h geases, the _10 jalk 9

SqRat & and wat er ., FRe” R
R ir€s phi witth a suitable drying agent
such as sodiumsul fate (Na2§4). The crude producis |V
and V are isolabted as a single residue after
filtmati on and concestration rof, the organic | ayeNr_NF‘nRz
vacuo. Separation is easilytarkied out by _ j
chr omat ogr aphy known t G skl | gd_i n the- 1
provide the separated in d a’es” |V and \ |
Conpounds of formula | fand] fdrhulfa Il are prepared
fromIV or V respectively By a deprotection step.
When P = benzyl, deprotection to the phenol is I
acconpl i shed by hydrogenati on over 10% pal | adi um on
%on using either hydrogen gas, or catalytic hydride
R E a5, ejcloalkyl vdlkdnhyt; Y.gtiediRsn @nddlky@mmoni um f or mat e.

n P=npet hyl, deprotection i rried out using BBr3
Re £ Ry B o, Buois sy igie i ver - vhen
FP4$ -byihehdi pretestingi bsdup, gegferibsc bubmot aimiteel to methyl, benzyl or
c lis with tetrabutylanmoni umfluoride. -11 WO
t%&é’%ﬁ%é@’qpcw US2003/ 030252 Conpounds of fornula IV
can dalhsis, bempowepara doasulaull laredetated witheodiuzy hydside in a suitable
S%R/ngélRﬂsaso -d{n%)e{tﬁw&rﬁingf)yrid%%hWAig). When the gas evolution ceases, the

alkyl halide is added and the solution is heated at 50°C overnight. The reaction is

partitioned with ethyl acetate and water. The organic phase is dried with a suitable
drying agent such as sodium sulfate (Na,SO,). The crude products IV and V are
isolated as a single residue after filtration and concentration of the organic layer in
vacuo. Separation is easily carried out by chromatography known to one skilled in the
art, to provide the separated intermediates IV and V.

Compounds of formula | and formula Il are prepared from IV or V respectively by a
deprotection step.

When P = benzyl, deprotection to the phenol is accomplished by hydrogenation
over 10% palladium on carbon using either hydrogen gas, or catalytic hydride transfer
with cyclohexene or ammonium formate.

When P=methyl, deprotection is carried out using BBr; with cyclohexene as a
scavenger for HBr.

When P=t-butyldiphenylsilyl, deprotection can be accomplished with
tetrabutylammonium fluoride.

-11 -



10

15

20

25

FOzR R NNRI R RERNAINH2 RRI I /I \ OP R3
R6 RS OPRR5R4A 86 RA RI 5VI IV Reaction of

wQ2doseariebenzophenones of conpound VI can be rBPET/USI03/030252

directly with optimally substituted hydrazi nes where
R, = alkyl or aryl which are either commercially
avai |l abl e or readi ly prepared by conmon procedures

ki) | t.he Q.T
CERBIIS of YRR e s B 0 i atnd docOiined L hEER 2 from
comaowhydﬁaxnwEEth a suitable solvent such as nethano
in the presence of ethyl acetate. The internedi ate
shygrazone either spontaneously cyclizes to the
conpounds of formula IV or can be |sq{ated byR
concentration |pf tfe reaction m xture. IpeleoIater

hydr az.0 egteh ndat _t rrperaturs Qf Up=tq
190C. ¢ puﬁﬂ“ﬁ“'%'gz byRe1 5% phy
to proy Il of formura | V.

formi inJR2 a8 R8 are K3~ R4, R

R6, R7, ard R9 ar&shydrogen, can afso be pr%pare@‘by
a simlar process fromconmmercially avaRi abl e

2-2'-4-4" -tetrgphydrobenzophenone accordlng o the
Ilterature preparation of R Krishnan, . Lang, Y.

. L'R% <ﬁ‘ (ﬁr!%é?l%@ E?B@édﬁqé/&‘{q}d \mﬁgmbel'ggéed a#ectly with
out ! i

oggal@wbﬁp’qqmpmqu\ﬂmea wmere@.ﬂ THakyl' or@cylp{(bncr\/pqe ggxerrﬁg@mermally

aGaifBleUdd @BdRf prepsred Wdrﬁﬁé@ﬁrd&@ur@%'kﬂ@wﬁ% ttho(sé dkfled in the art.
equi val ents) sodi um  acetate q\l!,JII val ent s)

nd
Thilsy agmpdurpeph A dReszoRheRsRsh o%m:(oyn@ b e émblrrq% with the

h@drazind€in a suitable solvent such as methanol in the presence of ethyl acetate. The
intermediate hydrazone either spontaneously cyclizes to the compounds of formula IV or
can be isolated by concentration of the reaction mixture. The isolated hydrazone is
heated neat to temperatures of up to 190°C. The residues are purified by
chromatography to provide compounds of formula V.

Compounds of formula |, wherein R, and Rg are OH and R; R4, Rs, Rs, Ry, and
Ry are hydrogen, can also be prepared by a similar process from commercially available
2-2'-4-4'-tetrahydrobenzophenone according to the literature preparation of R. Krishnan,
S. A.llang, Y. . Lin, R. G. Wilkinson J. Heterocycl. Chem, 1988, 25, 447 and outlined in
Scheme 3.

Scheme 3

0
OH OH Mm%
RyNHNH, )
—_— OH
0 OH
HO

VII

Thus, a solution of the substituted hydrazine salt (1 to 2 equivalents), sodium

acetate (1 to 4 equivalents) and 2,2’ 4,4'-tetrahydroxybenzophenone (1 equivalent) in an

-12 -
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WO 2004/ 031159 PCT/ US2003/ 030252 appropri ate sol vent
such as nethanol (0.2 nolar solution) is stirred at

W@ osIt159 t enper at ure overni ght. The reacti on PCRUS2083/030252
is concentrated in vacuo and the residues partitioned
with Et OAc and H20. The organic phase is dried
(Na2SO»4) and concentrated in vacuo to give the

heia Bl g™ B daeieny e 2 BERE BT 7 Bl e ambient
temmpemaiateoqxeapgm Teempactivtsmiafuré ¢ cancantrdtéd areawea?dldltlye residues

p%‘é ﬁ %@thf %q‘?‘e é?ﬁﬂ%@] doﬁiggrﬁgfﬁrﬁ%%z¥%@§ (Ngzw ali’l(lj] concentrated

in Q&ﬁ%td?gml—mldziﬁtermediat% RydidzéneR4 THe? rddduds 1&reVhedtéd at 190°C

o\tgat FeBPl e i P B R e hyarace i n-
pyr i Gompounds afifoinmga DVEde. reddiily pre@ared énm conpeaindsi obformula Vi as

t Jeast 24 hours. The reaction is
S%@ﬁ%@n%{hg ed‘1 in vacuo and the residue is 15

partitioned with ethyl acetate and 1 N HCI. The
Sohga@idc phase is washed with brine and dried vvlth a

drying agent Buch @s Na2SO4. The sol vert i b0 aged
to provide thg cofpounds of formula Il NG ' of
f or nbiég ; ‘pneaL edoas Ry : ' RIMTE
5 fro of an_appgopri at € [ Yopely
2- 1 glort iyl - benzam de X 2 | a
VI F OOCH3 M¥ F < RO Reg Cia +

VI I

Thus, an appropriately substituted compound of formula VI is reacted with an
excess of hydrazine hydrate in pyridine containing DMAP. The reaction is heated at
100°C for at least 24 hours. The reaction is concentrated in vacuo and the residue is
partitioned with ethyl acetate and 1 N HCI. The organic phase is washed with brine and
dried with a drying agent such as Na,SO,. The solvent is evaporated to provide the
compounds of formula Ill.

Compounds of formula VI are readily prepared as outlined in scheme 5 from the
reaction of an appropriately substituted 2-fluoro-N-methoxy-N-methyl-benzamide of
formula VII. |

Scheme 5
R2
0 Rs
F 0 /OCH3 MgX . F
9
Rg f\\l Rs Ra oP
CHs .
R
R Rg 2
Rg Rs R4 R3 8 6 Ry
&, oP R
VII VHI VI

where X is preferably but not limited to Br.

-13-
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25 where X is preferably but not limted to Br. -13 WO
2004/ 031159 PCT/ US2003/ 030252 Thus, reaction of

w@orposnds of fornmula VII with conpounds of forP@TiU§2003/030252

VII1, which are either commercially avail able or
readily prepared by one skilled in the art, in a
sui tabl e sol vent such as tetrahydrofuran (THF). The

Wi n anm des e a th
f ea Cfr:ﬁg $ )(e 8{5 ér%é@hg% Iab\gl{f t:i} éod'npo o? formula VIII,
WIHth are redbexrmnmeralallydavaulahle Mr @eaﬂllyrwtdpplréww one sldfddne the art, in a

iR a suitable sol vent
ﬂ/g[‘??%VL Igr%éﬂﬁﬁ[:?' J. Med. Chem, 1990,
33 3'1367Wemreb ra;mﬂeﬁe)faiormulehk/brfar@egpm@rp@dewfth@nneaction of an

agﬁ ?)Fa'té?)érc,%stlhﬁgd b&RéRb nzcﬁ'&%@& Wiith i X gk ﬂg@%@ﬁﬁenand N,N-

sul t abl e sol vent SUC I'n the prese
chebopyldinmidhzale i, aNstitabie selypyll etdhy ranPME. ( Robexdsproahals J. Med.

| &l nr . ' ' ,

eI, 33, 16718 R e S ARALR Brr Ao ERedg of o benoe

aR@ with oradylRhiqRgle AT sReuiabjesTRiveRY sugl aRAHR inxthp\presemice of a base
g@%t %@é}g Rdare as defined above; and

SWégNFF}_d"é%%m ) when hal o= Br, conpounds of

f or mfemroundhetiermgaV sary plso hepeerssed as outhiegckinsopeme 6

and al kenyl, can be prepared by the Suzuki coupling of

dcleMldn an 20 appropriately substituted boronic acid

in a suitable solyent such as dioxane, in the prigsence

of an aqueous ba§e such as potassi um car bonat e JNl n the

presence gf 1 '\ﬂo %% of pal | adi um catjal y ch fas
t et r ki i_p¥ Roshi ne) pal | adi uriRs 2 j\ur e
Is typid - SOG—f—epaperlo
hour% N. Rsuzuki, A, Ra
95 257) ?Jrrple»,unds are obtainéd in pure R, by
25 chr omaffegr aphy known to those skilledRsn the art.

X Y
where

R4, Rz, Rs and Rsare as defined above;
and halo = Cl or Br

Thus, when halo= Br, compounds of formula IV where Ry = aryl, heteroaryl,
heterocycle, and alkenyl, can be prepared by the Suzuki coupling of IX with an
appropriately substituted boronic acid in a suitable solvent such as dioxane, in the
presence of an aqueous base such as potassium carbonate, in the presence of 1 to 5
mol% of palladium catalyst such as tetrakis(triphenylphoshine)palladium (0). The
mixture is typically heated at 80°C for a period of 1 to 24 hours (see Miyaura, N. Suzuki,
A., Chem Rev., 1995, 95, 2457). The compounds are obtained in pure forms by
chromatography known to those skilled in the art.

When halo= Cl, compounds of formula IV where Rg = aryl, hetroaryl, heterocyclic
can be prepared as described by Huang J. and Nolan S. P., et al, J. Am. Chem Soc.,
1999, 121, 9889. Thus, reaction of IX with a suitably sustituted aryl magnesium bromide

-14 -



When hal o= O, conpounds of fornmula IV where RO =

aryl, hetroaryl, heterocyclic can be prepared as
walewanstisd by Huang J. and Nolan S. P., et al,POT/US2003/030252

Chem Soc., 1999, 121, 9889. Thus, reaction of I X with

a suitably sustituted aryl nagnesium brom de -14 WO

2004/ 031159 PCT/ US2003/ 030252 in a suitable sol vent

R4 RB SN LB, SRR SRSl o carvene
ligand amda paldadiuun patblyaidsuchiak Ibutattliatited to @eltthnmm(d}acefate

sohend P iRg RGN Pl RER B BESEEES -0
R5 R4 R5 R6 R7 R8 R4 R6 R8 R- x V where Rl, R2, RS,

5 Soh@mR4 are as defined above; and halo = d or Br. 10
Thus, corrn;gurﬁds of formula V where RO = aryk

heterBaryI hetegocyclic, and al kenyl ,Rscan E)e N~N

pr epar ge aljal ogous fashion to the ome) R
dessdik cheme 6. Pyodrugs 7 °
and form readily be prepared as)yde

bel ow. Rl RERRINMC RN R2 R3 .N - \ R3 Rs RSREHY
ORlo / M6 R8 R6 M6 R4 R8 R6 R4 15 R7 R7 NN Ri
NN R3 R8 RL R2 R

X V

where
Rs, Rz, Rs and R, are as defined above;
and halo = Cl or Br.

10 Thus, compounds of formula V where Ry = aryl, heteroaryl, heterocyclic, and
alkenyl, can be prepared in an analogous fashion to the regioisomer described above in
Scheme 6.

Prodrugs of formula | and formula Il can readily be prepared as described below.

15

Thus when R, = CORy; compounds can be prepared by methods commonly
20  known to those skilled in the art. The reaction of an acid chloride with compounds of
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Il  Thus when Rio = COR1l1l, conpounds can be prepared
whorwstieds comonly 20 known to those skil | eBCT/HS1008030252

art. The reaction of an acid chloride with conpounds

of -15 WD 2004/031159 PCT/ US2003/030252 fornula I

and fornmula Il wherein RL = Hin a suitable solvent

o818 T R0 i d BB ANBTEDSE it corc

indhé pradentdef @stitable pasedsunhsas NN-dismopropyethythreise afferds the ester
prs&angard coupling techni ques known to those skilled in
B8 art can be used, incl udi ng activation of the

car bieorydrino sciddestearst h@npar@sm@wg)tecmmaes kesaue o Ehosp . skilled in

thESF canbe Es ol adPatn o’f%éc rBOkyiid 38 )n tfd resaHE YR DMAP
S Al

npou n
(dedeyﬁ @néﬁqﬂkc@r Badk |O1rg o@:mmmﬁo i4894). shisphupe of compounds of

fo?rﬁ%l}ég Nta rfd; ﬁhdlargc oh%%rﬁo&%n&é 'af'mEI ngR]éehné %Uﬁatﬁé sol;vent dsuc:h as

e reactiron mxture Is puri
CHy@k mlstnyedopverolgbhat embiami ttergperptwye-k ndenreastiar swdure is purified

tyé*ﬁ%%mn{rlhghrﬁﬁ{a d@? o@{ OIYHOQ\ﬁ\ H"ﬁog%%kﬁ?& &h théNéﬁntoF?Jr%wde the

_ oun are reacted
esith substituted i socyanates in a suitable solvent

suchywagn dkoxan%o’}m@e%f% o@HdsSglchl‘Mulé\Jﬂ ah® Iffgargo#éra&ed with
(March's Adv ed, 83, WI

suhstititertisegyapateg @m B) su1tahlg @olszp@t &uci:v(aﬁ @)qxgpg @Ri meatpﬁ at 80°C for up
1o MPEErL. Ltiv{%%ﬂb’dﬁj{\? Y | @% el £5 6014 831§\m%g gﬂéei@Ec@fzow

fornu ‘prepared as’ des
Rodr Wheez R =J P(D)@H)ORBi ter gsubﬁkﬁutedcmﬁﬁogéat phosphates of

Sundof ﬁ%lasﬂ}%ﬁ il @ansd?al ptebSBd %fs d‘éQé'F%‘éHWSR&ifnguez M. J. etal.,
T 5

_ , whereln H substit dted
Bmommcbmgpwe 18R9, 9.i 1888y rﬁhné,x@ﬁ@luh@n ofi eanrexinge of fermulas |

oft IS\Hh%erl %o S‘qj-l \éﬁﬂétltlﬁg& GlcﬂE)rJﬁF\%sbl%té b Ti@shinh RExam&RNEisilazide in

eaction mxture Is

aqmtﬁblﬁe@lwntt ﬁum@SaHdFaﬁcﬁtlﬂa@.fpr ddhasy atcrabigeiqtegipesaiure. The
réép kén mlgtg i?&ﬁe;ﬁ&ﬁe@%tkﬁh‘ bl && bad tHﬂJﬂfléH tby rEU&sed phase HPLC,

npoun s invention are useful in
kWVé'hPYr@'ﬂﬁS*@‘fedt'héhQ@ﬁlammtory conponent of d| seases

and are therefore partlcul arly useful in treating

at heroscl erosi s,
The compounds' of this invention are useful in the treatment of the inflammatory

component of diseases and are therefore particularly useful in treating atherosclerosis,
myocardial infarction, congestive heart failure, arthritis, inflammatory bowel disease,
type 11 diabetes, osteoarthritis, asthma and any other autoimmune disease in humans or
other mammals which comprises administering to a human or other mammal an
antiinflammatory effective amount of a compound of the present invention.

Representative compounds of this invention were evaluated in the following
standard pharmacological test procedures which demonstrated the antiinflammatory
activity for the compounds of this invention. The test procedures used and the results
obtained are briefly described below.
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nmyocardi al infarction, congestive heart failure,
arthritis, inflanmatory bowel disease, 25 type I

walc@besHasy osteoarthritis, asthma and any ot hePCT/US2003/030252

aut oi mune di sease in humans or other mammal s whi ch
conprises adm nistering to a human or other mamual an
antiinflammatory effective ampunt of a conmpound of the
TRE sren_t gventl on. Representative conpounds of this
—n—ﬁrﬁ%ﬁﬁ%{%re eval uated in the followng 30 standard
Geiar macol ogi cal test procedures which denonstrated the

7244 fl%&glo?%rrlﬁ%o%c}/nﬂygﬁr oce§¥ 1 Qs (Hﬁn&&%??ﬁ 'HEJFnaRf | R ndothelial

I nventli on. ures use e res
colis) avene waaines with éfnhly)f HESSr (HEREkuftered saige wglution) and infected for

COOARHTY ST MR RS 8o st

vettornthat aledizatst OMgnoraotct tdvearnskptdssionall humeh IER) ivepleenol red free

eBptEfan ol gt BetlB RoPhEIEo s ahdipe (i n CBtaIRS df GC-3129)

cibhfh(hlrcg l025% rboothe Astrumt albbfidin VEBMSBIAN adtendourr hisurs, cells were

vg? ? S\glﬁb#é@q Bﬁ%ﬁ%ﬁcﬁ th eﬁegiﬁ%h@ﬁt CNXh s%g’ne ﬁ{edﬂfrﬁ VeIE]oIIowmg
duachight dddubbtioBe icklisBasral wamméd wyith( EBMfR8A esd inBaatediae gohours with 6

gt 8o RS kR R0 el B B BTG 5 vector
diem eg 3vvéb§etEBM@3AH@n¢Fﬁmgwb@tt@dwearhgemmlrwmnas@ prB@oter) in EBM-

sarre di u Foll owi ng 10 over C cel I
Gl 5ol Beostat e balrort STE i By Tets were
tﬁen Wbshiﬂd &yﬂs@@edjidouﬁﬂed randfress‘uiﬁeﬁdddNﬁlgB%HB&/ ﬂ%rdjmethylsulfomde

Adenowr Qra ressi n r dr.i ve 3
d aronpentaton ob S Rt HREET & Mo SREN g ERA- Vs Hna stored
&i-neg’e. rﬂcmtmt @to) ERninfeldbn)BSAs widre qa’rocte,seedh @drapove editrout Ad5-wt-
ﬁ% fed and i ncubated at 34C for 1 hour. Cells
Oé"'“{sH'%ﬁCW%hed trypsini zed, counted and
Il SSaRpEadetk K.naeéﬁms/ 5% di net hyl sul f oxi de 15 at a
concentrgtl on of 4x106 cells/nl, frozen as.1

S Gerted HIG 0. colaeg ool el bgre Fimess giule@ag ibpwarm EBM-

B0, ﬁatédnfn&s:tgeaﬁau ﬁlgtelssawamewmmn%ﬁ@emca@t@d)wuh at 34°C. Test
W t hout Ad5-wt- hERa virus infection. -6 and

coMPRUNERe WRehadded Ag 4hg selisres Phstegtseh ﬁ%&éﬁﬁc%'m'@g grng/mi 1L-1B
(R@Imt SMteRs) Ak Mﬁfe@ waéwﬂme@ltbqﬁ@mcé&@o n{w@)r ereEMﬁ 2h, 100 pl

plated into -we ates at O. /wel | and
%"ﬁe%a‘%féﬁeql%r""%ﬁ r%ﬂ‘%%’cfro'%e@? CeH%ﬁﬁ%ﬁa%Y%fPé g foqtang using a

Blbso&eélrﬁm% PLXe L OSA it n o%lﬁé/h,&’e%\@@aécweﬂﬂmva%héw/m 300 ul of
(R&D Systens) and plates were returned to the

E)lﬁbmaisorpho@m bufferedrsalige 206 lyseddn PO vhpi GabCyltge Lysis Reagent
c Tt g%étﬁe rLﬁclfe%%V\ﬁQs HEQMIROE o W SIRNHc188 S N RbEr (GaitRersburg,

usi ng
MD) using 10 pl of Iysate and mixing with 100 pl of Promega Luciferase Assay reagent.

Creatine kinase was determined from the rate of increase in Az following addition of
100 pl of CK assay reagent (Sigma, cat. No 47-10) to the remainder of the cell lysate.

Data Analyses
For ICsg and ECs calculations, mean IL-6, luciferase or CK values versus log1g of the

compound concentration were fitted to a four parameter logistic equation. The ICs0/

ECs, value, "Hill slope', upper and lower limits of the curve were iteratively estimated.
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determined on a Wallac Victor2 Lum noneter
(Gaithersburg, WMD) using 10 | of |lysate and m xi ng
i.fh 100 | of Pronega Luciferase Assay reagent.
ati ne kinase was determ ned fromthe rate of
QuacieetamizeidnCABALI6 froick dib 1299 h dBaconish vefre skParatedintCigroups of 8.
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(t2aire¥l fat.i lorfdp ohe@ﬁtemeed 0.5%i soelrtmeh@atetl(@wma@et #21539). EE or
té{&r&}l‘ﬁpdtﬁa'Qa@fadmﬁstel:é?in'@ﬁé{{'%aﬁf%ﬁc qu liRn, "r‘ﬁ%tﬁylcellulose/tween

four paraneter |ogi’st ation
velistsy (0. 1eobpenapure) forg weeks difdhe engpbhemxgerimaripl period, the liver

WdsBdliected ahd BiefiHE VRt W@?f&;ﬁt WhSFRbidegl v estimated. -17 WO
2004/ 031_159 PCT/ US2003/°030252 M ce Ovari ectom zed
I%i ce (16-20g) (Taconic) were separated into

L UBSI RNA&Nas Népﬁfed5by7u§|ﬁg‘{3'n@$l rE8GSHREBRL). %troﬁé}?am €8mpound

were fed a chow diet or an atherogenic diet
regylation. o Mo [lAe e pONCSANE e veTifiesoll iedl ctifo & TelPCR using an ABI

I W%@'@quggé@@)%iectlgg S%l"ste?n lRe4ramYMROHRImARSFacturer's protocol

adm ni st ered once 'y by gavage in-a
(haplieg 5@5VﬂP@§b/T%&@ta Vs analyzeg, wsing ther Seieses Pefector v1.7

SftWaRK@ppiéd BB@ysﬁé\ﬂiﬁind M RNRARI th B u@iﬂ?'tl@é’ApblPe% Biosystems

I'iver was collected and uterine wet weigh
HigeSs8kd. RNA Anal ysis Liver total RNA was prepared by
using Tri zol reagent (BRL) . Estrogen and conpound 10

regulatiq NF: K tar et were verifjed b eal
tine 1%’? an pdoviag n&b%f] ﬁﬁ%?fﬁ?ug%qﬁletﬁ'é‘gg M the" standard
dbatragtdlayicabyst procadures dem;bb@ abb@. manuf acturer's

protocol (Applied Biosystens). The data was anal yzed
usi ng the Sequence Detector v1.7 software (Applied

Bibis st Effedts @ d 7Apeseddicl ash Ne-BARD sisd 0K Elgediig irAd5-wt-ER
BH ?ﬁ%ﬁﬂ% pri mer set. 15 The fol | ow ng tabl e

dig -{8"S esul t s obtained in the standard
pharnacological test procedures described above. Table

oxp s | R R TP O R T e
Exanpl ¢ ER/ I\chKBIM)uc LIGso BHCK] %E2 CHLs4 () IEEE2
| Cop—M—viE2—gES0 It 2 3378 101 1217 | 33
2 12 49 1137 67 549 29
4 443 63 | 15775 | 58
5 165 71 4790 | 66
6 86 85 478 43
7 90 92 246 77 1827 | 54
11 60 54 | 2317 97 114 26
12 508 61 7606 73 1199 | 58
13 133 97 601 83 828 47
14 53 73 761 67
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1 62 74 3318 101 1217 33 2 112 49 1137 67 549 29 4

443 63 15775 58 5 165 71 4790 66 6 86 85 478 43 7 90
wWQ200248113Y 1827 54 11 60 54 2317 91 114 26 1PCR082083/030252

7606 73 1199 58 13 133 97 601 83 828 47 14 53 73 761

67 -18 WO 2004/ 031159 PCT/ US2003/ 030252 Exanpl e

ER/ NF-KB-luc ER/IL-6 ER/CK # 1 C50 (nM

o2 |

C50 (nM

UE2—EC50 (M- 0E2 15 164 04 8127 11016 05 79 81 5g
438/EX8Mple; 3%5’%@5'1'0114 3076RB6 20 149 6FRIEKI40 73
53150733”2) 7 002( @g '::%';1 gﬁbg"q‘g'm 7“193‘32‘q1°%"l(§"”47 Agg';
65 91 BB 37 971641 34 984 668136 13718¥ | 37 40 95| 303
61 33PI £S5 765 79 81 58 438 45
17 305 71 701 114 3070 97
20 149 69
21 140 73
22 50 73
23 239 76 72 55
24 63 83
25 274 112
26 356 101
27 1027 96
28 551 86
30 37 105
31 636 120
32 65 91
33 37 92 51 34
34 66 115 137 87
37 40 95 303 61
38 89 25 70
39 9 89 57 46
40 108 22 79
41 95 85 415 39
42 190 102
43 51 79 138 34
44 43 90 309 48
45 31 86 121 43
46 102 67
47 97 94 13 26
48 42 107 79 49
49 3 91 10 44
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39 9 89 57 46 40 108 22 79 41 95 85 415 39 42 190
102 43 51 79 138 34 44 43 90 309 48 45 31 86 121 43

W@ 6001021167 47 97 94 13 26 48 42 107 79 49 4BCBUSHOL(B0252
44 -19 WO 2004/ 031159 PCT/ US2003/ 030252 Exanpl e
ER/NF-KB-luc ER/IL-6 ER/ICK # 1 C50 (nM %2 | C50 (nM
%2 ECS0 (nM) 92 50 106 84 327 43 51 18 94 46 37

02 59 94 184 31 54 303 77 55 26 90

17 7¢
201 [Exgmile 15%§F1¢fr%7u 57 4ERBb605 45 5EBEK 00 47
33 Loa a7 bo GrM | |HERY G P eER PECH M. | Y2l
18 |655%1 B6 oW 42| 86 Do 56 17 3p 67| 48 %F 43
51 18 o4 46 37
52 17 76 111 27
53 58 84 184 31
54 393 77
55 26 90 401 49
56 14 9 477 47
57 45 89 205 45
58 20 100 97 38
59 5 90 133 36
60 20 76 13 90 331 | 34
61 50 62 76 33
62 47 82 253 30
63 1883 | 158
64 100 81 114 o4 198 18
65 41 86 218 42
66 29 56 17 32
67 48 65
68 56 74
69 235 68 704 32
70 14 76
72 7 85 140 46
73 o4 76 103 19
74 59 86 26
75 63 83 982 48
76 22 86 57 20
77 41 87 302 29
78 590 90 2197 32
79 92 93 734 52
80 18 48
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68 56 74 69 235 68 704 32 70 14 76 72 7 85 140 46 73
94 76 103 19 74 59 86 26 75 63 83 982 48 76 22 86

wG200203113% 41 87 302 29 78 590 90 2197 32 79PORUSRB03/030252
734 52 80 18 48 -20 WD 2004/ 031159 PCT/ US2003/ 030252

Exanpl e ER/ NF-KB-Iuc ER/IL-6 ER/ CK # | C50 (M) O&2
G50 (M) %2 EC50 (nM) %2 81 33 92 308 62 82 191
68 2 20 U’) oA 26 70 ‘J 235 AG QG 25': QQ /|1Q 27 Q7
Sa7[EFARNS 2 ERNEKERIc, g6 2ERI 0 82 4 92
igg 33#9:13”12?52@154 94 %E®| Sk, {Hm)33 7’0@2 1ELpan6%ER)3

&1 33 ) 308 | 62

82 701 68

&3 20 82

84 36 75

& 735 | 46

3 255 | 83 i3 | 2

&7 37 | 77 88 | 24

88 A9 | 74

89 435 | 97

51 50 82 787 | 24

o2 528 | 87

93 28 | 60

54 332 | 86

% 88 78

101 505 | 61

103 38 | 79

104 250 | 8

105 918 | 66

710 5 89 1 82

T 214 | 78

112 667 | 48

14 %68 | 67

115 546 | 71

115 7 82 66 | 91

116 40 | 63 536 | %

117 80 | 52 69 | 22

118 418 | 66

122 350 | 78

123 328 | 71

125 479 | 128

-21-



105 918 66 110 2 89 12 82 111 214 78 112 667 48 114

268 67 115 246 71 115 27 82 166 91 116 140 63 229 25
wa 1004030552 169 22 118 418 66 122 350 78 123PGR8S2003/030252

125 479 128 -21 WO 2004/ 031159 PCT/ US2003/ 030252

Exanpl e ER/ NF-KB-luc ER/IL-6 ER/ CK # 1C50 (nM %2

IC50 (nM %2 ECS0 (nM %2 126 134 85 122 52 387 52

1306297205 54__121 19582 33072 815 65 134 2397 16
102/FP387P1a bo ERINFIE-li 1o 725REB 142 114 BREK 60
431129 14b el A R e ™M 2
106| 1128 sp 184 113 8% [107 B# 167 PRL [83 588 29| o8
347953374 862169697069 65 65 364 38 205 54
131 195 82 380 72 815 65
134 897 76 1927 | 36
139 183 67 329 40 722 36
142 114 69 65 60 390 47
143 310 65
145 125 66 97 60 439 48
147 166 65 431 29
149 319 67 115 49 527 30
151 1061 81
158 515 | 106 1124 | 59
162 113 84 107 34
167 311 83 588 29
168 347 95 1374 | 86
169 65 69 65 65 364 38
170 276 77 827 28
171 582 95 2382 | 42
172 349 95 1325 | 92
176 587 | 111 1041 | 70
180 28 88 156 50
182 443 | 121 2935 | 71
183 431 135 2035 | 48
188 751 90 2453 | 3
192 371 87 608 51
198 303 | 100 7000 | 30
199 487 | 100 1260 | 42
200 435 86 1478 | 58
202 539 | 160 1839 | 68
203 196 | 117 1068 | 48
206 473 84 902 27
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170 276 77 827 28 171 582 95 2382 42 172 349 95 1325

92 176 587 111 1041 70 180 28 88 156 50 182 443 121
wQ@2B8/03ms9 183 431 135 2935 48 188 751 90 2453PGI/USHOR030252

371 87 608 51 198 303 100 1000 30 199 487 100 1260

42 200 435 86 1478 58 202 539 160 1839 68 203 196

117 1068 48 206 473 84 902 27 -22 WD 2004/031159

Le2003L 02025 ool a ue
MK o e i e
3700 goh o M [HE2 FEIC T ToRE2 ) ECRe O] 72
143| 781933 87 ¥P 234044 72 235 16 74 223 35 23p 47
83 [12286 | 2371380 (982438 11 74 2341 48

226 32 87 309 20

227 56 70 279 21

228 75 83

230 367 82

231 382 78 3254 32

232 143 75

233 87 81

234 34 72

235 16 74 \‘ 223 35

236 47 83 112 36

237 480 79

238 11 74

240 158 54 974 32

241 32 60

243 142 83

244 33 48 208 33

245 16 70

246 11 82 136 28

247 12 70 17 42

248 481 73

249 59 59

250 47 80

251 24 57

252 56 59

253 21 62

254 57 56

255 ] 89

256 13 Y] 202 32

257 43 76 490 27
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240 158 54 974 32 241 32 60 243 142 83 244 33 48 208
33 245 16 70 246 11 82 136 28 247 12 70 17 42 248

wWaB4/m311299 59 59 250 47 80 251 24 57 252 5BCHES208%@30252

21 62 254 27 56 255 4 89 256 13 94 292 32 1 ~-1
257 43 76 490 27 -23 WD 2004/ 031159 PCT/ US2003/ 030252
Exanpl e ER/NF-KB-|uc ER/IL-6 ER/ CK # | C50 (nM %&2

| C50-(AM_0E2 EC50 (nM. 0E2 258 644 77 259 18 73 143
38 |EX0PIR 5§'%E@ lue | 262 BRAEB63 0 84 EREK 7
e S s s A M el N e
max| m#P8i nhi b|6c4140n NEZ KB or IL-6 Jtest |procedure) or
259 18 73 143 38
260 28 53
261 98 42
262 8 75
263 30 84 165 17
264 15 74 15 21
265 6 82 138 28
266 68 77 213 35
267 53 64 250 35

Efficacy values are relative to the maximal inhibition (NF-xB or IL-6 test procedure) or
stimulation (CK test procedure) observed with E2

E2 inhibits NF-xB and IL-6 expression in Ad5-wt-ER infected HAECT-1 cells with
an 1Cs value around 1 nM and induces expression of creatine kinase in the same cells
with similar potency (5.8 nM) (Table 1). In contrast, compounds of the present invention
potently and efficaciously inhibit NF-xB and IL-6 expression in Ad5-wi-ER infected
HAECT-1 cells but do not induce CK expression (Table 1) in an ER-dependent manner.
The ability of compounds of the present invention to inhibit NF-xB and IL-6 expression
without inducing CK activity (Table 1) is demonstrates anti-inflammatory activity in the
absence of classic estrogenic activity.

Based on the results obtained in the standard pharmacological test procedures,
the compounds of this invention are selective antiinflammatory compounds described
herein useful for the treatment and prevention of chronic inflammatory diseases without
stimulating uterine and breast cell proliferation as found with classic estrogens.

Accordingly, the compounds of this invention are useful in treating or inhibiting
osteoporosis and in the inhibition of bone demineralization, which may result from an
imbalance in an individual's formation of new bone tissues and the resorption of older

tissues, leading to a net loss of bone. Such bone depletion results in a range of
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inhibits NF-KB and | L-6 expression in Ad5-wt-ER

w0 pdoaosad HAECT-1 cells with an | C50 val ue arp@ntuSZ031040252

and i nduces expression of creatine kinase in the sane
cells wth sinmlar potency (5.8 nM (Table 1). In
contrast, conpounds of the present invention pot ently
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asthma, chronic obstructive pulmonary disease, giant cell arteritis, prostatitis, uveitis,

psoriasis, multiple sclerosis, systemic lupus erythematosus and sepsis.
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or inhibiting benign or malignant abnormal tissue
growm h including, glonmerulosclerosis, prostatic

why@ensriephy, uterine | eionyomas, breast cancePCT/US2003/030252

scl eroderma, fibromatosis, endonetriosis, endonetri al
cancer, polycystic ovary syndrone, endonetrial polyps,
beni gn breast disease, adenorryosi s, ovarian cancer,
rrel r ost at cancer ancers of the col.aon,..

R oo of 158 iBhan 87 43¢ ESokuE: ehatho SFidibitng ocuiar
dmmqtmannkslucbrﬁg tcbtasaotsxvmeitlsoanarma@warrddieyenewaaomianel ianeeating skin

t | ) ful in lowering

c?h&‘ '%ée%laga%irlﬁ’gﬁ%gg?'? n% Léiﬁg(a) and LDL | evel s;
i nhi dihei aemporinds ofdialsuml\@nhmpenecdim wflﬂ!nretreatlng or inhibiting metabolic
NP ya ,
PR SBHE B8 fbe-F AL RO o8 appetie (6.q gy nervosa
apddelimg. di sease, restenosis, and vasospasm and 25
i nhi Qid, r e
| cadin TArMETF i inttion FRTRRO LEAR fittedtd ordffliio biesding
disnhRis sHeEh aF h?rh'?ﬂéawﬂ?@ﬁmﬁh@@icéﬁPl@ngw@@ﬁl@sb'Bﬂnmimal uterine bleeding,
&tn@%pﬁbggnéjh&gggﬂgﬁc assRciated wth inflammation or
aut ol mmune di seases, | ncluding inflammatory bowel
Tdies BRBROUNOEYGS HAISsiNYedion sue ttﬁegérl@tdlaeése@rtatw gvhere amenorrhea is

ddVaebgsdisNafueh CAd 11dik@hia, aéﬁcﬁﬁméthﬁ GhIBBSHERL Piréhic renal or hepatic
@rt hritis, 30 spondyloarthropathies, osteoarthritis,

56 Qf Feagyialinp idtsﬁgseso?r Q'WFI e arthritis), pleurisy,
i schemi a/reperfusion injury (e.g. stroke, transplant
reje i O rdi,al infarction, etc
chr o E’HQ‘{’%QC qs\%b‘iﬁjh’?oﬂr&i’?raaf)%&fts@p')e@F@ﬁt'VGcéP'Inpounds of this
imetnedjm.t is, prostatitis, uveitis, psoriasis, nmultiple
sclerosis, systemc Iupus eryt herrat osus and sepsi s.
-25 WD 2004/ 031159 PCT/ US2003/ 030252 The conpounds of
Gdriesal Methotlson are al so useful in treating or

inhi bitin ul ar di sorders including cataracts,
'U@éﬁ"ﬁf’?t %?fggmacul ar degeneration and in treating skin

MethdbitA: ombstuateda(a R’llblfdﬂphﬁiyﬂ)ﬂﬂ%&hoﬁy-‘i)héﬁ?ﬁ-mefﬁ%one
%Ctﬁg ouds of tion areI al so usefu

der s such as

A yaietutd cﬁl aﬁets%st.tmédl bemzaucwabuab |e’i1mval@ﬁf)eéhd Q)xéﬁg‘/l Ghloride (1
anopr

nerv
SRRt Gy EHieo ek sploc W caAHGE GmohphPMghe reaction
rhikieedlivag stikds ot @ras evtlotiorasedsed e diot the obled@bluiadves added N,O-

ARG FinBe WGPl A1 s8R R Smager. Hhingine (.24

minwemdl} oas eaddedlsieépw:se landltheaﬁletusé atogSstintaer & ambient temperature

SRR 168 iR B RBR S VAL o goove partones
wdihsei¥e end doblgdCht iThe agsdagbssewadi wastadr with Shierrated aqueous

I\iéﬂ 6(9 V\é rgmg.s f[ﬁeib‘?&arﬁ@Shéere‘%lpa%rcﬂeid(magofa%rc%%geﬁt%ttea/ i vacuo to

conpoun
provide reasonably pure intermediate substituted-N-methoxy-N-methyl-2-

fluorobenzamide.

Step B Substituted-(2-Fluoro-phenyl)-(4-methoxy-phenyl)-methanone

A solution of substituted-N-Methoxy-N-methyl-2-fluorobenzamide (1 equivalent) in THF
(0.5 molar) was treated with 1.2 equivalents of substituted-4-methoxyphenyl magnesium
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15 invention. General Methods Internediates 1-15
Met hod A: Substituted
WO 260l081asD- phenyl ) - (4- met hoxy- phenyl ) - net hanoneCT/R82003/030252
Step A
Substi t ut ed- N- Met hoxy- N- et hyl - 2-f| uor obenzam de A
m xture of the substituted benzoic acid (1 equival ent)

and. oxal lorjde (1 . equivalen in . dry_CH2Cl 2 was

iR . e il (e £RGIH A 50 o BIo T Ssachih bcure was

;m'rmltoué@ vMIihSEl{ﬂAd amﬂmmgtld g’\rla% oeagd@iwm@sl?ehwggmlhea’ ithhsrine and
0 utj on S e [ hyl. roxyl am n

0 GBeSn: The TG R ARG o e ITRSAE I SAeReS Putied by flash

dRyornatbg@phy) (Haka2b etinly) aoetdte) toapreatte @t esropavnge and t he

m xture was stirred at anbi ent tenperature overnight.

The reaction m xture was concentrated in vacuo and the
Intsimddiate@drtitioned with EtQAc and 1 N HCl. The

' h i th t t

S E e e e N R T
Stag 1¢ 2Aue- NahetHoty\-vesthnd-3t @iflupfopvdtil@besagmiaabl y pure
I%rgta%rreg's @ghgrgﬁng Rﬁ%{]%k%qép’\h rHsotmh SE%I)(JEJmI\E%IIﬂEXJthe_thy?Qenzoic acid (5.0
GuWdshimbl)t I‘letd)tud inefideoxphaaivg hydrdehioride q3 y-q IBSMthnpbh n@dal@ chloride

e ut ion - : , ,
@oBrL 28 vl Rt Rany oKewiting fo sive (5 b eAPRRHNG@A ) as an oL
Gepdiasdb enthp nert prefr (0.5 nolar) was treated with 1.2
1 | f tifuted-4- | i
PSR sa 88 e SS5e 1 ok o i AR5 Y-
M8&ENimt: \B58 Mias heated at 50C overni ght. The reaction
mxture was partitioned with EtOAc and 1IN HCI. The

%%i rEiuorg- -tr ) )-| bi ) N i
Rreparedwascqrdingf ite dMeshotil & hsteghBo _
({tﬁ@éf&ﬁe&lﬁ@{%&aﬁgé ?ﬁ.g)g,tﬁ) rgu'm\f) gn%e4-trﬁe Ao%ygﬁe%%%dn'esi%m bromide
(9 nMl, Ocdr M-8 THF) fd give Drieg dithe litmgdMpduhd rastehwbite sdlidny| ) -

1 L€ ;
SERVEOPIRO REE R R0 G AL 106 P TH5U6r e Ih Gk 27 € 19D,
&1e0P(tettdr ed according to Method A step A from

af/l -3-trhf ) thylb [ id (5.0 10 g, 24
@%T’%%IKF]%%%M ﬁ;lrﬁggr oiyl an'zﬁlech%:rocgl ori de (g. 4 g,
35 mmol ), oxalyl chloride (2.18 nL, 25 mmol) and 6 niL

ridige to give the title conpound (6.0 g) as an
@l{ﬁr%dﬁggg as is in the next prep 'H NVR (DVBO d6): 8

(3-cBor(es2-flabhiophe ndiff4-freath@xYphenyd dethanoddd) , 7. 86 (m
%wp' 1: 3-chloro-2-fluoro-N-methoxy-N-methylbenzamide

Prepared according to Method A step A from 3-chloro-2-fluorobenzoic acid (3.0 g, 17.2
mmol), N,O-dimethylhydroxylamine hydrochloride (2.34 g, 24 mmol), oxalyl chloride (1.5
mL, 17.2 mmol) and 5 mL of pyridine to give the title compound (3.3 g) as an oil. Used
as is in the next prep

"H NMR (DMSO-ds): & 3.3 (s, 3H), 3.45 (s, 3H), 7.3 (m, 1H), 7.45 (m, 1H), 7.68 (m, 1H).
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M5 (El) mlz: 251 M+ 15 Step 2:

(2-Fluoro-3-trifluoronet hyl phenyl) - (4-nmethoxv-phenyl) -
woredohasase Prepared according to Method A st epP@®I/U81903/030252

2-f 1 uor o- N- net hoxy- N- net hyl - 3-

(trifluoromethyl)benzam de (2.5 g, 10 mml) and

4- met hoxyphenyl magnesi um bromde (20 nL, 0.5 Min

.1 t |t|co o%nd asaV\/nite

4 estermetnoxyehei € 7.10 (d,
F?bbarea éiﬁor(ding t’o vae;tho?l ZKGstépi B ﬂblbn 3%hRFo- (ztﬂuoﬂo M)methoxy—N—methyI-

b%ng%ﬁld(etm 5]g '1)1 5 mmMB a(ncﬁf) me}hoxygh'englp agnesnurr1]1t ber<r:>rrrr1‘|9 e &IS mL, 0.5 M

in FHE M taogive 2-3fd efdhe pteeoyhpeund-aset Witeyslidny| ) - net hanone

BRI bR e TR R LR TRLMATER . P75 . 20

738, dHp-.2- f | uor obenzoic acid (3.0 g, 17.2 mol),

' Y. oxyl ami ne hydrochloride (2.34 g, 24
%’?b%€|£f?m| oride (1.5 nm, 17.2 mmol) and 5 nL

of pyridine to give the title conpound (3.3 g) as an

194 Hs 30 as is in the next prep 'H NVR ( DVMSO d6):

%eémﬁlag 3.45 (s, 3H), 7.3 (m 1 H, 7.45 (m 1

(ED3-d|ﬂu683p(mmy[) (ﬂnethe@bh‘é@yﬂ@ﬂéﬁhﬁﬁdﬁéQ
r

3 yphenyl ) - met hanone
FReparad @dcmmg rtdli IM?a@hdobA Mmdw&oﬁq 2 BefuBrdbedmdic acid (4.0 g, 25 mmol),

h 2.1
e "vmmm%ﬁﬂe*ﬁ?w&@és%% g AR GHiclie (23 . 25
mitnpl) @nB eMnLiaf pYtitfipe t@gge\me the?c@np%ug;dh(agt %ﬁ %ﬁa?‘ @I‘[pgﬁ)ﬁd as is in
lid. 5 "' H NVR (DVBO . s ,
193 %‘tﬁé‘%ﬂf?‘ %3 (t, 1 H, s (m 1H. 7.75 (d,
"BHIMR (DVED-(g300MHE): 5.3.M5(<(, ARG 451sz 3BHR §4L5\m, 2H), 7.55 (m, 2H).

Intermediate 3 10

' | ) - met hanone St ep
%tep% g g de Prepared
Rreparedi agcdnmng/letdw Qﬂbtﬁodst,epsfépf BO riﬁoih 3 didifluofr-NhrestAGLCN-methyl-

e A T A T

THF) t@ Sivertd g ohithd tifle nbmpburmyais alivhite balidgi ve the title
&ﬁ@%@&%ﬁ 4l 380 M52)28 385 (s, 65T d. SH). .38 Tt B9, 9B (m, 11),

7.75 (d, 2H)..

Intermediate 4 .
(2-Fluoro-3-methylphenyl)-(4-methoxy-phenyl)-methanone
Step 1: 2-fluoro-N-methoxy-N,3-dimethylbenzamide

Prepared according to Method A step A from 2-fluoro-3-methylbenzoic acid (5.0 g, 32.5
mmol), N,O-dimethylhydroxylamine hydrochloride (8.4 g, 87 mmol), oxalyl chloride (2.83
mL, 32.5 mmol) and 8 mL of pyridine to give the title compound (4.8 g) as an oil. Used
as is in the next prep

"H NMR (DMSO-dg): & 3.25 (s, 3H), 3.47 (s, 3H), 7.15 (t, 1H), 7.24 (m, 1H), 7.35 (m,
1H).
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1H NVR (DMSO-d6, 300 MHz): S 3.25 (s, 3H), 3.45 (s,
3H, 7.25 (m 2H), 7.55 (m 2H). Step 2:
W@ 2903/08159 uor ophenyl ) - (4- met hoxyphenyl ) - net hanPeEUS2003/030252
Prepared according to Method A step B from
2, 3-di fluoro- N nmet hoxy-N-net hyl - 20 benzam de (3.0 g,
15 mmol ) and 4- et hoxyphenyl magnesi um brom de (35 i,
0.5 Min THF) to give 1.44 g of the t|tIe compound as
0 ,

P(repar@d—l)accordlﬁg Itntl\ee'thmj Aadtep Q—fluoro N-methoxy—N 3- dlmethylbenzamlde (4 8

F T R S i L e

3F7r@pﬁﬂ1§dltla©ompdumcgas awhiie holi. A step A from

RSO RSE I Y 285T P B o1 2P 22T gy 720 (m. 1,
7rdeo(n), 1TH)XArgd,@M)ori de (2.83 30 nmL, 32.5 mml) and 8

ive the title conpound (4.8 as
n@%g@t{q@%%&ew&ﬁg in the next pr egp H NI\/(R (Dl\/%)O de) :

6 3.25 (s, 3H), 347(s 3H), 7.15 (t, 1H), 7.24 (m

: -28 WD 2004/ 031159
"&@V‘E@?E%%/ 030252 Step 2
(2,3-Drifluoraph@nyi-{4mgthexy 8- médthylqslidnyRymethanphé - met hanone

e n h S

FP&%%‘& Qcc%foﬁegi d‘fo sﬂ/ler\lﬁ)oyvg& é)tg ﬁ?/’l {f)éﬁxza 3- 8 bﬂu?ré? I§ methoxg 4V methyl-
benzaidafa 549 2. hm@hewnﬂe@h@m&meﬂm}pﬁwmwmm BroBide (26

[ t d as a
s T IR TS iR 7 o] eyl GAEAMAES 55
"ANMBHPMSD-0a): § 8,1831,,3H), 2887 (s, 3HH 08 1d,204)( 134 ImkpH), 7.64 (m,
349 (m 1 H, 7.72 (d, 2H). . M5 (APCl) mz: 245

H + 10 Internediate 5
MS (BSIDinva: 268 ¢hBRy | ) - (4- met hoxy- 3- et hyl - phenyl ) - net ha
none Prepared according to Method A step B from

2, 3-di fl uoro- N nmet hoxy- N-net hyl - benzam de (2.5 g,
Inermediate § and 4- et hoxy- 3- net hyl - phenyl magnesi um

(erfTcgbBnfamShsniaBetingh Betioriod” Byeo. ao)
PReRaréd 5a¢cordiddH) to :Meﬁﬁﬁd (A, stdpl) B TroBB 3, 8kdiflliotd)N-nretBazky-N-methyl-
beMarfitt (3.77 §% 15 Pmmdhhnd ¥endthshyo Methy1-PREn NG eSium bromide (49
mL, 0.5 M in THF) to give 1.45 g of the title compound as a white solid.

'H NMR (DMSO-ds): & 2.47 (s, 3H), 3.82 (s, 3H), 6.82 (d, 1H), 6.95 (s, 1H), 7.28-7.38
(m, 3H), 7.62-7.67 (m, 1H)

MS (APCI) m/z 263 ([M+H]");

Anal. calcd for C45H1,F20,: C:68.70 H:4.61 Found: C:68.83 H:4.65.

Intermediate 7

3-chloro-2-fluorophenyl)(4-methoxy-2-methylphenyl)methanone

Prepared according to Method A step B from 2- fluoro-3-chloromethyl-N-methoxy-N-
methylbenzamide (2.78 g, 12.8 mmol) and 4-methoxy-2-methyl-phenylmagnesium
bromide (33 mL, 0.5 M in THF) to give 1.07g of the title compound as a white solid.
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Internediate 6 20

(2, 3-di fluorophenyl) (4- et hoxy- 2- net hyl phenyl ) net hanon
we20ppased according to Method A step B from PCT/US2003/030252

2, 3-di fl uor o- N- et hoxy- N-net hyl - benzam de (3.77 g,

18. 7 mmol ) and 4- nmet hoxy- 2- et hyl - phenyl magnesi um

bromde (49 nlL, 0.5 Min THF) to give 1.45 g of the

Ejl rﬂﬂg% @ﬁ%‘&”)dgazgﬁf‘ s‘"@k@.rs, %‘? gg-u)(lgeﬂ“@) Q%ggf 1H§ 7.327.36
(MH)W%WM)S? sast EUHD)SFDAn |7 oth g7f(m C15H12F202

ADGho ) H+); Anal. calcd for .
%@%gi%g?zfiﬁgﬁ%z-%:25%2%2?'0?53.?1' ﬁ:ffs' ntermediate 7

Bodiy: L F?% ophenyl ) (4- met hoxy- 2- et hyl phenyl ) met h
anone epare according to Method A step B from 2-
fl uor o- 3-chl oronet hyl - N- net hoxy- N- net hyl benzam de

Iptermedigte 82. 8 ol ) and

R P N T

Reppared sotdrding- 2VeBo@ G0 4iep A fivth PCHUdISZ008thYBRAAGhORY-N-methyl-

W%rﬁ %8@ 15 ? rﬁf)nélg?gé ﬁl rgg%gxy-%%letwhgp;?hﬂagqe(smnigr‘omlde (40

FH) 0. Mgo THF) ta.giMp 1N g ﬂﬁﬁ}b Jitlantam@y@d (gshdrivhite solidnal .

B CRISERESERR 9% 25 420 BT s, 1, 720720
(23H), ot 3thet hyl phenyl ) (4- met hoxy- 2- net hyl phenyl ) et
cording to Method A step B from 2-
I\Eﬁﬁluoro g%ﬁ?%fﬁfi thoxy N-net hyl 10 benzam de (3.10
Agal. talcd fwnﬁmbbhsa@d Q25 @Ry 3 23rkeb 9% . FohedyC: ARG EE5.0Mm
bromde (40 nL, 0.5 Min THF) to give 1.17 g of the

title conpound as a white solid. 1H NVMR (DVBO d6): 6
Ipteppediate 8H), 3.81 (s, 3H), 6.83 (d, 1H), 6.93 (s,

. 0. 1 ARCl ). ml z
15 lordpiRiriyorometonshynh:feighy arapihyttsmymebidighe.
Reepeged acetr8ingSo Wethod A Sef B 88mHR-5il@Ro- 3-thf|11c£fd§rﬂéth\ylaltl$n&hoxy-N-

f n t

{oftdeE s (k] 4100 SRR LS IS Bk esum
bsQre@e 842 mbaP.2-Min 1Jldet03;4\ter1 76 gof mstttlmdomnom hoawhite solid.
'H NMR (DMSO-dg): § 2.50 (s, 3H), 3.82 (s, 3H), 6.86 (d, 1H), 6.98 (s, 1H), 7.37 (d, 1H),
7.55 (1, 1H), 7.84 (i, 1H), 7.99 (t, 1H)
MS (APCI) m/z 313 ([M+H]");

Intermediate 10

(2,4-dimethoxyphenyl)(2-fluoro-3-methylphenyl)methanone

Prepared according to Method A step B from 2-fluoro-3-methyl-N-methoxy-N-methyl-
benzamide (2.84 g, 14.4 mmol) and 2,4-dimethoxyphenylmagnesium bromide (26 mL,
0.5 M in THF) to give 1.13 g of the title compound as a white solid.

"H NMR (DMSO-dg): § 2.27 (s, 3H), 3.53 (s, 3H), 3.63 (s, 3H), 5.85-5.89 (m, 1H), 5.98-
6.00 (m, 1H), 6.11-6.16 (m, 1H), 6.52 (t, 1H), 6.65-6.73 (m, 2H)

MS (APCI) m/z 275 ([M+H]");

Anal. calcd for C46H1sFO3: C:70.06 H:5.51 Found: C:68.61 H:5.93.
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20 net hyl benzam de (4.05 g, 16.1 mmol) and
2- net hyl - 4- nmet hoxyphenyl magnesi um brom de (42 nL, 0.5

woRa/0THF) to give 1.76 g of the title conmpounPCEESZ03/030252

white solid. 1H NVR (DVMSO-d6): 6 2.50 (s, 3H), 3.82
(s, 3H, 6.8 (d, 1 H, 6.98 (s, 1 H, 7.37 (d, 1 H,
7.55 (t, 1 H, 7.84 (t, 1 H, 7.99 (t, 1 H M (APC)
mz 313 ([MtH +); 25 Internediate 10

(2, 4-di nmet hoxyphenyl ) (2-fl uor o- 3- net hyl phenyl ) net hanon
Interiediade @l according to Method A step B from

f [ ne 2.84
(3 4- ‘iﬁ" Eﬁ%mﬁjg“%'f Oﬁo%igj&@%ﬁ mgﬁiﬂ om de
Rréﬁaraﬂi acB@rd&gStol\/Mletho&Il—E)stetpo Bdfirota Z:flUo')‘o@-mﬂudrbn@etHyt—Nenethoxy-N-
AR 01,5l B LY gy i o
mlH)0.5 B i0 FHFS t@Qgivé h671g &) the Gtld derbpdibid(aw a whitd solid. 52 (t,
'ﬁfﬁ go6c65-6.73 (m 2H) M5 (APCI) miz 275 ([ MrH +);

al . car cd for C1l6HL5FG3: C:.70.06 H 5.51 Found:
'8: EREDMSBdO35 3.56 36, 3N 2.664¢, BBi),16:64-BED/ (WS260,37.88(283), 7.65 (t,

t
1(1_9 ?%g‘&r&ishoxypﬁem)l )[2-fluoro-3-(trifluoromnethyl)phen
S (BeN) hend2@1 (Mr-Epar ed according to Method A step B
f»luoromet hyl - N- net hoxy-N- 5
Mé?ﬁélﬁg&%?ﬁém?%?\%ﬂi g, 17.6 mml) and
%ell-oalcriéort@oslylpﬁ@wprﬁﬁgﬁﬂe@i%ﬁ fEoumai G6H8(A2HHO05.0.5 Min
THF) to give 1.67 g of the title conpound as a white

solid. np 79-82 C. 1H NMR (DVBO-d6): 8 3.56 (s, 3H),
Istegmediate 32) | 6. 64-6.69 (m 2H), 7.48 (t, 1H), 7.65

MS ( ESI
(eniorb Quorbphentbee gatlaninithehimbiighong, 1 0L
Rrapared fapcodirgHi? Meg®d 4: gep 3 fieB 2618 oRedhebioracVsBethsxy-N-methyl-
B'elyéarﬂﬁer(ghgt? Ir{uf? gﬂ‘hﬁ%%ﬁ? %54 %m&th%%/%%e)?ylmaeqﬁeflym bromide (20 m,
Qe5 bt ia ﬂ'érPFédO give O sngf the tlﬂepmﬂowdseweqawmte $cdmh

1?”(]%‘3(5) Iﬁrbl 8%% ?ﬂ?%@ ?1eny SI u 312 (& 1H),

7(@(d:rLH) 70715(’(Mh1)n THF) to give 0.95 g of the t|t| e
168 ROEN /2808 (WS, sol i d.

Anal. calcd for C45H,CIFO3: C:61.13 H:4.10 Found: C:61.25 H:4.25.

Intermediate 13

(2,3-difluorophenyl)(2,4-dimethoxyphenyl)methanone

Prepared according to Method A step B from 2,3-difluoro-N-methoxy-N-methyl-
benzamide (3.22g, 16.0 mmol) and 2,4-dimethoxyphenylmagnesium bromide (29 mL,
0.5 M in THF) to give 1.21 g of the title compound as a white solid.

'H NMR (DMSO-de): § 3.60(s, 3H), 3.86 (s, 3H), 6.65-6.68 (m, 2H), 7.27-7.29 (m, 2H),
7.55-7.64 (m, 2H)

MS (APCI) m/z 279 ([M+H]");

Anal. calcd for C4sH,F203: C:64.75 H:4.35 Found: C:64.51 H:4.20.
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1H NMR (DMBO-d6): 8 3.59 (s, 3H), 3.85 (s, 3H), 6.65
(s, 2H), 7.30 (t, 1 H), 7.42 (t, 1 H, 20 7.59 (d, 1

wWoHRQo4/M31A39 (t, 1 H) M5 (APCI) nfz 295 ([ MtH| +) ; PEITEE2003/030252

calcd for C15H12CI FO3: C.61.13 H 4.10 Found: C.61.25
H:4.25. Internediate 13 25

(2, 3-di fluorophenyl) (2, 4-di met hoxyphenyl ) net hanone
IF’tree arﬁi @fcordi ng to Method A step B from

'ﬁ UbF 0- N- et hoxy- N- net hyl - benzam de (3. 22g,

(3&r&nmﬂuompdeaylﬂ4dhmhbhmmm)mdtnami um br orri de

29 0,5 Min,THF) t '
ReBRmu Aeeoating MBI pief iR el ey gy cimethy-
b@hlramide §6.00g;, 3Bt mnﬁ:lﬁéac546ﬁbtl(1mypﬂéll)ylm§gr%§m7n B®ntide (65 mL, 0.5

TP R e 17 o e e St & Ui, 35" Founn.

n 88982CH: 4. 20. -31 WO 2004/ 031159 PCT/ US2003/ 030252

! ' 1
HNERIRHSD B8 i 5 P A0y B D ST AR, 1H), 7.74
(Pr2par ed-7TaeLoen,diH)g to Method A step B from ;
f th N, 3-di met hyl - benzam de
S 7 72 T EMRED) Tand 4. et hoxypheny| magnes am
brom de (65 nL, 0.5 5 Min THF) to give 3.12 g of the

”lgj gund as a white solid. np 88-90 C ' H NWR
'% %1‘?6385(3 3H), 7.09 (d, 1H), 7.31 (t, 1H),

(3-k$6m3-23ﬂuémphéhlyl)(4§maﬂaoxy-(2-mﬁtlﬁyjplﬂar@ﬂ)métlﬁh’ho(msl 1H) M
nl

E A
%‘ g’ﬁr e ot Kihe HENRESBAA3SRt hyl phenyl ) met h
Faapared a&wpln@ ito Method A step A from 2-fluoro-3- bromomethylbenzonc acid (16.0

ggccor rr%l) l\yébcﬁm%%{}’%/%r%)ﬁ%aw nfh}lﬁlrloa“ Orfdd (95 g, ar%%%l) oxalyl

chidride <§6 69 3nlbr7@r70nmd11)y¢rtmb2& oilcofguyriding 16 glve thé title carBpdund (8.0 g)

' i yI am ne hydrochloride (3.4 g,
%gg”a” |‘#egag %Tﬁ‘ltnglnﬁ’?& fde (6.69 m., 76.7 mol) and 25
"HLNMR (WSQ!-IdgléO@ tb/lfga)v&StZGe(st 8H), 64ﬁ5n(ppsllﬂ);i 7(B50t,g)H), 248 (t, 1H),
73&81\/1_& Used as is in the next step. 'H NVR (DMSO d6,

)) 6 3.26 (s, 3H), 3.465 (s, 3H), 7.235 (t,

7.48 (t, 1H),

Step 2 (3-bromo-2-fluorophenyl)(4-methoxy-2-methylphenyl)methanone

Prepared according to Method A step B from 3-bromo-2-fluoro-N-methoxy-N-
methylbenzamide (8 g, 31 mmol) and 2-methyl-4-methoxyphenyl magnesium bromide
((70 ml, 0.5 M in THF) to give 3.58 g of the title compound.

'H NMR (DMSO-de): & 2.49 (s, 3H, obscured by DMSO), 3.82 (s, 3H), 6.83 (dd, H,
J=2.59 Hz and 8.70Hz), 6.95 (s, 1H), 7.28 (t, 1H), 7.32 (d, 1H), 7.46-7.50 (m, 1H), 7.89-
7.92 (M, 1H)

MS (ESI) m/z 323 ([M+H]");

Examples 1-29

Method B: 4-(1-substituted-6-hydroxy -1H-indazol-3-yl)benzene-1,3-diols

A solution of the substituted hydrazine salt (1 to 2 equivalents), sodium acetate (1 to 4
equivalents) and 2,2’,4,4'-tetrahydroxybenzophenone (1 equivalent) in methanol (0.2

molar solution) was stirred at ambient temperature overnight. The reaction mixtures
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7.80 (t, 1 H. 20 Step 2:

( 3- brono- 2-f | uor ophenyl ) (4- net hoxv- 2- net hyl phenyl ) net h
war@ae3Rsepar ed according to Method A step B fPOIUS2003/030252
3- br ono- 2-f | uor o- N- nret hoxy- N net hyl benzam de (8 g, 31
rmol) and 2-met hyl - 4- met hoxyphenyl nagnesi um broni de
((70 mM, 0.5 Min THF) to give 3.58 g of the title

v@e?%%ra%dslﬁ \( NIL\J/CB grgglzi%%sd parﬂtlon%@’glté gt(ﬁgbscgrﬁz%_ The

omaﬁh-pl)aseam%dl(ezi (I\EZSDA) ahd2&r(centrdiet)in vacud2to(give theHhtermediate

7.8
hg%r@zcelﬁvﬁﬂﬂe( eSIdU§% E?a?&ﬁ%%%aﬁ%g%\(%ﬂghtswﬁéicf rg,smw ues were then
pusfidat by Fmedetﬁelhaﬂgmp}f\y-tﬂrou%h silica gel cc|>Iumns 150X12 mm (Biotage) at
i z0l.- 3- vl z -1 3-di A.sol ut
O nOfe Gl Sty hp B0y lfertiotafs 08 DodfahbiarbbstilBa-e-nyarowy -
1$biddarol-deBbeatznéd ,3-diokk. equi val ents) and
2,2',4,4" -tetrahydroxybenzophenone (1 equivalent) in
rret hanol (0.2 nolar solution) was stirred at anbi ent
nmpde &t ure overnight. The reaction mxtures -32 WO

2@%3%0‘?%&%5 PR OB iR B one and o
Prémared ngamiliog mubﬁwoda%frdml %4, m&m@)ﬁrmkienzopb@mlea@ a3 g, 0.5
nHrﬂol:{a‘s:olﬂ%rﬁ Dol Q 'g?tzi@g%g AP rolaglﬁ{/c?régﬁg &%—??e 0.164 g, 1.0

'dues” weré
npreel) thugive A7 e gtdﬁ@rodupms & piold sbljd.HPLC chr omat ogr aphy

1 idj I 0t 3 1 _
HOBRIBR e Ao B Bl TR 3¢ REb vBkish e 17807 ) 3t 2 o=
6@33/H2)46(36—(suh)l§) G4t @id; 6Hh)ﬁ:ﬂ‘4:)(c§d 4H), 6.85 (s, 1H), 7.74 (d, 1H), 7.91 (d,
0188 ok LB sEntadads i oty
kﬂ)‘é(ﬁ%@ﬂéﬂﬂ;%@([MﬁM@ Prepared according to Method B
from2,2',4,4" -tetrahydroxybenzophenone (0.123 g, 0.5

nmol ), sodi um acetate (0.164 g, 2 mml) and
Exaomple Bydr azi ne oxal ate (0.164 g, 1. 0 mml) to give

BBy UarigtEinBars BBl fa-aidf, VT ST oY)

Prepared accaréing Jo-Megh®iB Fiein, 2,8 %ﬁ—tegahmrdﬁyber&onuer(mhd (0123 g, 0.5
oS g e 208 2% o syl b 6.9 . 10
npnol) 100188 0.068 g of pryduches @ APRISplidy z 285 ([ MkH] +) ;

FHMIR! BMEO-ds): 5 0.88 (¢, 3H), 1.25 (m, 2H), 1.77 M, 2H), 4.28 (t, 2H), 6.36 (s, 1H),
6.41 (dd, 1H), 6.73 (dd, 1H), 6.84 (s, 1H) 7.73 (d, 1H), 7.89 (d, 1H), 9.57 (broad s, 1H),
9.823 (broad s, 1H), 10.856 (s, 1H).

MS (APCI) m/z 299 ([M+H]");

Example 3

4-[6-hydroxy-1-(2-hydroxyethyl)-1H-indazol-3-yl]benzene-1,3-diol

Prepared according to Method B from 2,2’,4,4'-tetrahydroxybenzophenone (0.123 g, 0.5
mmol), sodium acetate (0.164 g, 2 mmol) and 2-hydroxyethylhydrazine (0.085 g, 1.0
mmol) to give 0.020 g of product as a white solid.
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4- (1-butyl -6-hydroxy-1Hi ndazol - 3-yl ) benzene- 1, 3-di ol

20 Prepared according to Method B from
WQ@2®4/031189 - t et r ahydr oxybenzophenone (0. 123 g, BCBUS2003/030252

nol ), sodium acetate (0.164 g, 2 mml) and

butyi hydrazi ne oxal ate (0.178 g, 1. O mol ) to give

0. 058 g of product as a pink soI id. "H NV (DVSO db6) :

%.ﬁ)?MﬁdD@LSQ 2 §|;’Dl782?r%,(ﬂli) %:% (my 2, 4@8%?14—%6 3 (é,{)TH) 6.41 (dd,

1@1)86 7(35(dd 1) 68578, {14), 773d, 1#),8891( @, 1H)H.589 (5réad s, 1H) 9.857

9.823 (broad ' 710. 856 (s,
1ﬁAﬁé18;&|ﬁ 1?Fggg ([M+|(—|] Er;)a SExarrpIHZe 3 (s

MS [(ﬂ?dawdfr/zxw UMGBR Yy dr oxyet hyl ) - 1
H i ndazol - 3-yl ] benzene-1, 3-di ol 30 Prepared according

to Method B from2,2',4,4"-tetrahydr oxybenzophenone
BExam@d4g, 0.5 mml) sodi um acetate (0.164 g, 2 mol)

A s izl ippizerts Aol S5\
F&@ﬂeﬁéﬂ&&:d&@m&@&’ MeBH0B frar02 374, 4 He iy de SyBéNPhendne30.483 g, 0.5
rénthiz%%iajm ai]tgée”bé%c}g gﬁar%gli(at c%@%@gggf&%hy%@%gride (0.150
d,d,0 rhnid)),to give D.@4D, g af pripducd a5 8iviitersolidl s, 1 , 9.857

8
R isd gty 48 B2 e [ S RS :%wdaégim 4), 196 (m.
ath| adazml, 183,)6. 3263§’121Hl)1,? 4_11 eddr;igglb GV B i, eeh) 26. 00 (] i1RY, 1.95 (d, 1H),
18t B4HG 9 4o e L PR B PR RS o
M8 ARG Inoh 825 ([MyH]azi ne hydrochl oride (0.150 10 g,
1.0 mol) to give 0.040 g of product as a white solid.

1H NMR (DMVBO-d6): 8 1.25 (m 2H) 149(m 2H), 1.7
Eamde)s, 1.82 (m 4H), 1.96 (m 4.42 (m 1 H),

ieydrppy-t2lp2 ffiogbetvn W%‘faf%f? yhfhagheofr°C,
Rrepdriedl ac@orﬂﬁg (tb MeditbcsB frbhd) 2,274, 4 0#FahydsoxybehzophendndRAI1R3 g, 0.5

%?%3%05(1 0446 )'\(AEEQE?% Eq.g;'zggt r fi‘}fi‘Fﬁlalg ragg (% 2riffporoethylhydrazine (0.083 mL,

0 immoledziol g §.028 b ehpradaetigs3a yhllow sBlidpar ed according to
1?%&@%3(034&3%@" 35236 (, BH) 58 WYAHOXYRGIE ORI BY3C dd, 1H), 6.98 (s,
1H), 7.65 (d, 1H), 7.86 (d, 1H), 9.629 (s, 1H), 9.97 (s, 1H), 10.4073 (s, 1H).

MS (APCI) m/z 323 [M-HJ-.

Example 6

4-[1-(3-chlorophenyl)-6-hydroxy-1H-indazol-3-yl]jbenzene-1,3-diol

Prepared according to Method B from 2,2’,4,4'-tetrahydroxybenzophenone (2.46 g, 10
mmol), sodium acetate (0.82 g, 10 mmol) and 3-chlorophenylhydrazine hydrochloride
(1.97 g, 11 mmol) to give 3.1 g of product as a tan solid Crystallized from
EtOAc/hexane to give 1.4 g of an off-white solid (mp 228-230 °C).

"H NMR (DMSO-ds): 6 6.3995-6.4434 (m, 2H), 6.81 (dd, 1H), 7.15 (s, 1H), 7.43 (dd, 1H),
7.61 (m, 2H), 7.73 (dd, 1H), 7.80 (s, 1H), 7.86 (d, 1H), 9.648 (s, 1H) 10.00 (s, 1H),
10.1418 (s, 1H).
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mol ), sodium acetate (0.164 g, 2 mmol) and
2,2,2-trifluoroethyl hydrazine (0.088 nL, 20 1.0 mmol)

W e00giosya59. 028 g of product as a yell ow sol i d. PCT/HS2NR030252
(DVMBSO-d6): 8 5.36 (g, 2H), 6.39 (2, 1 H), 6.41 (dd, 1
H, 6.79 (dd 1 H), 6 98 (s, 1 H, 7.65 (d, 1 H),
7.86 (d, 1 , 9.629 (s, 1 H, 9.97 (s, 1 H, 10.4073

de ki g 12 o Lo - 35 B

Aﬂal.nwzbforSCMH]sﬁdﬂbﬂaneHg) 3CdH1d5 Pr4parN:d.58c Eourdi: r¢161.84 H:3.57
od Bfrom2,2',4,4"-tetrahydroxybenzophenone (2.46
, 10 nmmol), sodiumacetate (0.82 g, 10 mmol) and
3-chl or ophenyl hydr azi ne hydrochloride (1.97 g, 11

Eg}ﬂ{sdle?o give 3.1 g of product as a tan solid
allized from 30 Et OAc/ hexane to give 1.4 g of an

4ef1 f(4viivomophehylH6 thydlr@s1 A+ WE@))I -3y beiNEedAB@idb) : 6
F‘; %33(? ggcoﬁﬁébt& 'Khe;ﬁcE%B ﬁ%rﬁ% t%tgaﬁ'}/%oxyqerrbzgph,er@ae 1246 g, 10
mrApl), soden (adetatigH0. 8@9648 niepl) B, 4-bon@phésylhydrdzine hydrochloride

(%/%5 %O( ﬁwmo]r)"%% § \%[4 I\%\fﬂgf_ 94%%]&50 X ggérlauss?og)g 3/ %grys%aqued from

E(@QF@S@HQZQE'VG T+ oof en eif-vBitetdold (08p RUG®B5 Found:

ﬁ_rﬂs@[\@ 9(57 er|>1'!2|( 7§HI)f drogcﬂﬁpﬁﬁ) 086 (s, 1H), 7.61 (d, 1H), 7.70 (m,
2H)i hidafol 213), 718]7tubﬁk|¢|fe641(334b1) dIO P54 is1 Yl 182061 ¢$,MdH)t o

ﬂs@ ™. 4,4 -tetra hyd roxybenzop he none
l\?%t 6 éﬁ/}lg%ﬁ} ) sodi um acetate (0.82 g, 10 mol)
Al azled deroBhEmpr Ny al.BA eC.hly@y: 0CHI @RI 8. 76 R:@259 Foudd C:56.71
HE8hHN:6940i ve 2.1 g of product as a tan solid.
Crysta Ilzed from 10 Et OAc/ hexane to give 1.3 g of an
off-white solid (np 246C). 1H NVMR (DMSO-d6): 8 6.42

p:;é—l); 682 (dd 1 H, 7.086 (s, 1 H, 7.61 (d, 1

7.70 (m 2H), 7.77 (m 2H), 7.87 d, 1 H), 9.64

-(25- dighloroplgayed)-§-bydropdy-1Hrihdanel13- YBben]zeH)e 1,3vBicl APCl )

f

F”éifé%%%c%ﬁ“fé VP8 B 58 P B be PRotetond 04 o, 16
npng)), angnBa@ateEQgﬁIg & @mol) and 2,5~ d|chlorophenylhydrazme hydrochloride

)
(b Hyb S 7 5RE BORT RSP rieL X BB¥ie% soli qpe 3o 40
1IN@HMBC{DBIS‘O—dg)1 3 A2 tn, LH) ema(bydiﬁpw&)le(dw PHE OGN, Q}-F} 7.80 (d,
19!’), 71.8§(s, 1H), 7.92 (d, 1H), 7.87 d, 1H), 9.65 (s, 1H), 9.967 (s,1H), 10.245 (s, 1H)..
MS (ESI) m/z 387 ([M+H]");
Anal. calcd for C1gH1,CIoN2O3: C:58.94 H:3.12 N:7.23 Found: C:58.62 H:3.92 N:6.42.

Example 9 |

4-[1-(2,5-difluorophenyl)-6-hydroxy-1H-indazol-3-yl]Jbenzene-1,3-diol

Prepared according to Method B from 2,2',4,4'-tetrahydroxybenzophenone (0.4 g, 1.6
mmol), sodium acetate (0.27 g, 3 mmol) and 2,5-difluorophenylhydrazine hydrochloride
(0.45 g, 3 mmol) to give 0.107 g of product as an off-white colored solid.

mp 88-91°C;
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20 mmol ), sodium acetate (0.27 g, 3 nmmol) and
2, 5-di chl or ophenyl hydrazi ne hydrochloride (0.45 g,
wQ2@408059) to give 0.127 g of product as a bei PET/E810081030252
(mp 78-80C). 1H NWMR (DMSO-d6): 8 6.42 (m 2H), 6.53
(s, 1H, 6.81 (dd, 1 H), 7.66(m 2H), 7.80 (d, 1 H,
85(s 1I—I) 7.92 (d, 1 H, 7.87d, 1 H, 9.65 (s, 1
967 (s

1 H), 10.245 éé;’ 1H.. I\/ISS#ESI) m z 387
'R NMR-IIDMSOEdj3 AnG2 (Balt) 668 (ci1ohi1981 ik, GAtdmgaH), 7.63 m,
3#; %8172(3'\'111) §?6569l€£‘d1H)C9§§6 1H)3|o9*248@ 6,79, Exanple 9
di {1 uorophenyl’) - 6- hydr oxy- 1

M& /#1358 "_]"lﬂénzene 1, 3-di oI Prepared according to
Alelt Béﬂéd Br tqng%Ngbg €64 41 BITLNNH DXFARIZ CHBAOAES. 40N6.99.

, sodium acetate (0.27 g, 3 nmmol) and
2 5- dlfluorophenylhydra2|ne hydrochloride (0.45 g, 3

ExARple 1@ gi ve 0. 107 g of product as an off-white
col ored solid. 88-91 C, -35 WD 2004/031159
4t ommo - wetiishenyl) %nwreeswéd gipzols-gllbenzepp-1s3liol

ﬁeﬁé?ec( %g(‘?&dlh@ tiw&%og Cﬂé 51‘60111 )2 414 ﬂr%gﬁroﬂeydéﬂzo%e@nanm(o 54, 2

m_[(plh @gl% acqta;q) % % ésrrynqi)/ gn% §§2r@|[nwrp_ﬁnyjhg/§ ﬁ;g!e'_l)\ydrochlorlde

(€345 6, 2 HmrkdP ﬂdl% 839 FEphtiudtladtirdoftivhie goll Found:
C: 63.46 H 3.34 N:6.99. 5 Exarrple 10

"lp?a_[ t@ br ono- 2- met hyl phenyl ) - 6- hydr oxy-1

Wﬂl\md m&o?’dsylémw @%Hl)% 2:’“?““*‘ 2H?ree4bpa(£dmcszeﬁ ddd)aH).07.46 (d,

15*) 7265%@ e 2o 10, 99 1% BV B e e, 10357 (5. 1)
pgwny([m;lﬂrpgl ne hydr ochl ori de 10f(0 440 g, 2.4

fwal g@c@%&ﬁm& bl B B Gl 1 N

(m 2H), 6.49 (s, H, 6.85 (dd, 1 H), 7.46 (d,

(dd, 1 7 69 (dd, 2 7. 94 d, 1 9.11
Eg)émpiif 9.63 (gl? 1 H, (10.357H)(s; 1 H).( I\/Bl(_DESI)

4%*321183;@1&)( -1 - ethoxyidtheAR 1 H-indbel-3-pifberze hid- A [3- mws
%ﬁfﬁéécl%_l)_[‘%ﬂg ?%wﬁgm%ég n}(j% %ﬁﬁ%%ﬁﬁlaé(ﬁg%r)lzo Sichs '(0.123 g, 0.5

nhﬂnblmdaebaluns ybe}tbt@nZ(emu R- di.B rrmncapaamd aceathalyphenythydrazine
tetr henon

vt (G0 < ) o SHALHT aBLHAELACE TR e o

AR (BMSCLdeS I3BaspREeBH), hgdr @z iorg , 6.93 (s, 1H), 7.14 (d, 2H), 7.61 (d,

2H), 7.93 (m, 2H), 9.61 (broad s, 1H), 9.934 (broad s, 1H), 10. 460 (s, 1H).

MS (APCI) m/z 349 ([M+H]");

Example 12

4-[6-hydroxy-1-(2-methoxyphenyl)-1H-indazol-3-yl]benzene-1,3-diol

Prepared according to Method B from 2,2’ 4,4'-tetrahydroxybenzophenone (0.123 g, 0.5
mmol), sodium acetate (0.041 g, 0.5 mmol) and 2-methoxyphenylhydrazine
hydrochloride (0.087 g, 0.5 mmol) to give 0.010 g of product as a tan solid.

'H NMR (DMSO-dg): & 3.871 (s, 3H), 6.42 (m, 2H), 6.77 (dd, 1H), 6.799 (m, 1H), 6.93
(s, 1H), 7.14 (t, 1H), 7.32 (dd, 1H), 7.49 (m, 2H), 7.75 (d, 1H), 7.95 (d, 1H), 8.62 (s, 1H),
0.824 (s, 1H), 10. 63 (s, 1H).

MS (APCI) m/z 349 (IM+H]");
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hydrochl oride (0.087 g, 0.5 mmol) to give 0.013 g of

product as a tan solid "H NVR (DMSO-d6): 8 3.835 (s,
wW@RHo4/0811489 (m 2H) , 6.93 (s, 1H), 7.14 (d, 2H)pPCTUSH03/030252

(d, 2H), 7.93 (m 2H), 9.61 (broad s, 1 H), 9.934

(broad s, 1 H), 10. 460 (s, 1 H. M5 (APCl) mlz 349

([ MtH] +); 25 Exanple 12

4-[ 6- hydr oxy- 1- ( 2- met hoxyphenyl ) -1

H i ndazol - 3-yl ] benzene- 1, 3-di ol Prepared according to

Bvaniple 18 from 2, 2", 4, 4" -t etrahydr oxybenzophenone

sy B SAAT siibon

RrBp&r8d agcor@ing tarvigthodt B frgiva 24, & 16trghyatoxpbatiepherahed0.123 g, 0.5

r%r%;lgl),g glﬁéigm 6%c;-;!}_lat%| 2@ 6%00%)%80 ?%%7%-t@prc%n%gogpﬁényihydrazine

hylgirochilofide (@.1141g,H).5 nim@Pio(gile, 0.0454 of Frodact(ama @H)solid.. 75

it Biscleds bk i tho. Relobtey’ 3l oy Rk By . 700 .
3y, 9’.605:8503[’:!),589983@]'/1 H)SZ?P[BQG%Q,ZIEB-% E;(aLrpI eI ]131
a-{ - -1l 4-6trifluoronethox en -
M-Sl{(f%g%)o'{?})z?bglj(y\&éﬂg)ege 1, 3-di ol P)r/egar e)é according to
Met hod B from 2,2',4,4"-tetrahydroxybenzophenone
Q. 1B%g 1%d 0.5 5 mmol), sodiumacetate (0.041 g, 0.5
a

4-trifl uoromet hoxyphenyl hydrazi ne
AHjidi3amrohmphedayl)-&-Hydfogy-1A-ibdazak3)yllbengenve1 3-didb g of

95 el Shafid o 2N EPRE A befeBsgs . 05

rmmpl), Sidjym aced® (ON411g, 195 mMnd@Barids 3-biorkdphebPhi@asing dydrbchloride

izl T e Ml pyaafae) oy 24

"bENERNEMSG-dgi 616.4% @Epardds8dqod,diH)g7Ho (MetHod.58 (Frr, Y, 7.76 (m,

2. .4..4' ~te I nz eno . .0
ol 70 DR e B O AT GBS ! Tt e 1
N3S lGABGY) pine 69T ({eHA2i ne hydrochloride 15 (0.112 g, 0.5
mol) to give 0.016 g of product as a tan solid. 'H
Fil Od6): 6 6.42 (m 2H), 6.81 (dd, 1 H, 7.11
% , 7.56 (m 3H, 7.76 (m 1H, 7.85 (d, 1 H,
4[BR2,4-dihytirddypheny@p-6¢leydrdxy=f] H-ildazbB1{yd]betzdhifrila 0. 82

lﬁr%par%d @cbor%g(t@%tl)locpé %ro?ngz,2(,5,,Mt@rgﬂy}droxybenzophenone (0.123 g, 0.5

mmol), sodium acetate (0.041 g, 0.5 mmol) and 4-cyanophenylhydrazine hydrochloride

(0.085 g, 0.5 mmol) to give 0.012 g of product as a yellow solid
MS (APCI) m/z 343 (M".).

Example 16

4-[1-(2-chlorophenyl)-6-hydroxy-1H-indazol-3-yl]benzene-1,3-diol

A mixture of 2,2’ 4,4 -tetrahydroxybenzophenone (0.246 g, 1.0 mmol), ammonium
chloride (0.16 g, 3 mmol) and 2-chlorophenyl hydrazine hydrochloride (0.535 g, 3 mmol)
in 10 mL H,O was heated at reflux for 4 hours. The reaction mixture was cooled and the
solids formed were filtered washed with H,O and dried to give 0.296 mg of the

intermediate hydrazone. The hydrazone was heated to 200 °C under argon for 2 hours.
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20 Exanple 15 4-[3-(2, 4-di hydroxyphenyl ) -6-hydroxy-1
H i ndazol - 1-yl ] benzonitrile Prepared according to

woRhos 1D from 2, 2' , 4, 4' -t et r ahydr oxybenzophenpeiEUS2003/030252

(0.123 g, 0.5 mol), sodiumacetate (0.041 g, 0.5
nnDI) and 4- cyanophenylhydrazine hydrochl ori de (0.085
0.5 mmol) to give 0.012 of product as a yell ow

131% ,J?Q 8§§ X\J%? &&Aﬁ%hyp ﬂ%‘ébgﬁ{ﬁﬂ‘%wpfy (EX xang EetO%\c 2:1) to give 0.055 g
dﬂprqddaizaﬂ'afan)do]lbenzene 1,3-diol Am >6t uae of

B ol A B RS BRI TS P 5 Bl o 20, 700770
(Do T, ST Y L0925,
%ﬁg&@{}%%ﬁs mpi emvas ggoleed and the solids for méd

were filtered washed wi tE I;ZO and d[rlhgdh;grgiz\éﬁeo\é?
r__ﬁgg{opé%lt‘? i nt ernedi ate hydrazone.

o 200 C under argon for 2 hours. -37 WO
42(C10sthyiE6- hﬁ&WHME&%@@DB&&eﬁM@-ﬂ&ﬂ i due was

YA P SRS P B i b
(0. DBBQ, @3) mnﬁalgaﬁkﬂe’(hmg%/&r?)m?wg @xaBite %} 3(1g}7-|2 86rﬁmg>9 (1rdQ,mL1 H,O was
rga%egg(t?%ﬁn\/ rnl%l‘t 9%ge _gol'eti reqc ig)nrimgé@ pas pqr{ip_ca’nedglvh?{’BEtOAc and
1 NFNII:I) Thezordadic Q:in‘- lv\ﬂals)dned EXasq0.p add cén&ehtrat&ihﬁ'vacuo to glve the

Z0

C&l’dezgrfduéy -Ilhet &Sll y‘?ﬁ’%%}%’gﬁiz@’pﬁgﬂgn‘é‘r?'ﬁagfg?pay L@'”Q "a Silica gel
aotunin) 1503d@i rom (Bcodaﬁ@t) at 1Q&Lﬂﬁmlﬁm2©%thm%mlehﬁe£/aﬁfbne (1:3, viv) to
%Wb%ggto ?éﬂoﬁﬁ Ct?é% ozleWﬁ'geg?@'dgThe cool ed reaction
mwar(émma{sm%@qnam)wem (cEtZBB¢6mC(s m)[\Ielzi@(dng) 6.74 (dd,
FRE0R i "BVEATE ARl TERaE e BT SRS R ess s,

MBI (ARPCIR d/bg7 HPMEHE ITr omat ogr aphy using a silica gel
columm 150X12 mm (Biotage) at 10 nL/mn with

net hyl -t -butyl ether/hexane (1:3, v/v) to 15 give
Exa@ftBe g8 of product as an off-white soli d "H NWR

4B by oSt i, 0,97,

A7 midduredof 212' w4-tatraw1/d(axybénzd)>her&m56(o(1szs dl 05 n¥m8% do8liund acetate
(@gﬁé}?g%i@réoﬁy arkd Bbnzy i &rE ity d&uciad GLY* IS mAd) in 2 mL
H.O was heated at 90°C overnight. The cooled reaction mixture was patitioned with
EtOAc and 1 N HCI. The organic layer was dried (Na;SO,4) and concentrated in vacuo
to give the crude product. The residue was purified by HPLC chromatography using a
silica gel column 150X12 mm (Biotage) at 10 mL/min with methyl-t-butyl ether/hexane
(1:3, v/v) to give 0.062 g of product as an amber solid.

'H NMR (DMSO-dg): § 5.54 (s, 2H), 6.36 (s, 1H), 6.41 (dd, 1H), 6.74 (dd, 1H), 6.88 (s,
1H), 7.21-7.33 (m, 5H), 7.73 (d, 1H), 7.91 (d, 1H), 9.58 (s, 1H), 9.856 (s, 1H), 10.760 (s,
1H).

MS (APCI) m/z 333 ([M+H]");
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4- (1
- benzyl - 6- hydr oxy- 1H i ndazol - 3-yl ) benzene- 1, 3-diol A

worRoo0sasof 2, 2' |, 4, 4" -t et rahydr oxybenzophenoneP(OUSR83/030252

g, 0.5 nmmol), sodiumacetate (0.164 g, 2.0 mmol) and

benzyl hydr azi ne di hydrochloride (0.39 g, 2.0 mmol) in

2 m. H20 was heated at 90C overni ght. The cool ed

eactiﬁg m xture was patitioned with 25 EtOAc and 1 N
organi c |layer was dried (Na2SO»4) and

mpqwbxﬁu 43|—hlyﬂrc¥6@buﬁ%ylﬁﬁllgﬁié&&r?l-h%d%ﬂﬂ@\dﬂ at:huet The
resid riri.e cnro ap
A TS oo 2 B b S b P h B e O iy Gpdium acetate
(341611: dgvep) hyhmﬁol}éuhwBhymﬁkyﬂéﬁzmlﬁydlrézéne? d;_?yﬁlh'\%hbﬁd@l(@@ﬂ g, 1.0
r oduct an er sqlid._' . .
@R}gd”%)m 2@ ey Qeé‘%edzﬂ) 980% emight. 1The) codledireactipn mixture was
dsdiltlor@g7\gdglﬂ OEEOAL Hhd 1B6N88Id|.S, Thébrdariid |ay75~r2v1as7 daad ((N8,S0,) and

cgn Eeg mlva]_q)uo tg(glvpe@e(gruge pr qqﬁd)ct I\/%h? A@éﬁtje Wes pggf@ed by HPLC
dh['dWrzlrtﬂ)gT)aphy 318an 2ilicd/deB b&&%nP@dXEZﬁ%/ B@Bﬁé@? at 10 mL/min with
X xybenz
e P s el A g YR e o
2, NVIR4DIMST- eg)rabmdr(@wt;?%awp@am,rmg @1@381)),@.555(3,51H), .
. 2.0_mm]) an

o BBy BT B4 . k0 i A9 S 7oA e 17D 7 824011, 938 5
1H)09.588 l(amH) 9. 8622(smLH}—Ia@7®aS(S hept ed at 905 oyﬂ]niE?gtA.

ed.r m xture was patitioned w c
@%ZA[%BI?)\I”Y—/%PA'ga%H'@S’ganl c layer vvgs dried (Na2SO4) and
concentrated in vacuo to give the crude product. The
%?esﬂg%gwas purified by HPLC chronmat ography using a

col um 150X12 mm (Biotage) at 10 nL/mn
40.{& Iliydrﬁnyhxu-rhethytpﬂenyl)hemlhheicﬂmyllﬂelﬁendh@dm gi ve

042 (g]%‘)c c%rg\,_-’ogozgﬁe(@qd }_Bfel l? é‘# % -tegﬁhwqfoxyglerhz?NRb%ibonel(O 400 g,
1-50 nin@} spsdiumil atdtate. (0666, (313 mmbl) ,an6.44dheltyibhedyli)drazine hydro-
c?ﬂq_@ (@3%@9}(—%5 ml‘rfoliﬁo(éliée éé)g% @s fpi4qq§:pa§a g@% se@d 9rr:2[p F§q-162°0.
11EDNKM?1 (DmgOlddﬁ) 5 BO ((8PGH), 61e-63+0 (6] MHD-,? 680 (d#p1H, J=1.95 and
R 078 0o bbb T 20 o b ot Hh £ i) @92 . H
9ve5 (xod), Boﬂsqm 2',4,4' -tetrahydroxybenzophenone

IS C0 T 35 BB ey T hycr avt ne. hydr - ohl off de.

Aral. 3&{cdgfor Zo.8H aaids) - @.60 dH.@e QO7M3AB Hb.02 No8.adktundsCa0.03 H:5.28

17%5 soI|d mp 160- 162C. 20 1H NMR (DMBO-d6): 8 2.39
'ﬁ) 6.40-6.43 (m 2H), 6.80 (dd, 1H, J=1.95 and

Example 21

4-[1-(3-fluorophenyl)-6-hydroxy-1H-indazol-3-yl]lbenzene-1,3-diol

Prepared according to Method B from 2,2’.4,4'-tetrahydroxybenzophenone (0.400 g,
1.60 mmol), sodium acetate (0.267 g, 3.3 mmol) and 3-fluorophenylhydrazine
hydrochloride (0.400 g, 2.5 mmol) to give 0.017 g of product as a pink solid.
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8.79Hz), 7.02 (s, H), 7.39 (d, 2H), 7.59 (d, 2H), 7.69
(d, 1 H, 7.91 (d, H, 9.63 (s, H, 9.95 (s,H, 10.43
WO 2004030 (APCI) nfz 333 ([ MtH] +); Anal . cal cdp€DUS2003/030252
C20H16N203 ' 0.50 H2O C. 70.37 H 5.02 N 8.21 Found:

C.70.03 H:5.28 25 N 7.69. Exanple 21
4-11-( 3- fluorophenyl) 6- hydroxy 1
JHindazol - i ol Prepared accordin

*N/é‘t’MBo(Déﬂsz Sp)r ﬁ 6240 @ 4 (“E‘ 8%’? dh§@ ey benidptreAthé- TRk, 7.4 s

1%@ 74@@ 7934 011, @%mb)(m )i wIBeaEet &Y,00.68-(267HY.10903(s, 1H),
fluorophenylhydra2|ne hydrochlorlde
1@674 ﬁ'& 2.5 mol) to give 0.017 g of product as a
nip Akoseti d. -39 V\D 2004/ 031159 PCT/ US2003/ 030252 'H

40-6.44 (m2H), 6.82 (dd, 1H,
W@vﬁ%g@&wﬁ 7.14 (s,(mll_bl—b, 7. 19S7. 24 (m 1
Arfhl. cztcaeoﬂc@Bi F™,04H).50H 86 C:66.04 HA.00 N:8%1 Found: ¢166.39 H:3.72
@980 (s, 1 H, 10.17 (s, 1H np > 200 C 5 M5 (APC! )

337 ([MH—I] +); Anal. calcd for CI9HI3FN2G3 ' 0.50
H20: C:.66.08 H:4.09 N:8.11 Found: C.66.39 H 3.72

- 8. 06, Exanpl e 22 10
éﬁl@ q‘f 325 yor ophenyl ) - 6- hydr oxy- 1

4l=t1it-(ﬁcfnwgb?ﬁenyl)}Mya?xg-1H-ﬁwddhaL3 -Me@aead-1g3-dividi ng to
(0] r , r non
RrepaIgH Acordnie flebioH BLbiT At s et A e eghReoge (0.400 g,
18m1 mmand sddfum oaicméfte nyo bytr gz iBree mimwdr endill pflud@phenylhydrazine
AR 3, Tt S G TRl B B
6o 4206°@3 (m 2H), 6.63- 6 64 (m 1H). 6.81 (dd, 1
5 41-7. 44
%}_@M@Dg&dofdésg%ﬁ?q%( ;ZQ, @ég‘{s%@@%g@?(@q (Jm1 95 and
817Aggl)z.)) 2.494. 44§(madlr\+/ﬁ 7. 531471)57 oala 249), l(?bae;?ass(gwlg Flm’ g$8d3 1' H), 9.65
). . ,Ca or

(3105 LaiTh 5 B 6rd S b 1o A Bl RS . N 6 oe Founa:
m(mcawnvzsw gVBBIN 7. 87 Exanpl e 23

2 S NAE QXY -4 BT A%bPEENY L bib i 98 %Y s3id SPRIEEE Found:
A@ %a 5

CG771H383N787

Example 23

4-[6-hydroxy-1-(3-methylphenyl)-1H-indazol-3-yl]benzene-1,3-diol

Prepared according to Method B from 2,2’,4,4-tetrahydroxybenzophenone (0.400 g,
1.60 mmol), sodium acetate (0.267 g, 3.3 mmol) and 3-methylphenylhydrazine
hydrochloride (0.390 g, 2.5 mmol) to give 0.178 g of product as a tan solid.

mp > 200°C;

'H NMR (DMSO-dg): & 2.42 (s, 3H), 6.41-6.43 (m, 2H), 6.80 (dd,1 H, J=1.95 and
8.79Hz), 7.07 (s, 1H), 7.47-7.67 (m, 3H), 7.68 (d, 1H), 9.64 (broad s, 1H), 9.96 (broad s,
1H), 10.40 (broad s, 1H)

Anal. calcd for CyHiN2O3 © 0.70 H,O: C:69.64 H:5.08 N:8.12 Found: C:69.90 H:4.40
N:8.02.
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Prepared according to Method B from
2,2',4,4" -tetrahydroxybenzophenone (0.400 g, 25 1.60

wWOonwkp31180di um acetate (0.267 g, 3.3 mmol ) andPCT/US2003/030252

3- et hyl phenyl hydrazi ne hydrochloride (0.390 g, 2.5
mmol) to give 0.178 g of product as a tan solid. np >
200C;, 1H NVR (DMBO-d6): 6 2.42 (s, 3H), 6.41-6.43 (m

.80 (dd,1 H, J=1.95 and 8.79Hz), 7.07 (s, 1 H),
%’.@F‘?Pg%ﬁ %m 3H), 7.68 (d?nl H, o. 6)4 (broad(:, 1 I|:|)|)

49[1Q(edc(li%@dimad-ﬂBorop’lﬁnizl)-lﬂ}hydkﬁxy‘l-@H(lbdMSWI]bbn%&ng)dg\m,aLdloll
al c
FERRATE RoRET S0t e BNTAT G2 4 4o g va b eispRagions (0.400 g,

1FKDThidﬁﬂp@Bd|OS\OéEﬁatleEﬁaﬁ'plge 3234mmol) and 3-chloro-4-fluorophenylhydrazine

4-1 1:( 3- - ¢

Wptohibdas 000 2o bRABERA 025 LRI & animitp sole

iz tiéaenBatf 188heC 2, 2' |, 4, 4 tetrahydr oxybenzophenone

1(,Q. N 67

LB of02R0 st ds o HLEERTFS 3P4 Brd et 30 o4 . 2,

7hX/4iV(76MnQr1lﬂ)e 7(894 388 (g, 12!) |57gmﬂ97 gm aHy,e9. 64(112?(?@ 9f1H), 10.10

t .

e e i R i N iy

MS%P@Bm/EBH) (IMFHF9-7.64 (m 2H), 7.74-7.78 (m 1H),

4- 7 A d
Aﬂicaﬁﬁg F(*BEFED&’&% 8%51}58 906818_[11ng 7 4ép£%% §9l\7gH259
N:ARSI) mz 371 ([ MrH] +); Anal . cal cd for Cl19H12CI FN2C3
' 0.25 HRO C 60.81 H 3.36 N 7.46 Found: C.59.72

H2.59 N 7.25. Exan”pl e 25 15
Exan@plaRlr oxy- 1- (3- ni trophenyl ) -1

{1 RRAER TR OB riiatbR e ThERRIEH 3REd "
Rrépare0 apcordings® Mettiod, Bsoolh Lty et ttatrahydenx@banagphéndde (0.400 g,

G&) ;}r\g‘?o@ﬂo%cm%ré r %?%\g{%l ??gr?a@ ng 3 I?Xd'q Cer]é) r é q]ﬁm%ﬂer%drazme

as a
hydrachlosidé (W46, 2:5 B@Eﬁ@) tom/elc»ﬂM@o( DNBGBtcE@)a YESIOW othre solid.
rﬁf‘}'gz% J=2.44 and 8.30Hz), 6.44 (s, 1H), 6.84 (dd,1
it and 9.03Hz), 7.20 (s, 1H), 7.56 (d, 1H),
"A. BBIR7(IBISOrds): DHH.41 ad¢81md4 2144 and 830HgY,6.44 (sH)1H)86EB@ (dd,1 H,

%8 ol Floaey 20 1 30, Rop Jacl. 18500 By Ry d ey, e24
1H), 8.50 (s, 1H), 9.65 (broad s, 1H), 10.02 (broad s, 1H), 10.98 (broad s, 1H)

MS (APCI) m/z 364 ((M+H]");

Anal. caled for CigHsN3Os * 1.25 H,0: C:59.14 H:4.05 N:10.89 Found: C:58.94 H:3.66
N:10.79.

Example 26
4-{6-hydroxy-1-[3-(trifluoromethyl)phenyl]-1H-indazol-3-yl}benzene-1,3-diol
Prepared according to Method B from 2,2’,4,4'-tetrahydroxybenzophenone (0.400 g,
1.60 mmol), sodium acetate (0.267 g, 3.3 mmol) and 3-trifluoromethylphenylhydrazine
hydrochloride (0.430 g, 2.5 mmol) to give 0.209 g of product as a tan solid.

mp 201-203°C;
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Anal . calcd for CI9HI3N3G5 ' 1.25 H2O C:.59.14 H 4.05

N: 10. 89 Found: C.58.94 H 3.66 25 N:10.79. Exanple 26
wd24o8/0Bmar oxy-1-[ 3- (trifl uoronet hyl) phenyl ] - 1HCTU82008/030252

3-yl } benzene-1, 3-diol Prepared according to Method B

from2,2',4, 4" -tetrahydroxybenzophenone (0.400 g, 30

1.60 mol ), sodium acetate (0.267 g, 3.3 mmpl ) and

B R R o “y'g«f’c%ﬂé'%éhgzéﬁzemdﬂﬁ‘éiﬁ"gz?r‘ 1579 718 s, 11,
558 i@ 18P 72BLM OB 7@&7‘6@@00244 081B5@, 2) 8.07-8.09 (m, 1H), 9.65
ECT’ US%%% @202’%81@“& And 8.70) ? 13 (o o1'1).
Mswz(:t),rn/i3&l7§[M7rH73 (m 1 H, 7.81-7.86 (m 2H)1, 8. 03

AR s 1c0n B o 2 f QRS BB o BB Fq B 71 Hia.08

M68%al . calcd for C20HLI3F3N203 ' 1.25 H2O C:.58.76
H:3.82 N 6.85 Found: C:58.71 H:3.03 N:6.89. Exanple
27 4-[6-hydroxy-1-(4-isopropyl phenyl)-1

Ekanmgsla2@!| - 3-yl | benzene-1, 3-di ol 10 Prepared according

B-haeRv 4 e eRu el R aR ey BPegeng I e "

miﬂégm"?“gw topBefwmh%drzgz{it@&a?ymy@rygéﬂi&tdphéme (0.400 g,
, 40 MO e (0] uc

180, 18800, B Foctis 0 86 i, ks sl S8Chrogrgnyinydrazine

§idyochRri& {R482g (215 nrhdl) tobgiviel6.64 43 of prod2itd as HtabGsofidd,

1.95 and 9.03Hz), 7.03 (s, 1H), 7.45 (d,
’%H)m%é%%f(d 2. 7,67 (21 1H) (792(H2:| 1H) S 64

"HONBIRIDMSA-db)) 5 1RE0@, GHY, Ba@5-3.02 Imbd) H), B4 46,46k arl), .80 (dd, 1H,

By Apudssoheh s ot ERG R R ER ke k. 702 . )
9B tor8ad & 81)69.93 rébraaéﬁeﬁlli)gaﬁgw)ed ﬁ?nH)l -1

'ﬁé{( *8@2?&?%1 hf’[ﬁﬂ@ﬁé% 3-di ol d Pfepa)r/ed according to

A, h«:nichfo‘rr%zBNgD& 40.80 H,6t ICaly 83 biy.08 N0 pBeFong: C:72.83 H:5.61

I‘(lg 00 g, 1.60 mmol), sodium acetate (0.267 g, 3.3
m and (4-net hanesul fonyl ) phenyl

Example 28
4-{6-hydroxy-1-[4-(methylsulfonyl)phenyl]-1H-indazol-3-yl}benzene-1,3-diol
Prepared according to Method B from 2,2',4,4’-tetrahydroxybenzophenone (0.400 g,
1.60 mmol), sodium acetate (0.267 g, 3.3 mmol) and (4-methanesulfonyl)phenyl-
hydrazine hydrochloride (0.454 g, 2.5 mmol) to give 0.378 g of product as a tan solid.
mp 94-96°C;

"H NMR (DMSO-de): & 3.28 (s, 3H), 6.41 (dd, 1H, 2.44 and 8.54Hz), 6.45 (s, 1H), 6.63
(d, 1H), 6.85 (dd, 1H, J=1.95 and 8.78Hz), 7.24 (s, H), 7.48 (dd, , 1H, J=1.95 and
6.83Hz), 7.58 (d, 1H), 7.84 (d, 1H), 8.03 (dd, 1H, J=2.20 and 4.15Hz), 8.12 (d, 1H), 9.67
(broad s, 1H), 10.09 (broad s, 2H)

MS (APCI)y m/z 397 ((M+H]");

Anal. calcd for CyoH1gN2O5S * 1.50 H,0: C:56.73 H:4.52 N:6.62 Found: C:56.75 H:4.00
N:6.73.
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25 hydrazine hydrochloride (0.454 g, 2.5 mmol) to give
0.378 g of product as a tan solid. np 94-96C, 1H NWR

WO DMBOBUS) : 6 3.28 (s, 3H), 6.41 (dd, 1 H, 2.4ECHIS2003/030252

8.54Hz), 6.45 (s, 1 H, 6.63 (d, 1H), 6.85 (dd, 1H
J=1.95 and 8.78Hz), 7.24 (s, H, 7.48 (dd, , 1H
J=1.95 and 6.83Hz), 7.58 (d, 1 H, 7.84 (d, 1 H,
8.03 (dd, 1 H, J=2.20 and 4.15Hz), 8.12 (d, 1 H), 9.67
30 (broad s, 1 H), 10.09 (broad s, 2H) M (APCI) n z
E&thlé%l—ﬂ +); Anal. calcd for C20HL6N205S ' 1.50 H2O

N: 6. 6 75 H 4 00 N 6.73.
T A e [ o A
Me;ﬁeﬁe@)éd:b@ﬂdmg_l’tol( Mgthddr Bpenya, 2414 ltbﬂrﬂﬂ@ic/g&b&rz}bbh?none (0.400 g,
zene- i 0 r.epar ccording t t ho om ,
U 00 - SR gt aley HOR2BpRonbric WOSAOBY, ~nirophgiihydrazine
Hylm:lchlorldi@dl 488 @ x5 atneol)(10.gA&70. 901 & oBprantt)asangink solid.
4-Qi2 bgtghenyl hydrazi ne hydrochloride (0.463 g, 2.5
& give 0.101 g of product as a pink solid. np >
120@1@3 mMsM { DOBO{AOH), 8.46 (4HH)06.81 (dd, 1HEJAH7( and 8.79Hz), 7.29

g@ (%@ dﬁ;l) ]77@.8@ @é 78}04€Edd 2@00@%@ 2}%28 6§((§r’fa%(§H)lH) 10.01

(Bﬂd)ad s91188 10buqerbad,s, 1HH), 10.01 10 (broad s, 1
APCl) nmlz 364 M+-H] + Anal

RiAdeh B2 B TURBOS " THo O 56, 84 k3 06 Klul)l 02
Aral nchlcdCf&0 C3B 1485 46H, Q. CRO8HBL HIBOEXErHI0RSFAWhd33C:60.33 H:3.46
M?é ggd C 4-(1,7-disubstituted-1
] azol -3-yl )phenols Step A: A sol ution of
(2-fluoro-3-substituted-phenyl) (4-methoxy-2-substitute

I%xaz:?elnghé% nmet hanone (1 equivalent), 1-substituted
iy 81 eq.) and DVAP (1 eq.) in pyridine was
Melabdd: a-(1]104disubstituted-1 Hiihdazod-Skylypheablson m xt ure was

S30CA BBl S B8 A Bl RSBttt
methahdrend eqmam@mmsstmmw fny@dzby (f qus)hand DMAP (1 eq.) in pyridine
e R AL P 7he GBak PedoBa e et patiieeed i FipAs and
BRAHE!. iThe &rh@Git Phaswvas MasigedewitieBinecant WaddeN6SOF). The resulting
SR e R RS RNE o Do on, L brom de
steppBr At wsletionl be 3r@anéthoxyphasyl)-7-substituted-1-substituted-1H-indazole in
CH,CI, containing excess equivalents of cyclohexene at —78°C was treated with boron
tribromide (4 eq.) and slowly allowed to warm to ambient temperature. The reaction was
quenched by dropwise edition of CH;OH to the cooled reaction. The'solvent was
removed in vacuo and the residue partitioned with EtOAc and 1 N HCI. The organic
phase was washed with brine and dried (Na,SO,). Removal of the solvent afforded the
crude product which was isolated in pure form either by crystallization or by flash
chromatography through water deactivated silica gel.
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25 quenched by dropw se edition of CH3OH to the cool ed
reaction. The solvent was renoved in vacuo and the

WO e@imsEaspartiti oned with Et OAc and 1 N HCl. TP€T/US2003/030252
organi ¢ phase was washed with brine and dried
(Na2SO4). Renoval of the solvent afforded the crude
product which was isolated in pure formeither by

ﬁ%@agéi zation or by flash chromatography through
activated silica gel. 30 -43 WO 2004/ 031159

de&myaaaaﬁﬁ 1I-Emla’ﬂd>le3 thenol

Ié?_ch or o- o exyl -1 Hi ndazol phenol
Ste 6 it ' L34 Xyphes Hripdazole phenyl)-1
F*rb;baﬁ*é@é@b&dﬂ et@ a\VIéftﬁo@@ Qt"eﬁl A -bﬁ‘loME‘QJﬂQ&o%é{yﬁﬂ4%ethoxy-phenyl)-

e 5%09 b8k ?TP'HS%'V%WP‘?%%%H@QW%QF%% 42 9. 2.7 mmol)
dnymmk@)msig 1.85 éitnd)) toZyive tﬁmprc)duca(rmcss@»ﬂ%% 4 ¥slidvDilg,

‘g (B R R, BHE bk ek, rigtd. Tl Bs. 21, 1.07
(#HRH), . mlgnﬁ CQH_/)13 ) é& 3B 57.08 (d, ZJLH); 7. 17% 119)117 %d 12H)07 825 (d,
7.08 (d
4B &H’WH) 7825(d 2H), 796(dd 1H) 10|vs

MBS /z 338 GVEHVH +) ; Step 21 4-(7-chloro-1
-cycl ohexyl -1 H i ndazol - 3-yl ) phenol Prepared accordi ng

0 d Cs e fro
é;eeh/b - (-chlofq; [-HH-inga hen henyl ) - 1
PTb ére@za&cercnrﬁb 56 Idethdd 64 swap! B frérar pehlord-McoTbistsy k& (Hhethoxy-

e B0l g 168 oDy Poraiy FraRs 0 ohpmby S ol and

1@ miLkbf N&Bolﬁé&lﬁﬁ@tcﬁi@)/e tHe droddect (026 §lis ad offavhitesold) ,

1.87 (d, 2H), 1.96 2H), 2.03 (d,
ﬁlﬁﬁg‘}és (m 1 H), (6.90H2dd, 2I—I),(m7.15H%t, 1 H),( 7. 47

'HINMR (BMSG-dd1 5(1d24 ahl) 1H), 1.484(nf, &H)11.HD,(d 911853 .475(d, 2H), 1.96 (m,

Fopbd St 2 ibeodstned) gl 7l 39» .71 @ 26,

HDH(BTHN.B65H(s, 1Hxanpl e 31

@?%%ﬁ'iﬁl{bf”%@‘?g@f') 7-(trifluoronethyl)-1Hindazol -

Ara{. 4aled doroRRdRZINO3 C(6D-. 82 HIT86/ 183y Fgund: Cradt4 7uidi5@TEN:B8)86.
| -1 Hindazol e Prepared according to Method C step A
from (2-fluoro-3-trifluoronethyl-phenyl)-(4-
Ertniqde B4 phenyl ) - net hanone (0.149 g, 0.5 mmmol),

[1b(4obn%R1 ep%l Pfglr-&ﬁflugrome%ﬁ)'-1H-indazol-3-yl]phenol
Step 1: 1-(4-bromophenyl)-3-(4-methoxyphenyl)-7-trifluoromethyl-1H-indazole
Prepared according to Method C step A from (2-fluoro-3-trifluoromethyl-phenyl)-(4-

methoxy-phenyl)-methanone (0.149 g, 0.5 mmol), 4-bromophenylhydrazine hydro-
chloride (0.134 g, 0.6 mmol) and DMAP (0.061 g, 0.5 mmol) to give the title compound.
'H NMR (DMSO-de): 6 3.83 (s, 3H), 7.11 (d, 2H), 7.45 (m, 3H), 7.76 (d, 2H), 7.9 (d, 2H),
8.42 (d, 1H).

MS (APCI) m/z 447 (IM+H]");
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chloride (0.134 g, 0.6 mmol) and DVAP (0.061 g, 0.5

mmol) to give the title conmpound. 1H NMR (DMSO-d6): 6
w@2@3/0959 3H), 7.11 (d, 2H), 7.45 (m 3H), 7. 7BCT/U$2003/030252

2H), 7.9 (d, 2H), 30 8.42 (d, 1 H. M5 (APCl) nfz 447

([MHH +); -44 WO 2004/ 031159 PCT/ US2003/ 030252 Step

2: 4-f 1-(4-bronophenyl)-7-(trifluoronethvl)-1

SH-I ndaz10I 3-vl | Phenol P d a cord| 0 t Met hod C

0 Y B A [)-7-

Pl'réﬁa?éd&fc@fdﬂd‘w Méthb‘h CWB'f@n{ U zﬁbmmp)qenjapswmethoxyphenyl) 7-

tr@%r gﬁg '?Qﬁzﬁﬁe\/@_ﬁ mgnc&, Qamtﬂ?@n@%&j&b gg;gl 2,0,mmol) and 0.2
rrﬁ_Qiflcﬁclolﬁax@’ﬁeH@ivéﬂ%%rodtlrd:tW@’i@\&%l)sdlﬁ 6.93 (dd,

2H . L-8d (m SH, 7.76 (m 4H), 7.90 (d, 1H), 8.41
MR 7O W T, "9.79 (s, 1 H). MS (APCI) mz 433 ([ M+H] +):
1H®unﬂxmts© &% 636y, cArohsyl (m{ -3¢0 7.76 war oREt7ed |d; 1H), 8.41 (d,
H-i ndaé -3-yi] phenol Step 1:
1. &8 Gndb) 1 - 3- (4-met hoxyphenyl )-7-tri f 1 uor omet hvl -
M$ (AFaze)433 @narEd according to Method C step A
(2-fluoro- 3- trlfluoronethyl phenyl ) - (4- net hoxy-
E@henxeh - met hanone (0.149 g, 0.5 nmol),

yl hydrazi ne hydrochloride (0.90 g, 0.6 15

4myblomgdy|maﬂflﬁer&ﬁéthgl) gW—ﬁndmL:)-yl]m@che the title

co H)

1,38 (3H)

M ‘ gazZzQ
ec( atcolduhﬁ; to _Meli‘ibc( d, sté’tHA (2muafo 3mﬂubrdﬂ)ethﬂ pﬂér’u(l)?ﬂm -methoxy-
p%?%\ﬁ) rget%@géne @,ﬁé’o%ed\(’g ngréoFl)C{ ?l%%&gﬁ@%hﬁ%%}chlon& (0.90 g, 0.6
nirndIn gz DIMAB- (0l dep g 08 mﬁroepage/d ties titter ebinmygpund. Met hod C
'R oSttty Y24 Ahort T c2: hrapya. W) Life-2:2 (m, 6H), 3.82
&, rsmr@%@ﬂ {19), ¥8® (HL%lE)Z?%mgprQﬂ ?vgwog% 23!—)I)n$.3®f(d 1H).
xen e roauc as a tan
fm%&? W‘l"%ﬁé‘g}de) 6 1,21, 42 (mg4H) 1.71 (d,
1.92 (m 3H), 2.03 (m 2H), 4.54 25 (m 1 H),
ﬁe 2 490 cytdtexyl77- Bl uokomdthid)- ‘IHchYa%o(Id—vHrﬂ‘Hhol 7.86 (d, 1

it o e T i 810 o P oo 7
thifionshagtpy = 13-mdaadke (@b mmol), boron tribromide (0.188 mL, 2.0 mmol) and 0.2
mL of cyclohexene to give the product (0.028 g) as a tan solid.

'H NMR (DMSO-dg): & 1.2-1.42 (m, 4H), 1.71 (d, 1H), 1.92 (m, 3H), 2.03 (m, 2H), 4.54
(m, 1H), 6.92 (dd, 2H), 7.33 (t, 1H), 7.72 (d, 2H), 7.86 (d, 1H), 8.28 (d, 1H), 9.72 (s,
TH).

MS (APCI) m/z 361 ([M+HT");

Example 33
4-(1-cyclohexyl-7-fluoro-1H-indazol-3-yl)phenol
Step 1: 1-cyclohexyl-7-fluoro-3-(4-methoxyphenyl)-1H-indazole

Prepared according to Method C step A (2,3-difluorophenyl)-(4-methoxy-phenyl)-
methanone (0.150 g, 0.6 mmol), cyclohexylhydrazine hydrochloride (0.90 g, 0.6 mmol)
and DMAP (0.073 g, 0.6 mmol) to give 0.09 g of the title compound.
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Step 1: 1-cvcl ohexyl -7-fluoro-3-(4-nmet hoxyphenyl)-1
H i ndazol e Prepared according to Method C step A

w@ 290348159 uor ophenyl ) - (4- met hoxy- phenyl ) - net hBeDN82003/030252
(0.150 g, 0.6 nmol), cycl ohexyl hydrazi ne hydrochl ori de
(0.90 g, O 6 mmol) and DVAP (0.073 g, 0.6 mml) to
give 0.09 of the title conpound. -45 WO 2004/ 031159

P 7030252 * H VR ( DVEO- dB). 1
' N TS O o115 65, T4 1o 2eD 525 (B Mgt s, 3.82 G,
3K$.4.653(h, . 1H); 76575(6 2!1-4) H%15 ('/r%ﬂ)?r@ %7(25 )2% I@g(z(ga 38).H) ,
m Z
Nﬁ@ﬁiﬂ@yﬁé(é{lgﬂ& 4-[1-cycl ohexyl 7- (f1 uoro)-|

H i ndazol - 3-vl | phenol Prepared according to Method C
SHER: fBr‘lf—cEv@rdShéxqulL@Ftﬂxw indaZdl-391Bhénd] 4- met hoxy-

P, q.qaﬁg% rﬂcagzl-plgnggi\? o( 1C OSt%ﬁlmé) )fr%mm?-ﬁg/@ohwl ﬂéluoro 3-(4-methoxy-

pﬁyriﬁyl)m}fﬂaﬁolé Q0. DK/IS NO. 3 Rendl), Gkt tnbﬂmﬂd@ (@mglza%a gtmmgqﬁ)l) and 0.5
0 i d )
%‘s%c'?'aexeﬂe ré 9"’3%@"%8”%&19% g%a %E?ﬂkgo"‘j’.o 2H) , m2 04

‘Kl mmrﬁﬁbms@@& &mzslmH)lH) 61. @(mgﬂ;)gzrsgs d. 19, (ITBB @, #H), 1.96 (m,

20,3 2204 [, 22&1,:,@651 (i 3Hgﬁgq H%?II'W A el B3 @ 98 7% (@, 21),

749((d, THosabss,itH)t ed- 1 H-i ndazol - 3-yl ) phenol s 15 Step
et e
(ARGSME SISUBER ¥ ut ed- pheny! ) (4- net hoxy- 2- subst i tut e

d- phenyl ) - met hanone (1 equivalent), hydrazine hydrate
L) N ri.dine was heated at

Ml‘%g?f?&o @2 %tg&&aﬁﬁ@i&c&zg%ryg b??%‘ﬁ m xture was
Speys A A mgdowcﬁ 2 FILEYas3- saHSKiltletechh@lyl)é&hetmxgammsmbaﬁa)henyl)-

S was W t rine_an ri.e Na . -
AR A Srliithre MG a1 S5 2 DR o prigine was
hiatedia @ 004Tefor RLIBITREI The cBoléé-rea?;fﬂon mlxture was partitioned with EtOAc
aﬁgggﬁf(%ggeq'\ép qré@%& t@%w@ggw%sheg! with grlnaezgkde drigé ?Ba2%04). The
résulithgniebid X YrRepifipd bysm&mt d:Hrblmafngl’aphl;ﬂ-tb fkaz the€intetrhediate 3-(4-
e.g 'EeDWFV@ gd‘? r ortlon sodi um hydride (1
"éegh,xye Y s {sfiyitedal- '” gas evol ution ceased,
Stdi]ﬁ BaIAIQdIutI@aldf dee mmdd@s@%dﬁwypr@gbﬂe@bmted 1-1H-indazole

over.ni

(F B0 M vaf BRSO Or-pertof SRULTIREHOTLBa B g in 9B After the

gHEl evolliien asegadd, cthphalky hedisle Wwash @dded tand btheneaatitth das esdirred at
The re in resi due, was purifi.ed S
AITIIR B AYGR. Be RPoLeE R hES bR partBhed fith ERORc and 1
N HICIl. cahgeirgami pm wadwhghetwitiBbahagrd debd I.lQagﬂdJn Mhe resulting
et herlFexane

rcisug)ue[ gai %lfl?% é’l tﬂ'g my gﬁpé’lgl %{t@é%ﬂ%“ chromat[ography through
sticq 4ehedlinony pdEMA nnv (Biothge) dtutOedl/ndin suithshéthytteaiyl ether/hexane
e RIER, TR 10 jo e irdriermedates S uehprpBamA -substiuted-
1-substituted-1H-indazole and  3-(4-methoxyphenyl)-7-substituted-2-substituted-2H-
indazole.

Step C: A solution of 3-(4-methoxyphenyl)-7-substituted-(1 or 2-substituted)-(1H or 2H)-

indazole (1 eq.) in CHxCI, containing excess equivalents of cyclohexene at —78°C was
treated with boron ftribromide (4 eq.) and slowly allowed to warm to ambient
temperature. The reaction was quenched by dropwise edition of CH3OH to the cooled
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30 indazole. Step C. A solution of
3- (4- net hoxyphenyl )-7-substituted-(1 or

wQ2ambostiss uted)- (1 H or 2H)- indazole (1 eq.) PCT/CHDES/@30252
cont ai ni ng excess equi val ents of cycl ohexene at -78C
was treated with boron tribromde (4 eq.) and slowy
allowed to warmto anbient tenperature. The reaction

was quenched by dropw se edition of CH3CH tq.the .
BTGl SR SD VS GANE 18 e U (e D Gion S with EIOAG and
1 NECK i THe ordésic phhscands washedesitMerthel amdvdtied gNazsD ). lRemoval of the

residue partitiopned. with EtQAc,and N T .
slYgUinifc Vgﬂéf’seaf cged\/\é*%ene%u% AWt ne %%ﬁ BiPHG Us obtained by
criydlaliZshibh. or Restostabmafogrdphy tsolgle nater deacivaedasilica gdld

N EPL TR whle BuAhR Hihe IRTORROR, RIBYe oy o0

deactivated silica gel. 5 Note: HPLC retention tines
Cokifrtr: obt ai ned Keystenhet AguastdIC18bME rmondiw,i ons:  Col um:

eystone Aquasi| Ve o
e
At BHEDAtri le 5% 10 nM NH4QAc, Gradient 09B to 10098

over .0-15 m nu . o/ . i.n Detection: UV.
G&%‘ﬁ?rgus wavel eég"?ﬂg 16?(&%&%\5 T%t@g{l?g’- 27 Internedi ate
Fb& 15 3- (4- nmet KeXynbheinyl ) - 7- et hyl - 1H i ndazol e

TERREr o5 ol PR ORle e homy s

phenyl) - met hanone (3.6 g, 14.7 mmol ), hydrazi ne

dr at.e, (4.3 , 140 nmmol) and DVAP (1.8 g, 14.7
I ‘;’é'?t?(sgﬁ% the product (1.7 g) as a yellow solid.
IntekMdRateDNSO- d6): 6 2.52 (s, 3H), 3.81 (s, 3H), 7.06

it Pimet el o2 236 ((ri )

Prépapedradéatting té Method D Step A from (2-Fluoro-3-methylphenyl)-(4-methoxy-

e BPEOR a6y 147 RRbPSTaE ip ey S RE o Fimon an
DMVAR-(U® 1 RB7 timdl) tocgiveribk pydduloe (yT Y} 4sta yellow solid.

TR L IR A s gy 71

184, 7/89d I2H) t13. B2, 1 hig. product (1.7 g) as a yellow

iy AR 50 7580 o) 8 B4 (G5

Intermediate 17

3-(4-methoxyphenyl)-7-trifluoromethyi-1H-indazole

Prepared according to Method D Step A from (2-Fluoro-3-trifluoromethylphenyl)-(4-
methoxy-phenyl)-methanone (3.6 g, 14.7 mmol), hydrazine hydrate (4.3 mL, 140 mmol)
and DMAP (1.8 g, 14.7 mmol) to give the product (1.7 g) as a yellow solid.

'H NMR (DMSO-ds, 300 MHz): § 2.52 (s, 3H), 3.82 (s, 3H), 7.07 (d, 2H), 7.18 (t, 1H),
7.48 (d, 1H), 7.91 (d, 2H), 8.0 (d, 1H), 13.132 (s, 1 H).

MS (APCI) m/z 239 ((M+H]");
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7.48 (d, 1 H), 7.91 (d, 2H), 8.0 (d, 1 H), 13.132 (s,
| H. 30 MS (APCI) mz 239 ([MrH +); -47 WD

wWQOd40833459 PCT/ US2003/ 030252 | nt er medi at e 1BCT/US2003/030252

7-chl or o- 3- (4- met hoxyphenyl ) -1H i ndazol e Prepared

according to Method D Step A from

(3-chl oro-2-fl uoro-phenyl) - (4-nmet hoxy-

hen%/éé n@thanone (0.84 g, 3.2 mmol), hydrazine
te® 0 ni, 32 nmol) and DMAP 5 (0.39 g, 3.2

7r6m>d>r)o 3-8-ﬁieuﬂ»¢ybﬁe RyIpdutindaloléS g) as a white solid.
Pie N'\g:{? D'\/Ecg dto 1Mgﬁ'5wo§ %D gep( éH}rgpb (3081%%5?2&@6 p%erp_ﬁ) é@gnethoxy-
bé‘cR@Lr)wetnbﬁor%B(@ g4 dvie- mol), h@drhﬂh@hymdtea(ﬂeﬂ h8, 32 mmol) and DMAP
(ot bUBE ol 4 DY HRAETI s y i ARG sh, oo

g Zul\mtan)mswomm]enyé YBH) A7.08 (dhRY): PHBIG) JH), Terih@noid 7.89 (d, 2H),
Mo ydrazi ne hydrate
1&#8]( .4 ), hyd hydr at (137ITL 44
§ alFl DVAP (0.54 g, 4.4 mol) to give the product
e (BBCD)I’)'I/EQ59([N"HH]Q solid. 15 1H NWR (DMSO-d6): 3. 82
(s, 3H), 7.06 (d, 3H), 7.1-7.25 (m 2H), 7.83 (d, 1H),
7.92 (d. 2H), 13.53 (s, 1 H N5 (APCI) nfz 243
hﬁt[ehhét]ha)e 19 | nt er nedi ate 20 20

gL R PP TR St op A from o

RAr&pased attarding pbr eMchc)d DaSwp tAh fram (2;3vditibgrbphenyl)-(4-methoxy-phenyl)-
ﬂﬁﬁ?@%‘rﬁr%(ﬁtggg%%o Qhﬁ%ﬁges@ﬁagat%g@g}a%ﬁéwgp%gMAP (0.54 g,
4ol tto giyewtiee proalupr (0BG ct) ab @ Bitegiolids a yel | ow sol i d.
1H$Mﬁ§@&%}“§%z (§,1371ﬂ)2%9((§23%m7 %%ﬁﬁhgzﬁ) 735%(? 4477.92 (@,
2P 13.93631(, 1 H, 13.62 (broad s, MS (ESI) niz
@éz(éﬁkwﬁ%gth%%ﬁ%g??l ?t ((et r2|1f | uoronet hyl)-1

H i ndazol e 30 Prepared according to Method D Step A

i met hoxyphenyl )[2-fluoro-3-(trifluoro-
Iﬁ{e?ﬁbpép%eﬂ T metha none (1.50 g, 5.17 mol),

Trfjalorez3- (knmslmm?emeihsenhwl) -HH-idapels )  and DVAP

Iirggleﬁéﬁ agcorélp(g)g o MSdd B BtéH XGrdnl &, RRAHohER 1B IMGthoRR3-methyl-
phenyl)-methanone (0.9 g, 3.45 mmol), hydrazine hydrate (1.06 mL, 34 mmol) and
DMAP (0.42 g, 3.45 mmol) to give the product (0.80 g) as a yellow solid.

"H NMR (DMSO-ds): 8 2.247 (s, 3H), 3.845 (s, 3H), 7.07 (d, 1H), 7.13 (m, 1H), 7.22 (m,
1H), 7.75 (m, 2H), 7.83 (d, 1H), 13.62 (broad s, 1H)

MS (ESI) m/z 257 ([M+H]);

Intermediate 21

3-(2,4-dimethoxyphenyl)-7-(trifluoromethyl)-1 H-indazole

Prepared according to Method D Step A from (2,4-dimethoxyphenyl)[2-fluoro-3-(trifluoro-
methyl)phenyl]methanone (1.50 g, 5.17 mmol), hydrazine hydrate (1.61 mL, 51.7 mmol)
and DMAP (0.632 g, 5.17 mmol) to give the product (0.619 g) as a yellow solid.
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-48 WD 2004/ 031159 PCT/ US2003/ 030252 ' H NWR

(DMSO-d6): 6 3.78 (s, 3H), 3.83 (s, 3H), 6.66 (dd, 1
wo2003621138 and 8. 33Hz), 6.75 (s, 1 H), 7.24 (PCT/LSHP3/030252

7.43 (d, 1 H, 7.72 (d, 1 H, 7.89 (d, 1 H M (APC)

mz 323 ([ MtH] +); Anal. calcd for CL6H1L3F3N202:

C5963H407N869Found C.59.91 H4.08 N.7.95. 5

| nt er nedi at e

AR (FBASB5) 5 328 6y Ph G 5 3 BB PR P £.33H2), 6.75
F'}H?F%C(Eelkﬁfﬁﬂgllfdll-gw?’%gd Pﬂgﬂ?wﬁ ?gq D Step A from
uor one en
%éﬁﬁ@%y”%qﬁéﬁﬁéﬂﬁﬁenyl)net%angne {1 34 g, 4.90 mmol),
AR dé=ied foe ChyFaN 0. €:581631H:4.07110:8%D. FoumdnC 59281 cH:BIIBMN: 7.95.
(0.632 g, 5.17 mmmol ) to give the product (0.620 g) as

a yellow solid. 1H NW\R (DVMSO-d6): 6 2.31 (s, 3H),
Interddediate 2H), 6.92 (d, 1H), 6.98 (s, 1H), 7.29 (t,

H, 7.4 o L d, 1 AN 1 \V/S)
3%mt9°w§-'é%bv'§op%?my-E;(,Zf%&%fﬁwgrh@')eyﬂ'&'aﬂo?%fé K
Pﬁb%!’%ﬁ ESNM&'%% G‘oGiﬂle%d H:)alsféa AI:2 Porh 5[2Fhuons 3-(Bfl6@oBthyl)phenyl](4-
- 4. - 9. 34. nt.er medi ,
OS2 B PR BTN 11F b A0, BYTFiRe Bydisls 661 L.
587 0amdl) radtoVMe (0662 B, Stpmmdl)rtorgive the product (0.620 g) as a yellow
2, 4- di met hoxyphenyl ) [ 2, 3-di f | uor ophenyl ] - 20
hanone (1.60 g, 5.8 nmol), hydrazine hydrate (1.79
THINM IS on®R):)s 28t (G, 3.60(H37),5.951d, IHMBDY (¢,dHYi K129 (t, 1H),

7eiad e Togh T8 @3 VS 63" 2% 5 1 Bh (ad. 1M
MB-@APLI) anBe. @aHa)): 6.72 (s, 1 H), 7.02-7.05 (m 1
AE%Hj;algé%(ésﬁgé?ﬁiozg?z f‘l\'/'#»ﬁ—n]@ 9.1 553%@%3%2{263 JB9.34.

7-fl uoro- 3-(4-net hoxy- 2- et hyl phenyl)-l H i ndazol e
repar.e cording to Method D Step A from
'Ttﬁ"ﬁ Eﬁg (trifluoromethyl)phenyl] (4-

3ARhdimetRoxyphleny/ipHTeiydrpad-inadazole (1.34 g, 4.90 mol ),

e Bt Ty oh PR gsnt
retlyarione vl 6904, 518 riMoNMVRY(raNBOhsdRte 81.29 BIL, (57023hol) and DMAP
36394 575 3fhon & J £dbrodtiet (1960 KE 2Pdhioft 3REZ) . 6. 95

'H NMR (DMSO-d): & 3.77 (s, 3H), 3.83 (s, 3H), 6.65 (dd, 1H, J=2.13 and 8.40Hz), 6.72
(s, 1H), 7.02-7.05 (m, 1H), 7.13-7.17 (m, 1H), 7.41 (t, 1H),13.54 (broad s, 1H)

MS (ESI) m/z 273 (M+H]');

Intermediate 24

7-fluoro-3-(4-methoxy-2-methylphenyl)-1H-indazole

Prepared according to Method D Step A from [2-fluoro-3-(trifluoromethyl)phenyl}(4-
methoxy-2-methylphenyl)methanone (1.34 g, 4.90 mmol), hydrazine hydrate (1.61 mL,
51.7 mmol) and DMAP (0.632 g, 5.17 mmol) to give the product (0.620 g) as a yellow
solid.

'H NMR (DMSO-de): & 2.30 (s, 3H), 3.80 (s, 3H), 6.89 (dd, 1H, J=2.44 and 8.39Hz), 6.95
(s, 1H), 7.06-7.11 (m, 1H), 7.19-7.22 (m, 1H), 7.38-7.40 (m, 2H), 13.64 (broad s, 1H)
MS (ESI) m/z 257 ((M+H]");
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(s, 1 H, 7.06-7.11 (m 1 H), 7.19-7.22 (m 1 H),

7.38-7.40 (m 2H), 13.64 (broad s, 1 H M (ESI) mz
WQ2004(0BFH] +) ; -49 WD 2004/ 031159 PCT/ US2003/ 0BORER2003/030252

I nternedi ate 25

7-chl or o- 3- (4- met hoxy- 2- met hyl phenyl )-1 Hi ndazol e

Prepared according to Method D Step A from

[ 2-fl uoro- 3-chl orophenyl ] (4- met hoxy-2- 5

met hyl phenyl ) met hanone (1.26 g, 4.52 mol ), hydrazine

Intedmetiat¢ 2561 nl, 51.7 mol) and DVAP (0.632 g, 5.17

P Rkes dathatfiake-RoBi et 1biRadiogS £V Y 2%
Rrepared adcordiir®). ®7 Metitd8D5Stelp) A fﬁ)n9@2-flla7c§rg -3icHropheny/B(4tmethoxy-2-
degbgndiyinelibpors t).26 4 Salinor, Masadietiifte .6y 51.7 mmo
andtBYIAR §0.682 92% 17 mrhdlptoasids {2, plediict (0ed 1oy phe pgllow dolid.

R B e 0 Bl 08 9. S8 1 B, 3L287 ol B¥Bhe), .06

(ehtdy, daB&nyH),e3hahdH, 747 @0 1H), 74541 (dyH), )1.3.82y@rezl speH)

,@g%gm{!%,%,wqhwsl 7 mmol) 15 and DMAP (0.632 g,

the product (0.618 g) as a yellow
solid. "HNWR (DVMSO-d6): b 3.77 (s, 3H), 3.83 (s, 3H),

H J=2.18 and 8.33Hz), 6.73 (s, 1 H). 7.07
Eeﬁﬁ’fagﬁezé 41 (d, 1%] 7.55 (21 1 H, (13.52(broad

&ellor)-3¥B 4t dikiethonyphaBgl) I iNmbhzgle 20 | nternedi ate 27
Tered AR SO SIghy 0 o (PBRRBRAS) Euoro o
qhivrdpiginyignetbanyptee(y20 p24£1 movod); Bydrakihe hypiaéan y1.§tretlhd1.7 mmol)
ENBA (P00, S THEP b o P bl YA Sl v S
pkwadolv(sp-ﬁé) §B.74s BH)aBI83ds, 3H)26.63 KR, (ER/BOad6 B:33Hz), 6.73

G T3 b 0 iy 75 el 7, 13,0

NIS\(ESI) Hyz 289 gM+H{"); 1 H), 13.54 (broad s, 1 H) M (ESI)
mz 273 ([MH +); Exanples 34-123 30 Exarrpl e 34

- 1 Hindazol - 3-yl)phenol Prepared according
Iﬁge%)g% % step C from 3-(4-net hoxyphenyl ) - 7- net hyl -
342,4-dimethoxyphenyl)-7-fluoro-1H-indazole

Prepared according to Method D Step A from (2,4-dimethoxyphenyl)[2-fluoro-3-
chlorophenyllmethanone (1.20 g, 4.1 mmol), hydrazine hydrate (1.60 mL, 57.5 mmol)
and DMAP (0.702 g, 5.75 mmol) to give the product (1.50 g) as a dark oil.

TH NMR (DMSO-dg): 3.77 (s, 3H), 3.83 (s, 3H), 6.65 (dd, 1H, J=2.13 and 8.40Hz),

6.72 (s, 1H), 7.02-7.05 (m, 1H), 7.13-7.17 (m, 1H), 7.41 (t, 1H),13.54 (broad s, 1H)
MS (ESI) m/z 273 ([M+H]");

Examples 34-123

Example 34

4-(7-methyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 3-(4-methoxyphenyl)-7-methyl-1H-
indazole (0.10 g, 0.42 mmol), boron tribromide (0.159 mL, 1.68 mmol) and 0.5 mL of
cyclohexene to give the product (0.070 g) as an off-white solid.
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i ndazole (0.10 g, 0.42 mmol ), boron tribrom de (0.159
m., 1.68 mmol) and 0.5 nL of cycl ohexene to give the

w@e@dost1is{ 0. 070 g) as an off-white solid. -50 REI/US2003/030252

2004/ 031159 PCT/ US2003/ 030252 np sinters 149, nelts
1900 "H NVR (DMBO-d6): 8 2.51 (s, 3H),), 6.88 (d,
7.05 (t, 1H) 7.13 (d, 1H), 7.78 (m 1 H), 9.57
bro 06 (broad s, 1 H. M5 (APCl) niz
ré%'“%[’%/iﬁ I‘)‘@H)M cal cd for CL4HI2N20 * H2O
'8 MIIRADMSG-d§?2 5 4. aﬂ(g;sei-iﬂnmse (269, F051t51198 7.1$ @1 189.7.78 (m,

BT TR Tupaa s, 1 e orem sPERY.

MS(NP@BWDZ&W[NH}‘I]*) 7-met hyl - 1-pentvl -1 Hindazol e

AL ECHET B Tortale | R e BlRed 8 fmss Goos2 rise

N:10.66n0l ), sodi um hydride (60%in oil, O. 048 g, 1.2
mmol ) and 1-iodopentane (0.26 ni, 2.0 nmmol) to give
the title conmpound (0.105 g) as a white solid. 1H NWR
Ex@ngaed6): 8 0.85 (t, 3H), 1. 3099 (m 4H), 1.81 (m

clpobyl izl Blpndio3 1125 38 (1o

Step 13(394(nﬁd‘&htbﬂv¢henv5t7emeﬂwl Méﬁwmﬁndazdlepent vl -

b S ARraring o BIeRRR R SRR 2O RERRS h‘fﬁvg%‘ﬁ-%n%‘?f?w-?bf-mdazo'e
(2.28-g, da poha), (SOdiL6bhyyirid®. (Ba%nmmil)? Ob&)gom 2t mivlof) amddeiodopentane
Grrode b riatloBEsha 3¢ gginoiadhi B:spp Bl BIRIERBIAC. |
1wagumcs@a;) 5 ®.85. @43H)( t1,308¢H(m, 4HBAZW ( @nggra 515% (§8H) 3.810
(%n%? 567% é&w 7(7561@’%!)’ ?Lﬁ?;‘,i ‘F.F)VBS% Z{Q‘ , 7.( 78 (d, 1

W(ABCB&?/Z@D@(IMEI‘FS) 1 H) 25 Ms (APCl) nmfz 295
([I\/H—|] +); Exarrpl e 36 4-[7-net hyI - 2- pentyl

= vl - 2H i ndazol e 30
Hl?ep@’ad etcamiggr i Mgthod [D/Esttémd ﬂi‘brﬂt%(;l iBethogyphenyl)-7-methyl-1-pentyl-

i PR TRl (8P o mi o
ayaiohgxemrdo givedhiwprodticin(@.048 @) 28 antoff-whie sofibl ) to give

@@W IDsEURABS47 4t B, DaosbSRT 25, 1 Fob Mt Miy"eXY04 (s, 3H),
4.548 (t, 2H), 6.88 (d, 2H), 7.03 (t, 1H), 7.13 (d, 1H), 7.70 (d, 2H), 7.78 (d, 1H), 9.58
(broad s, 1H).

MS (APCI) m/z 295 ([M+H]");

Example 36
4-[7-methyl -2-pentyl ~2H-indazol-3-yl]phenol
Step 1: 3-(4-methoxyphenyl)-7-methyl-2-pentyl-2H-indazole

Prepared according to Method D step B from 3-(4-methoxyphenyl)-7-methyl-1H-indazole
(0.23 g, 1.0 mmol), sodium hydride (60% in oil, 0.048 g, 1.2 mmol) and 1-iodopentane
(0.26 mL, 2.0 mmol) to give the title compound (0.014 g). Used as is in the next step.
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4-17-met hyl -2-pentyl -2Hindazol -3-yll phenol Prepared
wa@e@ansiltng to Method D step C from PCT/US2003/030252

3- (4- nmet hoxyphenyl ) - 7- met hyl - 2- pentyl - 2H i ndazol e

(0.014 g, 0.045 mmol), boron tribromde (0.050 n., 1.0

mmol ) and 0.2 nL of cycl ohexene to give the product

Sk 908 ey 2R A0 M, DNEQ 08): 6 0,75 (1,

PEep&Eed7a&bo€dthg WMettlo?D §tep clfrbl)n 344-BetfickypRdy))-Pm8fhyl-2-pentyl-

2k RN038 |e§9£ﬁ6;39 03(5}/1%4151Esbng?rﬂ9|t[ : Heg@ﬂsﬁlmu T mrfeiP8nd 0.2 mL

oftyiclatiaxare-13 give)thé erwaiuciS0E06 k).

N e BRI 0 76 et D2 o U7 8HS, 432 ¢ 2m),

635(A0 (mltimwmbqaw W Z ?,_ﬁgah%ﬁéyo g} sblxbr@_dlaspié H)c.) 22 0. 118 g :

. sqdi hydride oin oil, O. , 0.
N%‘r%%'r)’gfégf-(&gﬂglg}’opane 15 (0.098 L, 1.0 nmg)I) to
Rg-v®ethia title conmpound (0.070 g) as a white solid. 'H
NVR (DMSO-d6): 6 0.902 (t, 3H), 1.83 (m 2H), 2.7139
(s, 3H), 3.809 (s, 3H), 4.538 (t, 2H), 7.05 (m 2H),
Examplds? 1 H, 7.83 (m 3H. M5 (APCl) mz 281
(LMtH +) . 20 Step. 2. 4-(7-net hyl - 1- propel -1
4F—éTrﬂ€é}i¥%?'pﬁggﬁ)@ﬁ'é'ﬁaplléf'&%@%&ﬁaccor ding to Method D
Sﬁfﬁw Qd-r@moawﬁrrbnmhﬁawheﬁmbw ﬁ-l—tneltatt){é 1 pr opyl 1
ek oo e Bk G B8y

(@it v& gt 6 o), ussidiu® hPBRleqBO%SIn @il, @024 ghd.Bemsiol) add 1:idtlopropane
94, (t 704

(U by Tk ol Byt ' sopidna to,B7 fhs Ste Eoi0]

1H=H)N|\/|R (DRIS@d,) 15 B)o027t, BBY)( 1183 2dr) 2HY,.27B130d(s, 3H);B.809. (573H), 4.538

& DS b sl 7.1 8P SRR L 20 (L MEHL ) Anal o cal ed

MDARL]) G/7 28 1LOMMHP); 77 N:. 9. 98. -52 WD 2004/ 031159
PCT/ US2003/ 030252 Exanpl e 38 4 [ 7- et hyl - 2-propyl

e tHo i y si -2H i ndazol e
Prepared accordlng to Method D step C from 3-(4-methoxyphenyl)-7-methyl-1-propyl-

1H-indazole (0.07 g, 0.25 mmol), boron tribromide (0.094 mL, 1.0 mmol) and 0.3 mL of
cyclohexene to give the product (0.033 g) as an off-white solid.

"H NMR (DMSO-de): & 0.894 (t, 3H), 1.82 (m, 2H), 2.704 (s, 3H), 4.52 (t, 2H), 6.88 (d,
2H), 7.03 (t, 1H), 7.12 (d, 1H), 7.70 (d, 2H), 7.78 (d, 1H). 9.57 (broad s, 1H).

MS (ESI) m/z 267 ([M+H]");

Anal. calcd for C47HsN,O * 0.25 H,0O: C:75.39 H:6.88 N:10.34 Found: C:75.10 H:6.77
N:0.98.
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Prepared according to Method D step B from
3- (4-net hoxyphenyl )-7-nethyl -1 Hindazole 5 (0.115 g,
w@2®408059 , sodi um hydride (60%in oil, 0.024 BCT/0SB03/030252
mmol ) and 1-iodopropane (0.098 nL, 1.0 nmol) to give
the title conmpound (0.014 g). Used as is in the next
step. Step 2: 4-[7-methyl -2-propyl
-2H j ndazol - 3-yl ) phenol Prepared according to Method D
E§?@B|e@d8f rom 3- (4- net hoxyphenyl ) - 7- met hyl - 2- propyl - 10
-Hmémﬁz.glﬁoﬁﬁ .Qﬂmngazdmcyi]pmnbp boron tribrom de
050 m_, 1.0 mmo and . | ohexene to
S I% M ik R He 267 ([MHH +);
Eﬁafedoo&cﬁ}dhglt% I\Eétﬁﬁ@ best&954m6113 (4-ﬁmdscpmhen¥/+)wahbmm 1H-indazole
i ndaz

|
(&2t B ot SPHRLEYsiRe SRR 1294 916 RPN Al Jigdgpropane
(FosgaLeroasaol t gige the thiletcbapolhds t0epi4By)f Used as is in the next step.
3- (4- et hoxyphenyl ) -7-nmet hyl -1 Hindazole (0.115 g,
% i .

?ﬁ-ﬁﬁn‘r , 0.024 g, 0.6
S &L, 1.0 mmol) to
Pedpaged b@cdrdjlhd; &o cmmwmdst(eﬁ CO$ang)3 (@snethaptyphenyd)ai-methyl-Hpropyl-
zygpdagzgf’fs%oqg 9%51@%00 I%dregmb(?ﬁqldﬁﬁ.’%Sé_nlLseiz_%rpn%Dl%%?i? 2mL of
cycl@®xéne taddilye thWréd\l%CﬁQ (l)(ng) 281d([l\/:+|—|] +)|; Zﬁ St Iep 2:
: - 0 -Fv. et -1 Hindazol - 3- eno

Nﬁ&éé}@%o%rgc(wg%b to )I\//Et hod D step C f)r/oZnIo

RI=6$92pniapy! - 3- (4- met hoxyphenyl ) -7-nethyl - 1 Hindazol e
(0.057 g, 0.20 mmol ), boron tribromde (0.094 nm., 1.0

nmmol ) and 0.3 nL of cycl ohexene to gi ve the product
@mme73) as an off-white solid. "H NVR (DVSO-d6): 8

it Pkl (1 19, 6,2
STerY’r {-¢bopfopily 3-(Busckgphehy Y - mmlewddazwmz 267

P%(pae]{%% gg%éd'iég Q\Z/\QG%QQZH thﬁ:} %q‘%nrﬁ;e g%%%%ﬂ&g/pgg‘r%gﬂmethyl-1 H-indazole

I'SOpropy
(6.21B gnd&zoiel- s;dd]Lphbyld)‘ideS{ﬁ@% in:oil, 0.024 g, 0.6 mmol) and 2-iodopropane

|
GNP TR LB ogF WY 3 b el
'B-NMRrBMEDeyih&)a3) (d7 Shipt hy3281(sH3HN & i 7e(s, BHY, 3.2516n.g1H), 7.05

de (60% |, 0.024 0.6
(WNEHWL%MZ?'%JO%&%%% e((() 10 IrrE OI1 0 mol) ?o gi ve
M3 ARCH ez 2&hfidukig );( 0. 01 g) as a white solid.

Step 2: 4-(1-isopropyl-7-methyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 1-isopropyl-3-(4-methoxyphenyl)-7-methyl-
1H-indazole (0.057 g, 0.20 mmol), boron tribromide (0.094 mL, 1.0 mmol) and 0.3 mL of
cyclohexene to give the product (0.027 g) as an off-white solid.

'H NMR (DMSO-d): & 1.51 (d, 6H), 2.723 (s, 3H), 5.235 (m, 1H), 6.89 (d, 2H), 7.03 (t,
1H), 7.12 (d, 1H), 7.71 (d, 2H), 7.77 (d, 1H), 9.58 (s, 1H).

MS (APCI) m/z 267 (IM+H]");
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Step 2: 4-[2-isopropyl -7-methyl -1 Hindazol-3-vll
phenol Prepared according to Method D step C from

wQ20080priepyl - 3- (4- met hoxyphenyl ) - 7- net hyl - 10 PCT/US2003/030252

1H i ndazol e (0.010 g, 0.035 nmol ), boron tribrom de
(0.05 nL, 0.5 nmol) and 0.2 nL of cyclohexene to give
the product (0.007 g). M5 (ESI) mz 267 ([MtH +); RT=
E%_SZ ng@ 15 Exanple 41 4-(7-chloro-1 -pentyl-1
(5% | -3-yl)phenol Step 1:
442680 priopyB-7¢rethi km-xmﬂaeﬁw yl]pﬂemﬂntvl 1 Hindazole
B

g;r epa, ed acc|o§ m
€ SRRV a2 =< 2€(0.129 g,
P@eﬁarmmd:do,rdlﬁ@dj Mmhbydl $tdﬁ B(fﬁﬁﬂ’cst(n mthoxyﬁhé}%ﬁﬂ) BmethyB1H-indazole

(TRR, R LSRR8 GOS8 B0, PR e o

(mmn(mwsmd@)) to Give. tﬂésﬂtle( tomRtdng (LOBG) aé mwhikdsplid.. 84
(m 2H), 3.817 (s, 3H) 4.72 (t, 2H), 7.08 (d, 2H),
18 (t, . 1 1 H.,7.83 (d, 2H), 7.97 (dd,
S%e%?' LEPIE SIStep 2:
Pteffared btanrding tpElethod-Dlsteb iitem d—lsé}arybyl-rsk(ennéthékwpamﬁﬁ? -methyl-

t
BERR RS R R PoR Rpy I8 Mlge 9105 0.5 magng 02 L o
cydolp@ng to Give henprotiyct (bOODE).tri brom de (0.094 ni, 1.0
f cycl ohexene to give the product
n@%é@ﬂﬁ?z@rﬁgﬁh%&_m te solid. 'H NWR (DVBO d6): 6
RI=8832min 3H), 1.297 (m 4H, 1.88 (m 2H), 4.7087 (t,
2H), 6. 90 30 (d, 2H), 7.15 (t, 1 H, 7.48 (d, 1 H),
7.71(d, 2H), 7.95 (d, 1 H, 9.68 (s, 1 H. M (APC)
Exgam QG'I[ MrH +. -54 WD 2004/ 031159 PCT/ US2003/ 030252
I
~qr I'n azg’f&ﬂgjﬂrﬁn girnggé ep &,}’
Step i} Gich ¥ yhy 1-pen@l-piindazolgH- i ndazol e
Lg
FPé&ﬂ?%?%CO%&?ﬁt %*“e#?ﬁ T AR [ ooy fndazole
(0.189 @nﬁl5)mn‘96d$qwﬂlh)hwﬂ Gp%ol%qlln0@249 06021110@ ang, 16I00|0IDen’fane
a ive
PR IETD B A0 8RR B oy 1072 of e Wke S0
HZNMBr(DMSO gdix & AdBdt, 38H.y1-80Pinervdd), PBder et), aﬂ:&t?r @i 8g), 4.72 (¢,
K
Zt}-ﬁ ﬁ?g ?%55) ﬁﬁ@t ﬁéi& 7(%{?e(|q H)27 83r$?y%H)2Zl-97f8d azol e
M@(@i@l)g?/ZGZQ)ZIM"‘hMI) bor on tribronmide (0.05 rrL
0.5mmol ) and 0.2 nL of
Step 2: 4-(7-chloro-1-pentyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 7-chloro-3-(4-methoxyphenyl)- 1-pentyl-
1H-indazole (0.070 g, 0.23 mmol), boron tribromide (0.094 mL, 1.0 mmo!l) and 0.3 mL. of
cyclohexene to give the product (0.047 g) as an off-white solid.

'H NMR (DMSO-d): & 0.837 (t, 3H), 1.297 (m, 4H), 1.88 (m, 2H), 4.7087 (t, 2H), 6.90
(d, 2H), 7.15 (i, 1H), 7.48 (d, 1H), 7.71(d, 2H), 7.95 (d, 1H), 9.68 (s, 1H).

MS (APCI) m/z 315 [M+H]+.
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cycl ohexene to give the product (0.007 g). M5 (ESI)
mz 315 [MtH +. RT= 7.3 m n 15 Exanple 43

wd2qo#/0stiboro- 1 - propyl -1 Hindazol -3-yi) phenoPCBUS®01/030252

7-chl or o- 3- (4- met hoxyphenyl ) - 1- propel -1 Hi ndazol e
Prepared according to Method D step B from
7-chl or o- 3- (4- net hoxyphenyl ) - 1Hi ndazole (0.129 g,
sodi um hydride (60%in oil, 0.024 g, 0.6
&aﬁrwgd 1-i odopropane 20 (0.098 nm., 1.0 nmol) to
4giTvehlofoe-2tpdrity -BHFipdazuM(ﬁ]uBﬁi:og) as a white solid. 1H
1( ), 6 .8 m 2H), 3.819
%lgp l67 184 (t, 1
%par@d Eccﬁm‘dmg tcHMet%dayr s(ed B fbdn, 7- Ehl&?) %- (14, méthidkypHehyl)-1H-indazole

I IR e RN e

(233&mdp 120 meho{) Te give dinetitle- qunggaehe 10.015 g).
H i ndazol - 3- yl)phenol Prepared according to Method D
S}éﬁ 7 - (,4- yp enyl)- 1-propyl -
oron tribromde
F(r@pé)@d antqrdihg o Whetiloyt [hstdp(m fBormz- cbﬂoro@y(dLméteﬂwpeemO) 2-pentyl-2H-

et ERBL Yo 7 i SR 035 g g2 m o
cloh@met@ggetr(edproqw (0. 90715) (t 1 H, 7.49 (dd, 1 H),
5 (dd, 1 H), 9.67 (s, 1 H. M (ESI)
“ﬁ?g‘%’ &/T%Mﬁﬂ%nal( cal cd f or C16|(—|15CI Ngbo 0. (15
RH& 7.3@iB5. 76 H: 5.23 N: 9.59 Found: C: 65.76 H: 5.29
N: 9. 45. -55 WD 2004/ 031159 PCT/ US2003/ 030252 Exanpl e

44 4-[7-chloro -2-propyl -2Hindazol-3-yl]phenol Step
ExcampleHBor o- 3- (4- met hoxvphenvl ) - 2- propyl - 2Hi ndazol e 5

Pﬁﬁﬁ [ Me jstep B from
& 2%1%?%@!9[-’1 gf‘(‘%l'\@g’wr{? H-| ndazole (0.129 g,
Step ~thioro<hdime b 8. 024 g, 0.6

F‘F r)ed %Pgor&m 99% gﬂgff(é) Qt%?t gfinor?]?; %—@mok)(ﬁh%ngl )Y Bindazole

e co oun

(0 229 rgoﬁ;ﬁl mm@hy. $cmumz VdI‘BiBy(IGP%IGmﬂI 0 004 Br 8fanmdl) and 1-iodopropane
(é@@@hﬂ_ % rtnﬁm‘\ﬁ n)%cfuge 081 P) as a white solid.

.- | or o- 3- ox p

H NMR (DMSO- de) 8 0. 8896 (t 3H) 1 864 (m, 2H) 3 819 (s, 3H), 4.7004 (t, 2H), 7.08
(d, 2H), 7.184 (t, 1H), 7.5 (d, 1H), 7.84 (d, 2H), 7.97 (d, 1H).

MS (ESI) m/z 301 [M+H]+,

Anal. calcd for C47H;7CIN,O: C:67.88 H:5.70 N:9.31 Found: C:67.78 H:5.58 N:9.06.

Step 2: 4-(7-chloro-1-propyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 7-chloro-3-(4-methoxyphenyl)- 1-propyl-
1H-indazole (0.081 g, 0.26 mmol), boron tribromide (0.094 mL, 1.0 mmol) and 0.3 mL of
cyclohexene to give the product (0.057 g) as an off-white solid.

'H NMR (DMSO-ds): 5 0.880 (s, 3H), 1.85 (m, 2H), 4.68 (t, 2H), 6.90 (d, 2H), 7.16 ( t,
1H), 7.49 (dd, 1H), 7.71 (d, 2H), 7.95 (dd, 1H), 9.67 (s, 1H).

MS (ESI) m/z 287 [M+H]+.

Anal. caled for C46H1sCIN,O * 0.15 HCI: C:65.76 H:5.23 N:9.59 Found: C:65.76 H:5.29
N:9.45.
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2H i ndazol e (0.013 g, 0.043 mol ), boron tribrom de
(0.05 nm, 0.5 mmol) and 0.2 nL of cyclohexene to give

wo b@4fpsaduct (0.007 g). 1H NVR (DVSO d6): 8 0. F6HUS1003/030252

3H), 1.86 (m 2H), 4.34 (t, 2H), 6.98 (m 3H), 7.37
(m 3H), 7.43 (d, 1 H. 15 M5 (ESI) mz 287 [ MtH| +.
Anal . calcd for CL6H15CI N20: C:67.02 H 5.27 N 9.77
Found: C.66.47 H 5.21 N 9.20. Exanple 45
4-(7-chloro-1 -isopropyl-1 Hindazol-3-yl)pheno 20
Example 447- chl or o- 1- isopropyl 3- (4- met hoxvphenvl ) -1

' Met hod D B f
el R T L TR P
Sleﬁ1nﬁ1n:hboro-§ddi-lmmm¢xydlnerd/e - ﬁﬁ%lm-l-mulazolé) 024 g, 0.6
R 8RR S Sy e BB oz
(0 DRBO; g@) mn®l) Ls&Hurh dhyt%rﬁ:ld) (60% a1, 0924 3D, fgrﬁngg e(ntim -ibdopropane
(g 08 ol gl il apifgto g 22,029, 2 1
[MtH +. Step 2: 4-(7-chloro-1 -isopropyl -
S$tep 2dAd Oichivro/{2ymbeyh 2 H-dapelrdeyilphecdr di ng t o Met hod D

AFef LRAnG € ek b bE83° 38K 1o TR ER M g oropy-

Jrbindezrler(Q.013 @, (o3 nmmabidboros trivromide (y25I rohek&nendlpand 0.2 mL of

ff-whit lid. 1H
TR E S BBF Rt R008 i °C 86 (m 1y - 6. 60 (d.
lle)IMR?(DMSQ{dﬁ) 819 7647(t43H), d,86 (In,12H), .37 2], 6.28{(m, 3HYL.37 (m,
4§(&—|)1§89 6 (broad s, 1 H. M5 (APCl) nfz 287

WO 2004/ 031159 PCT/ US2003/ 030252 Exanpl e
M3 (ES1) mzB8BiMtHI+i sopr opyl - 2H-i ndazol - 3-yi) phenol

=€ Ratkd for C16H1sCIN20 Ic:_ _czz H:5.27 N:9.77 Founld) Ci5i6.47 H:5.21N:9,20.

7-chl oro-2-1sop met hoxy I 'ndazol €
Pr epar ed accordl ng to Met hod D step B from

B |qu 3- (4- net hoxyphenyl)-1 Hindazole (0.129 g,
SeinIg 7). sodi um hydride (60%in oil, 0.024 g, 0.6
4r(foshloeprdrisonropystibingdagol-3-gl)phema, 1. 0 mml) to give

ézf&?;t TchRré. 98, @pggl §84 HHendion %é@plll%@gaﬁle henol 10

Hrergrad @dceidiog tel MeghaddD ktephd ffod Bthlproc3-{4-methoxyphenyl)-1H-indazole

RTINS kol e AR it
ImL, érﬁjrrmnoj) taigiveftne title compound (0.043 g) as a white solid.

'H NMR (DMSO-dg): & 1.54 (d, 6H), 3.819 (s, 3H), 5.68 (m, 1H), 7.08 (d, 2H), 7.179 (4,

1H), 7.49 (dd, 1H), 7.83 (d, 2H), 7.96 (dd, 1H).

MS (APCI) m/z 301 [M+H]+.

Step 2: 4-(7-chloro-1-isopropyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 7-chloro-1-isopropyl-3-(4-methoxyphenyl)-
1H-indazole (0.093 g, 0.30 mmol), boron tribromide (0.094 mL, 1.0 mmol) and 0.3 mL of
cyclohexene to give the product (0.025 g) as an off-white solid.

'H NMR (DMSO-dg): & 1.54 (d, 6H), 5.66 (m, 1H), 6.90 (d, 2H), 7.15 (t, 1H), 7.47 (d,
1H), 7.715 (d, 2H), 7.94 (dd, 1H), 9.6 (broad s, 1H).

MS (APCI) m/z 287 [M+H]+.
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cycl ohexene to give the product (0.006 g). M5 (ESI)
mz 287 [MtH +. RT= 6.5 m n 15 Exanple 47

wd2¢0ropant yl - 7- (trifluoromethyl)-1 PCT/US2003/030252

H i ndazol - 3-yl ] phenol Step 1:

3- (4- met hoxyphenyl ) -7-trifluoronethyl-1-pentyl -

H i ndazol e Prepared according to Method D step B from
3- (4- nmet hoxyphenyl )-7-trifluoronethyl-1H 20 indazol e

(0.146 g, 0.5 mml ), sodium hydride (60%in oil, 0.024
Eggarrﬂ:lémrml) and 1- iodopentane (0.130 niL, 1.0 nmol)

|ve he tit 0 006 g) as a white solid.
a--ch %1\?-&3’8%3}'92’% aé%gg(()ph 1.325 (m 4H),
Sleﬂ527-(cmor022ﬁsopﬁ)pﬁy23-(4-&1etf8:bl)/phdl=wl4%-l-inﬁézole?H), 7.10 (d,

F(zrg%d’rei égi?qr&itpg tczl Xgiﬁ%dﬁ?nggap%gtoro%):\_',?;i;ﬂlg_ﬁogszgélgn’gtkéﬁy}_&iengl)-;fgl-indazole

(@129 gp 615t ryinolj; ¢ddiurh Ihydxﬁdm(ﬁt)%/lh)mllo 024 g, 0.6 mmol) and 2-iodopropane

I P to Method D
b3 il D ATRIRh o BGOSR BN, 1. 1P e P,
nmet hyl -1 H i ndazol e (0. 068 g, 0.19 mmol), boron
Step Br S1{7-gblo(b2-8@draplyl-1H-irdamoted-Y)@edol 0. 3 L of

b S0 Gab Mt DL L B2, B8 emononny-

2tndazals g0G1§ g 0.@%-nmdl), 8dn(triprottide (000504216, (.5 mradH) and 0.2 mL of
7. 72 (d, 2H), 7.87 (d, 1

“E&'gﬁ%?gegf) t%gu“ iqiﬁ%gﬁ&f%a?@ 1 H. VS (APCl) mz 349

NISKES D m/z 857 INGHI®04/ 031159 PCT/ us2003/ 030252 Exanpl e

F(lﬁ-éls[n% propyl -7-(trifluoronethyl)-1 Hindazol-3-yl]

enol epl

3 (4- met hoxyphenyl )-7-trifl uoronethvl-1-propel -

Btanislas9! e Prepared according to Method D step B from

3- (4- et hoxyphenyl )-7-trifluoronethyl-1 H 5 indazole

4-0-nergyly’ -(toiflgoraraethyl) détindaroldtyllokenad0% i n oi |, 0.024

Sop - &.EWho:3Berky) 1. HOEARINEL (80P Hisaris0 mo!)

O givethne trtl e conp as a wirte solid.

g)
F"FBPNMR aconEing de Neﬂ&d)D 916{;88 (rom Siéﬁ-melhca(@ﬂle(nyi) 72Fjlyoromethyl-1H-

Qg&%@ @314 3t o, 5Afnr141§l)(%odatl.§'mh}/dﬁ el%é)(ﬂ/g ip of £H. 22{293%(5%0?) and 1-
ipdgpentana( 1@@51[ (#OHNmnol) tq give the fitle compound (0.068 g) as a white solid.
"H NMR (DMSO-ds): & 0.857 (t, 3H), 1.325 (m, 4H), 1.852 (m, 2H), 3.828 (s, 3H), 4.458
(t, 2H), 7.10 (d, 2H), 7.35 (1, 1H), 7.84 (d, 2H), 7.87 (d, 1H), 8.32 (dd, 1H).

MS (APCI) m/z 363 [M+H]+.

Step 2: 4-[1-pentyl-7-(trifluoromethyi)-1H-indazol-3-ylphenol

Prepared according to Method D step C from 3-(4-methoxyphenyl)- 1-pentyl-7-trifluoro-
methyl-1H-indazole (0.068 g, 0.19 mmol), boron tribromide (0.094 mL, 1.0 mmol) and
0.3 mL of cyclohexene to give the product (0.032 g) as an off-white solid.

'H NMR (DMSO-dg): & 0.8553 (t, 3H), 1.3208 (m, 4H), 1.843 (m, 2H), 4.4426 (t, 2H),
6.92 (d, 2H), 7.338 (t, 1H), 7.72 (d, 2H), 7.87 (d, 1H), 8.30 (d, 1H), 9.728 (s, 1H).

MS (APCI) m/z 349 [M+H]+.
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Step 2: 4-Fl -propel-7-(trifluoronmethvl)-1

H i ndazol - 3-yl | phenol Prepared according to Method D
W@ @p/081159 om 3- (4- net hoxyphenyl ) - 1-propyl - 7- t PCT/US0E030252

methyl -1 Hindazole (0.058 g, 0.17 nmol ), boron

tribromde (0.094 nL, 1.0 mmol) and 0.3 nL of

cycl ohexene to give the product (0.047 g) as an

off Y\/n)“%e solid. 15 1H NWVR (DMSO-d6): 6 0.9065 (t,

gipp 5 (m 2H), 4.413 (t, 2H), 6.92 (d, 2H), 7.34

4([11qproﬂyIH)-(trlﬂuJrﬁn(éfhymﬂ}lrmaai’d -3-¢llphkend), 8.30 (d, 1 H),

qup 3((2 mejthXVDhenvl) ﬂt: %Iu%rome%hv?% prJ)pvl HL, mdaz%i(anpl e 49

Pﬁep[aled SeaFdy to me(n‘oal[f ktep IBOfrein B4 métHokypharw)-7 drifjuotqrhethyl-1H-

el Bgp o 9 FHERlh oS kiRt b ot P co i Bonyanc -

|cmbﬁn>p8né (COOQSSm(_M o'hiol) yopdies sHe)titlé -cormipblind (Co0ES d)ds-alwhite solid.

"RV s too ragts A b8 5 BHb - DESlRc o 440 (2. 710 @

2H; 0736T(I|1H)t¢85I(u62H)hE 8oi(t) mH)cemspaunrH)( 0. 043 g) as a
’\)[é o] NI\/R(DI\/ISOdG) 6 1.54 (d, 6H), 3.82

wrﬁ]" .10 (d, 2H), 7.351 (t, 1 H),
751(d 1H, 784(d 2H) 7.89 (d, 1 H. M (APC)
Stéz 23851 bd&fkbirl}?h(trlfﬁkﬁ@n@thvl) 1H-|ndazol 3-vl]phenol

4-7 | | - t d
Fiaie SSBraPd B S frrd SAmRbBPEREY” Erforyky-tifuoro-
n?etlﬁﬂ-—‘lﬂﬂhhmzo}q;tﬁ‘:*@ﬁd ¥; 0. 1|780!}D|bk),plyd>reﬂ -tnbromlde (0 094 mL, 1.0 mmol) and
dazol e
b BriRs Rl G BERT et [P emohinE o
1H)NWIBNBK/B®3—dJ 03 919065t(h6|-t)r13551¢1’h 21), 3213, 2t%), 8192 (d, 2H) 7.34 (t,

2004/ 031159
1%? %&f&%ﬁ%ﬁ@ﬂ%ﬁ?&(@ﬂ%ﬁ%&ﬁ ‘1.53 (d, 6H),
MS P Cimm/A8D1 [(M:H925 (d, 2H), 7.33 (t, 1H), 7.725 (d,
2H), 7.86 (d, 1 H, 8.29 (d, 1 H, 9.71 (s, 1 H. M
(APCl) mz 321 [MH +. M5 (ESI) mlz 319 [MH-. 5
Exaaiple dal cd for CL7HL5F3N20: C.63.75 H 4.72 N 8.75
Found: C.63. H: a e 50
4030 aory 74 igp bt Frdase FESTRbSNRC o st ep 1.
Skephit 344 ?he‘trhw@blﬁeri?m(74mﬂmmmmhmmplp}oni/l H-Iilndixazlel e 10
R S350 A RR R R ToR 2Ry Ftgromete
ifda&dlentol4p, g, S@)Ehrnmblblyshdum hiy6ddé (60%ir oil,00.028 gg0.60mdal) and 2-
ic%%lrgpaneqo % In)(L Qrd) mmo?) to give the title compound (0.043 g) as a white solid.
'H NMR (DMSO-dg): & 1.54 (d, 6H), 3.82 (s, 3H), 5.00 (m, 1H), 7.10 (d, 2H), 7.351 (4,
1H), 7.51 (d, 1H), 7.84 (d, 2H), 7.89 (d, 1H).
MS (APCI) m/z 335 [M+H]+.

Step 2: 4-[1-isopropyl-7-(trifluoromethyi)-1H-indazol-3-yliphenol

Prepared according to Method D step C from 3-(4-methoxyphenyl)-1-isopropyl-7-
trifluoromethyl-1H-indazole (0.043 g, 0.13 mmol), boron tribromide (0.094 mL, 1.0 mmol)
and 0.3 mL of cyclohexene to give the product (0.032 g) as an off-white solid, mp 156-
157°C.
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(0.043 nL, 0.5 mmol) to give the title conmpound (0.085

g) as a white solid. "H NWVR (DMSO-d6): S 3.8 (s, 3H),
wd2@4/06ds9 1H, J = 17.083Hz), 5.17 (m 3H), 6. 0BCT/I$2003030252

H, 7.08 (dd, 2H), 7.16 (m 1 H, 7.24 (m1 H), 7.88

(m 3H). 15 M5 (APCl) mz 283 [MtH +. Step 2: 4-(1

-allyl-7-fluoro-1 Hindazol - 3-vl)phenol Prepared

BRI N5 00 RBS P b M, . pi e 1, 7725 @

2H)j TWBBh 181) (D29 Td) 18)), D72, rtal ), boron tri brom de

) and 20 0.3 nL of cycl ohexene to
l\gqg&éazg(?'l)lmfzrod liji 0.055 g) as a tan solid. 1H NWMR

MWMSWBMH% (d, 1 H J =17.79 Hz), 5.13 (m

AE’H%). fa&sj ?ﬁ;_&%ﬁ%sé\?bz %6639{}3( 4% 7 dﬁ@75§?”%§hé%ﬁﬂ§&wff7ﬁz@§§8-

269 [M+H] +. 25 Exanple 51 4-(7-chloro-1

)&yﬁ ntyl -1 Hindazol -3-yl)phenol Step 1:
£ Igfsg 1-cycl opentyl - 3- (4- met hoxyphenyl ) -1

4-(1raltyd7Z Sluoreriébindezoleylphtneg t o Met hod D step B from

NS R, (0,12 2

Rrepargd anq;brdlyg lto pethod D sBp Bifrom déudd- &Oﬂmethoxﬂpr@nmmH)mdazole

b9 Oﬁl %?}EBBI'& G%O%IL@Q W@@%%Gé‘%jﬁb%ﬂ %@‘3( %4 fn'_liygl) %Tﬁljylbromlde

(0943 g}q) 5ngel) t¢ give theitle ona®und (0.085Hy) asa Whité solidl H) ,

i ﬁﬁ%z@“’ﬁj\%ﬁ}) 5585 55 G310 SRR AT b 45088, 6.08 (m,

18D ep08 (dd4 2HY,- e n,otH), 7.2¢ CinotyNT BB (rh, 3H).
mgg/nd%g /z§8 Mm]gnol Prepared according to Method D

rom chl"or o- 1- cycl opent yl - 3- (4- met hoxy-
henyl) nmet hyl -1 Hindazole (0.063 g, 0.19 mol),
eP 8h41(t-aivl-drilugro-1 B-indazak3-ylpt@hol nmmol ) and 0.3 mlL of

LR 0,50 5 0588 gy -

metegd-1¢hindzaagle (OZOTngg( R254riNol) 5h@ o8 1 brpm]dﬂ) (0.@489L( d.0 mmol) and
2 7.95
Ozé‘pn’l. o?c ol{etxenélt v og'rg‘gro&%t @O% %E%fa? s(r?ﬁd 3503

ﬁe) &&I%d(df dH, CE8HI7RCHIR G. 130(nb BHH2E08 GG 7HY, &.90(dd,
2'F'|)57$?4 rw 479 269k, S7BTa Lt 8138 1) 8- 47 10

MS (ArIerCI) m/z 269 [M+H]+.

Example 51
4-(7-chloro-1-cyclopentyl-1H-indazol-3-yl)phenol
Step 1: 7-chloro-1-cyclopentyl-3-(4-methoxyphenyl)-1H-indazole

Prepared according to Method D step B from 7-chloro-3-(4-methoxyphenyl)-1H-indazole
(0.129 g, 0.5 mmol), sodium hydride (60% in oil, 0.024 g, 0.6 mmol) and cyclopentyl-
bromide (0.107 mL, 1.0 mmol) to give the title compound (0.080 g) as a white solid.

"H NMR (DMSO-d): § 1.70 (m, 2H), 1.88 (m, 2H), 3.817 (s, 3H), 5.821 (m, 1H), 7.08 (d,
2H), 7.17 (t, 1H), 7.49 (d, 1H), 7.83 (d, 2H), 7.97 (d, 1H).

MS (APCI) m/z 327 [M+H]+.
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4- (7-chl oro-2-cycl opentyl - 2Hi ndazol - 3-yl ) phenol Step
1:
wQ 2@hloaris® 2- cycl opent yl - 3- (4- met hoxyphenyl ) - 2H¢TUS205/630252
Prepared according to Method D step B from
7-chl or o- 3- (4- met hoxyphenyl )-1 Hindazole 15 (0.129
g, 0.5 mmol), sodium hydride (60%in oil, 0.024 g, 0.6

VBRIV AP, (ES1) nfz 327
PrebMiet] ddcofdli®p t@: Method D step C from 7- chloro-1 -cyclopentyl-3-(4-methoxy-

pw;-g;e@y?-a@ama&%%g?@mhozb AR hROER 02 i 105
mifiob)lEnd 08 e el dprextbyéd toBgi(/@ftheairb@Joy {0.048 g) as an off-white solid.

; - et - j n 0 0. Qp4 .0
B i B i d B .22 1Mo 5t il BEES i gy 680
219y Zl1Bhexene7 4D(d hg?r’ 1.2156421: plydtz%e(% me)a,lggaaéa S(Méac[ssnw).
= 0. m n anmpl e
M?(§§BW/6§%W+IH]{ opyl -1 Hindazol - 3-yl ) phenol Step 1:
Aﬂalf tAed for T fHy-OBLO 0XyFthEFY €:67-18r ldped4- N:8HF0 RolawolCe67.13 H:5.28
Lﬁpared accordi ng to Method D step B from
I'uor o- 3- (4- net hoxyphenyl )-1 Hindazole 30 (0.121
g, O 5 mmol ), sodium hydride (60%in oil, 0.024 g, 0.6

E i @d 1-i odopropane (0.096 nm_, 1.0 mml) to give
¥#OPIE 4 e compound (0.074 g) as a white solid. 'H NMR
4(('DNB[BrdQ)-¢yo$o;£élﬁ)’d&H-tnda3bl)-3-yll)pB&ndlq, 2H) 3.81 (t,

2 m 1 H),
7 —ez 285
PEdwaradmcoﬁﬁthB I\Zé}ﬁéd Q)Sélté@B fﬁmﬁmsz(@mmypsem) -H-indazole

or o H ol hegno €
db#gmp(g?)wg?cﬁ r%glgqeelé)éEgﬁ ﬁr} 8%‘1’130&2 8 §% rlnrrP é?w%r&félopentyl-
bﬂanﬂd@(lm 077mt.) Uo mum@) {Agiveetheditly shepglnd (Ocaddg)l. - 1
0. 197 I b trib id
N&E%(d[))a Zﬁ{(@%ﬂﬁm) and 5m803)rrL 81[o<r:]yclrlohg%nneeto
give the product (0.051 g) as an off-white solid. 'H
Shéyi2:( DVEh ol 6)2- C\&IQBS!EZIH{indaZEM_ﬂle@_J(m 2H), 4.458

P{}e%e{??ccﬁgﬁ‘g(% y%'ﬂ%dg b %%)o( gl frglé7'79(ch1070§ él%}(l %(1!4 -methoxy-

pheérzyl)ATidthyNHH{|neazold (OBRANg| @0%2 mmol), boron tribromide (0.10 mL 1.05
mé}nélyarﬁc] 9" 6r BleRR¥kerd o gRAARO brodudt (bIRE 2!

MS (ESI) m/z 313 [M+H]+.

RT= 9.64 min

e
N

Example 53
4~(7-fluoro-1-propyl-1H-indazol-3-yl)phenol
Step 1: 7-fluoro-3-(4-methoxyphenyl)-1-propyl-1H-indazole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxyphenyl)-1H-indazole
(0.121 g, 0.5 mmol), sodium hydride (60% in oil, 0.024 g, 0.6 mmol) and 1-iodopropane
(0.096 mL, 1.0 mmol) to give the title compound (0.074 g) as a white solid.

"H NMR (DMSO-dg): & 0.835 (t, 3H), 1.87 (q, 2H), 3.81 (t, 3H), 4.475 (t, 2H), 7.075 (d,
2H), 7.16 (m, 1H), 7.227 (m, 1H), 7.84 (m, 3H).

MS (APCI) m/z 285 [M+H]+.
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Step 1:

7-fl uoro-3-(4-net hoxvphenyl) - 2- propel - 2Hi ndazol e
wer@pasad according to Method D step B from  PCT/US2003/030252

7-fluoro-3-(4-nmet hoxyphenyl)-1 Hindazole (0.121 g,

0.5 mmol ), sodium hydride (60%in oil, 0.024 g, 0.6

mml ) and 1-iodopropane 15 (0.096 nL, 1.0 mml) to

give the title conpound (0.006 g). Step 2

s‘%%é:z SR04 RL-3-y!) phenol  Prepared

or
Peeparexp dcedtding uior ideBiod 45 raberh € frpime frpkgpyl-7-fluoro-3-(4-methoxyphenyl)-

nﬁHr’attltn -\rﬁlgf &aggior%&)z@ﬁ%((pa&f)ﬁm%l %D%]TFIB%J\% &@mﬂﬂf 1.05 mmol) and
Oc?ymL@tﬁ ex@d@xeme tol give thlaear@d@@l &@51( 9). oD BT vhiteVBolidES| )

H-|n é wfé@ 5 o8l g%gg(nfzﬂ)', Y9E8 (¢ oH)SEB"@PYLY, ¥ 13 (m,
1) 7.2 tro, 1), zaﬁr(ctngi) 2.804d,MH)NBLOPKRAV)) - 1 H- i ndazol e

g to Method D step B from
@%&fggr o-%-ﬂ:@[ m;,l?hoxyphenyl) 1H i ndazole (0.121 g,
0.5 mmol), SOdI um hydride (60%in oil, 0.024 g, 0.6
E’t}%m e 8#d 2-iodopropane (0.10 nL, 1.0 mmol) to give
e 'e conpound (0.088 g) as a white solid. '"H NWR

4é(rbm;®rdezrprd@ylbzmnqagolel-»llph@nau (s, 3H), 5.085 (m

. 7.222 (m 1
51§B17 1, 3-fh o238 P26 vo
PZW&@E&GCEQIHE’@ N@B@&BW&@m Blﬂeproz?e (4-methoxyphenyl)-1H-indazole

ér‘lgg %rqfo W?g@(ﬁg@ﬁ% 20 IOQ%Q%’b)B%I%BBland 1-iodopropane

accor ste
(G.006 mtx a-01mmob e oive Ithestlt(ezlccnmdmod@a%g} )- nmet hyl -
H-indazole (0. 065 g, 0.23 mmol ), borontribrorride

0411 0p | f cycl ohexene to
?/%4 fludro G m?n&ff white solid. 5 "'H

Hmmr(é@mscprdmp togMetred P stem19) from Bepworyhy -fluondy3-(methoxyphenyl)-

%Q%?mdgz (d 5@)6 é ?')0’21 r%él)(l%r% Jcntﬁ%mldész)%S( n?)L g@lmmol) and

cycl@@qepqa @p gige e product (0.000

$|:_75| b5 Pt Rdrgepr opyl 2H-i ndazol - 3 yl ) phenol Step 1:
7-fluoro-2-isopropyl -3-(4-met hoxyphenyl)-2Hi ndazol e

Prepared according to Method D step B from

EanH#I@'SQ 3- (4- net hoxyphenyl)-1 Hindazole (0.121 g,
. 5 ol sodi um hydride (60%in oil, 0.024 g, 0.6
%?dﬂqoran 'SQPFW&ﬂHdﬁHﬁ@l Ivnhenel | 1. 0 nmol ) to give

$tBS 1t v IlLSroCREBBY-3--BRthophenyl)-1H-indazole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxyphenyl)-1H-indazole
(0.121 g, 0.5 mmol), sodium hydride (60% in oil, 0.024 g, 0.6 mmol) and 2-iodopropane
(0.10 mL, 1.0 mmol) to give the title compound (0.088 g) as a white solid.

'H NMR (DMSO-dg): & 1.54 (d, 6H), 3.81 (s, 3H), 5.085 (m, 1H), 7.075 (d, 2H), 7.159 (m,
1H), 7.222 (m, 1H), 7.845 (m, 3H).

MS (APCI) m/z 285 [M+H]+.
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15 Step 2:
4-(7-fluoro-2-isopropyl -2H i ndazol - 3-yl ) phenol
wer@pasad according to Method D step C from  PCT/US2003/030252
7-fluoro-2-isopropyl -3-(4-nmet hoxyphenyl ) -
met hyl - 2Hi ndazol e (0.007 g, 0.025 nmol ), boron
tribrom de (O 05 ni, 0.5 mol ) and 0.2 nL of

| gh 0.,006 20 M5 (ESI
step2: A7 g g ABES Y ibont 'y - g) met hyl - 1( H- 1)1
Pregazal acdonding tbh\mithbd Btﬁep IIl:from 7-ftlur?ro -1- |so|E)I_ropyI -3-(4- Imethoxyphenyl)—
me 0
o i TSR VERE M B Dt ) o) an

0.3 mitedioycloBexeherte givestlys predytt)(0.D4He) aslar offevhiteGolid.2 g,

B Blvdo SR b i Ghb Tabolm, 11, Boyenadry gt 724 om
’”‘mem‘(ﬂjﬁ'l)wﬂm&quﬁﬂl)(@fs@?_(br@d @9H)L white solid. Used as
M§ ([‘:§W6W)|;%% WE@ her characterization. 30 Step 2:

hyl -1 H i ndazol - 3-yl ) phenol Prepared
accor di ng to Method D step C from

1 al 1?57/46 - (4- met hoxyphenyl ) - 7- net hyl - i ndazol e
, 0.23 mmol), boron tribrom de (O 10 m,, 1.05
4-r(l7ﬁﬂh)>rcaadsdbr3pmi=2mndazpBB-tyl)phemm to g| ve the product
as a tan_solid
;l" §10) l")

S ‘? 0ie SD5RR) -3 =
Pfapéﬂad(éhﬂ:orcﬂnd-b Mbthd@ O step B—fmmG’ Y (3#04 rﬂethl)xypﬁeriw 1H-indazole
(07%8109}(_(%5 nln(?_; IUB’b%deéé (6{0 o gf/é) (i%gg M‘ﬁggﬁd g@dopropane

(4. \0+hdL+1.0 maxmmwetrﬁautmopmaumq(om?(g)n fluoronethyl)-1
H i ndazol - 3-yl ] phenol Step 1:
4. et emél 1 Hindazole

L,
B from
PB:plarechatdoadiyp teelpthipd D stepfG tromofriudrgi2-igopiopy3d@dzoetboxyphenyl)-

. : 5 1), [ [ de. o | i
oihA%R B P 40 TP GuI 3 (0B, o
012amig iof/eycidiexene foegivsothp protiic{ 0.@W271)g) as a white solid.
N*E‘B%%ﬁﬁé WWM further characterization. Step 2:

{ (trifluoronethyl)-I1Hindazol -3-vil phenol
Prepared according to Method D step C from

- 3- (4- net hoxyphenyl )-7-trifluoro- 15
Er#%'t%hll‘%%?ll—l-l ndazol e (0.027 g, 0.08 mml), boron

4t(n-idﬂybmmwlm&-m_duzpl-&-yoﬁhml ) and 0.3 nL of
sg%qclf:84_“-811%‘?-@34-%8’:5’:%%%hé%-ﬁﬁw%%?-‘i Hi8% 9) as a grey

Prepared according to Method D step B from 7-methyl-3-(4-methoxyphenyl)-1H-indazole
(0.112 g, 0.5 mmol), sodium hydride (60% in oil, 0.024 g, 0.6 mmol) and allylbromide
(0.086 mL, 1.0 mmol) to give the title compound (0.027 g) as a white solid. Used as is
without further characterization.

Step 2: 4-(1-allyl-7-methyl-1H-indazol-3-yl)phenol

Prepared according to Method D step C from 1-allyl-3-(4-methoxyphenyl)-7-methyl-1H-
indazole (0.027 g, 0.23 mmol), boron tribromide (0.10 mL, 1.05 mmol) and 0.3 mL of
cyclohexene to give the product (0.020 g) as a tan solid.
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'H NMR (DMBO-d6): 6 4.83 (dd, 1 H), 5.12 (m 3H), 6.04
(m 1 H, 6.93 (d, 2H), 7.36 (t, 1 H, 7.73 (d, 2H),

wOo2886310189 1 H), 8.32 (d, 1 H), 9.74 (s, 1 H).PeBUSHESH30252

mz 319 [MrH +. 20 Exanple 59
4-1 2- aIIyI-7-(trifIuororrethyl)-2|—|—indazoI-S-yI]phenoI
Step 1:

B B BB 0 B 59880 1, 0.
(85 Z2H); OB ¢ty v phemid er THY,I7A.12 (@oeEyat80/(d; 1H)H0.6008 (sntidizol e
I\g,g(%élgn%zz% ﬁﬂl\”_g]gl sodi um hydride (60%in oil, 0.024

aIIberon1de (0.086 n., 1.0 nnDI) to
give the title conpound (0.007 g) as a white solid.

W@I mz 333 [MtH] + Step 2:
-tZ2-alTyl-7-(trifluoronethyl)-2Hindazol -3-vll phenol

4301 -athydF e(triftu aroowtllyl i Hiind ddel-Bad]pReadbkep C from
II I - met hoxyph ) -7-trjfluoro-

st sh MMM?@%%‘JM%B bor on

Rrepdred micdarding . ta Method [D sﬁlﬁ; Brih) 3-44ehetifbx@pdnydf7-trifluoromethyl-1H-

BB PR ey .5t ool WVGar' (g2 G o giRace 0 mmal) and

SHZIpYAUsae (BOBB0R52.0 rExal)yib giveahel tifel compound (0.027 g) as a white solid.
Usce\él(asq?mﬁ%dtf ﬂ){el}rlt’:ﬂér%ct%ngg_tl()ﬁqazm -3-yl)phenol Step 1

1-cycl open et hoxyphenyl ) -1
Hi ndazol e 5 Prepared according to Method D step B
Step i Z- H-Ialln‘dﬂa(ithmermihﬁbmem-vl]phlelnolndazoI e (0.94

Fﬂr_ﬁ%%eg éggglld)n(g &P étflgqohbg%t'gﬁqec (ﬁ%?rgof %Iyﬁ% -(4- n ﬁb%ﬁ%l%snyﬁ g -trifluoro-

ew ‘tfh@damlqe éO @ah@o@rﬂﬂi moeobgrpnatsbr@mm {@®1& oili, d,05mmmol) and

d@mL@f%cl&l‘T&@WBtW?i @td éi(ég%?gf%} 3§E¢l}y féd882 (m |

', RVR(@MSQ1e)); 57.8% (ddm1HL 2 (M, 218), Gra4 QH)‘lS H)76$g (@dZH)L 7.36 (t,
{ e
121)) 7?3 %I(%I eﬁ{g%? (dﬁ-f)uor o(dﬁﬁ-) Fgﬁ#agsg/ﬁﬁ% yl) phgnol

|I)GMZ§tQ:WﬂT|]r'rg to Method D step C from
1 cycl opentyl - 7-f |l uor o- 3- (4- met hoxy- 15 phenyl)-1

H i ndazole (0.57 g, 1.83 mmol ), boron tribromde (0.70
EMampie 38 nmol) and 3 nL of cycl ohexene to give the

AR - Foroletiyi)-2H4R44201- 8 pHenol

Step 1: 2-allyl-3-(4-methoxyphenyl)-7-methyl-2H-indazole

Prepared according to Method D step B from 3-(4-methoxyphenyl)-7-trifluoromethyl-1H-
indazole (0.146 g, 0.5 mmol), sodium hydride (60% in oil, 0.024 g, 0.6 mmol) and
allyloromide (0.086 mL, 1.0 mmol) to give the title compound (0.007 g) as a white solid.
MS (ESI) m/z 333 [M+H]"

Step 2: 4-[2-allyl-7-(trifluoromethyl)-2H-indazol-3-yl]phenol

Prepared according to Method D step C from 2-allyl-3-(4-methoxyphenyl)-7-trifluoro-
methyl-2H-indazole (0.007 g, 0.02 mmol), boron tribromide (0.10 mL, 1.05 mmol) and
0.3 mL of cyclohexene to give the product (0.007 g).

MS (ESI) m/z 319 [M+H]+.

RT=9.1 min
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np 131 C; 1H NMR (DMSO-d6, 500 MHz): 6 1.697 (m 2H),
1.880 (m 2H), 2.124 (m 4H), 5.255 (m 1 H), 6.90
W@ dgo4@P159 7. 12 (m 1 H), 7.21 (m 2H), 7.73 (drPCRE¥2003/030252
7.78 (d, 1 H, 9.643 (s, 1 H. 20 Ms (ESI) nlz 297
[ MkH] +. Anal . cal cd for C18H17FN20: C:72.96 H:5.78
N: 9.45 Found: C 73.17 H:5.73 N.9.60. Exanple 61
4-(2-cycl opentyl -7-fl u oro-2H1i n dazol -3-yl) p hen
o1l 25 Step 1:
Eramplel @hent yl - 7- f | uor o- 3- (4- net hoxyphenyl ) - 2H i ndazol e

PR G kDAL BB T ol 0 (0. 75 o,

Sthp11:r@@g@ﬂﬂmhvﬁﬂ#@@@%ewl)ﬁ&nd@zdl@4 g, 3.1

TR e RERE b 08 el pd o G

((mdeg 2:8 mmol), sodium hydride (60% in oil, 0.148 g, 3.7 mmol) and cyclopentyl-

brér epa @gggp d’l’\r}?é[) EAO&%?}?%HeBQHﬁ{)%%&F ﬁf&eg%lte solid, mp 70-

7?Tbyclopentyl 7-f 1 uor o- 3- (4- met hoxy-

1 ( 0
PREIY (DmEG-Af L0 ! 2P pel o ok § Pty 4054 (5. 31, 5.252
(roytHoRET dads 2H), TG émt He), Frasdie 2H).. sm(ogﬂ Has afitd a2Hber
64 1\R:2004/ 031159 PCT/ US2003/ 030252 ' H NVR
%’H@) gml 23(m oH), 1.94 (m 2H), 2.118 (m
,496(m1H) 6.98 (m 4K, 7.25 (d1H), 7.36
: pRftyl-A ; lpheol 297 [MeH +. 5

PF@P%&HI g%g'ﬁl‘g( ey Il\&eﬂﬁodor[)o s%lp b%%m") 1L dychobettyOF ARS8RY ) methoxy-

nol

pherwﬁtw-tsldaqua@ré? rgoﬂyfﬁﬁw amyal), bprqretr(brcamﬂe i(I7Qonlopf.gpymyol) and
3 ﬁ&dyeﬂﬁé@n% tE@%Qﬁ@@ﬁG&%‘%ﬁ%@ a3 Wik Wi %ﬁ D step B

from 7-chl oro- 3- hoxyphe azole (0.108
Mp 139°% ol ), sodi um hydri de- (60%| noil, 0.016 g, 0.4

R o %e%vg%hsfw%wogga%ggf@og%% g
1("DI@S@@6¥H) g 122 @% 1Hn 7.2Hm, ZHBZ.734d 7-78.(a31H)nP-648is, 1H).
F?g)g,g/z M+;,]22 (t, 1 . 7-55 (d, 1K), 7.84 (d
Bhle

N,ea PCI) m z 355 [ M+ 15

grled fq4_C(1§H1fﬁ @.XZQ@,H§ 78 N:9.45 Found: C:73.1 H 5.73 N:9.60.
3 trifluoropropyl)-1Hindazol - 3-yl ) phenol Prepared
according to Method D step C from

Exa@ple$h- 3- (4- met hoxyphenyl ) - 1- (3, 3, 3-

4I(ﬁicfyk ?eamﬁnwarabrrmdaéé\zsl&,gpﬁ&QQOS g, 0.022 nmol),
Sg?éi).n ."’. de . m;ol) and 0.2 nL of

Prepared according to Method D step B from 7-fluoro-3-(4-methoxyphenyl)-1H-indazole
(0.75 g, 3.1 mmol), sodium hydride (60% in oil, 0.124 g, 3.1 mmol) and cyclopentyl-
bromide (0.36 mL, 3.3 mmol) to give the title compound (0.055 g) as a white solid.

Step 2: 4-(2-cyclopentyl-7-fluoro-2H-indazol-3-yl)phenol

Prepared according to Method D step C from 2-cyclopentyl-7-fluoro-3-(4-methoxy-
phenyl)-2H-indazole (0.055 g, 0.177 mmol), boron tribromide (0. 70 mL, 0.74 mmol) and
0.3 mL of cyclohexene to give the product (0.03 g) as an amber solid.
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M5 (ESI) mz 339 [MH -. 20 Exanple 63
4-(1-cycl opentyl -7-fluoro-1
woRidaae? - 3-yl ) - 2- met hyl phenol Step 1: PCT/US2003/030252
1-cvcl opent vl - 7-fl uor o- 3- (4- net hoxy- 3- met hyl phenyl ) -1
H i ndazol e Prepared according to Method D step B from
7-fl uoro- 3-(4-net hoxy- 3-net hyl phenyl)- 25 1 Hindazol e

R s ): TIoa3 e | 5“%%"%'&5(18%0%' Ro. %88 ;1805 98 (m,

4#1)37%\/(3 1H)e736(d QI—%S ( ZH)Q ;512)( H4NIVR (BDg/?g de) :
m ) , 3. ,
M§AFS')5”}§%19(£'Y‘+H1[* H, 7.06 (d. 1 H), r7n.14H%m 1 H),(S
7 23 (m 1 H, 7.69 (m 2H, 7.81 (d, 1 H M (ESI)
F [MtH +). 30 Step 2:
Eﬁarme Iopentvl 7-fluoro-1

Al F106R94(3,3; Mrbftu&rmbbyl)msmhzauaapwmmccor ding to
Met hod D ste_4 :

Stepclich- - 3 B
Pkédal%@é&bﬁjlr{%komeiﬂod 2) §t§p Bﬁﬂir& 7- dhﬂfr@ﬂ (ﬂrméih@twdmwm%&dazole
TG 0.4 G0 g fodtum Ry ologhy oy D108 b 0% gy Bnd 3.3
trﬁl@@%mma@muﬁom PR HR glvd-ihélftiﬂé (:@hﬁ@rcdie(p 008 g).

%MR égg@%) 57%. qq) m 2@%@%2( }L%ﬁj(é'&}a %'é') aq{fﬁé%{,“zm, 7.22 (,
114), 954 nH§l 7@4(d72ﬁ9g1(%(g11lﬁ? mZu 79 (Ag, | 1 H)l, g.?4o

Y4 + .
N&l@ﬁf‘é 5%\"(7‘5‘ 53 H 6.17 N 9.03 Foung: 0?23?31 o
H: 6. 10 N:8.90. 5 Exanple 64

Sfefd 4- & -ﬂ'l)oré’ *I((B[ﬁ,i—trlﬂlﬂbm&idml17+ihdazol-3-vl)phenol
H i ndazol g

13- di :
Pienar e Poe DY AD RO G pitelry Fm vl ERP - MSHherpRIep v 3.3
tr’tﬂubmpS&mI)el HRihelp2o1€ d0.808 ay, do. O242 trmnM&,t bordn Dribtoapdes (@.r @nmL, 0.5

P faL panos hg’ﬂgi‘g%’?"ﬂ%lf &B)r@%rqj’de (60% i n

M8 (ESIDm26IBgM-H]-6 mmol ) and aIIyI brom de (0.138 niL,
1.6 mol) to give the title conmpound (0.26 g) as a
white solid. '"H NWR (DM5O-d6): 6 3.73 (s, 3H), 3.80
E(><.‘am|dl§é-$3485(dd 1H, J=1.5 and 14.65), 5.1 (m 3H),

46“6"4“‘%5!)9?‘13" -fluoiroz']al-l nga%gl(-%gl) er:fIW%lﬁe %i and 6.14),

SteB3: T-cBdofemntyl-ZHuoyo-31&5 méthdxizS-methnyiph86:3)-1 H%ﬂdlaiole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxy-3-methylphenyl)-
1H-indazole (0.76 g, 0.4 mmol), sodium hydride (60% in oil, 0.120 g, 3.0 mmol)
cyclopentyl bromide (0.321 mL, 3.0 mmol) to give the title compound (0.75 g).

"H NMR (DMSO-dg): § 1.70 (m, 2H), 1.88 (m, 2H), 2.13 (m, 4H), 3.842 (s, 3H), 5.26 (m,
1H), 7.06 (d, 1H), 7.14 (m, 1H), 7.23 (m, 1H), 7.69 (m, 2H), 7.81 (d, 1H)

MS (ESI) m/z 325 ([M+H]").

Step 2: 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)-2-methylphenol

Prepared according to Method D step C from 1-cyclopentyl-7-fluoro-3-(4-methoxy-3-
methylphenyl)-1H-indazole (0.70 g, 2.16 mmol), boron tribromide (0.82 mL, 8.6 mmol)
and 1.0 mL of cyclohexene to give the product (0.15 g) as a white solid, mp 107°C.
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Step 2: 4-[1 -allyl-7-(trifluoronethyl)-1

H i ndazol - 3-yl ] benzene- 1, 3-di ol Prepared according to
woRhos1 1D step C from PCT/US2003/030252

1-allyl-3-(2, 4-di met hoxyphenyl)-7- (trifluoronmethyl)-1

-Hindazole (0.065 g, 0.18 mmol ), boron tribrom de

(0.136 n., 1.4 20 mmol) and 1.0 nL of cycl ohexene to

N 6B 8 (v e e 2 Bl 44 STyt 690 @
18N . 17 (A Op) 7. 25(.%%1%)4 O&s((j(au 12461) HZ .60. (glzrg, P89 (g rmH)r@ 540 (s 1H).
NF%(OEQS:D(;’Q%?% [%"dd 1 a,n 7. 85- 7) 87 (m (1$H) i
ABall 42i8d 1 QgH AN C:28.5D H(at DRD.63 Fdurid) C:78.8PHB0t0k3.90.

s, 1 H 25 M5 (ESI) mz 335 [ MtH +. Anal . calcd for

C17H13F3N202: C:61.08 H: 3.92 N 8.38 Found: C:.61.02
Bxaihplé64\: 8. 28. Exanpl e 65

4 kTR B oAbl etz 8 [y iBatiete ,-lo

Steit 2: ﬂ-amJI-BE(QMQdWﬂMVMen%VS(WIUOIWﬂetW%1H1-irfdlaméomet hyI
bl ep PG PR BB B9 4 S AR Pl B Borometry.
1H-||hﬂa@1'630 82 (gl1mng10l)4scﬁﬁurmhgbr)dze @g& anhgm)ﬁs@(e) 1£166r®91nifi)mnd allyl
oforgie s o ol Reote BRGIeSHIBRRRE RE259 2 dng sora
"MMNIVR ( QMsc?idtgogaés ¥28s,1219), G;80 @6 3MD 280 EHd)IH]1391.5 and 14.65), 5.1
R0, S RS P b A8 By 725 . 1w,
763558, (ily) 7.85-H87 Jm, ?4)3 agdszi_é) Hé) ,396.(35 ((11, H1 5"_ §:4
@&%%@%&*ﬁ* J= 7.3 Hz), 7.88 (d, 1 H J= 8.1 He)

Ms (ESI) mz 365 [MH] +. 5 Anal. calcd for

Sﬁéﬁ IlQ-H:BBIBﬂ}Z (triBu6PNESW:- G- Blakbl B-ADeRranedt 3Gid2. 52

L{eTafe s %CPS%% tr?SE\fe?hqq Rr tﬁ%t Ry fml 1-allyl-3-(2,4-dimethoxyphenyl)-7-
(tflordamthyl)3tHrnHbeole 0663, - A8 mPobpaowd Bibownidé r(§.186 mL, 1.4

r%%lggﬂd ?Osrgﬁﬁf %/ cﬁg% e)tolglve the Iproduc’[ LP .066 g) as a white solid.

nip A14-N@f@net hyl ) - 1 H-| ndazole (0 442 g, 1.2 mmol)

1P|‘N1@ﬂ éf:)l'vLsg( g{?eé’ﬁ 893d<€2ﬁ—t| %1 3 %130171?%-@“%%1 %rb% (i'-n %HJLB 01-6.08

(m‘ TH-)WBIB@ (éddsdIH d=2.49 a6id %@JHZ 646WRI-ODNBCD(’(;16H) IB?&(CBZH) 7.85-

SIACAR DES 8&]2%_@(;%&’6 ? ?EFHPJ“D §8??5&(§9957*1>H (t 1

Mﬁ(aa)wmwwﬂmo (d, 1 H J=8.4 Hz), 7.85 (d,1 H,

Péfaégca?g ’#Br)l%ﬁfsﬁuzlé\)/%’ ?éé]'d)e Pﬁ%ﬁ ggaﬁ? )'\r;m?qf@e(.éz HL3 VB N:s.28.

Example 65

4-[1-isopropyl-7-(trifluoromethyl)-1H-indazol-3-yljbenzene-1,3-diol

Step 1: 3-(2,4-dimethoxyphenyl)-1-isopropyl-7-(trifluoromethyl)-1H-indazole

Prepared according to Method D step B from 3-(2,4-methoxyphenyl)-7-trifluoromethyl-
1H-indazole (1.50 g, 4.65 mmol), sodium hydride (60% in oil, 0.195 g, 4.88 mmol) and
2-iodopropane (0.47 mL, 4.88 mmol) to give the title compound (0.55 g) as a white solid.
mp 128-129 °C;
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Anal . calcd for CL7H15F3N202 ' 0.11 C4H802 ' 0.10 H2O

C. 60.23 H: 4.66 N:8.05 Found: C:60.14 H 4.51 N 7.65
wE@apbas66 20 4-[1 -cyclopentyl -7-(trifl uor onetTys3003/030252

H i ndazol - 3-yl ] benzene-1, 3-diol Step 1:

1-cycl opentyl - 3- (2, 4-di net hoxyphenyl )-7-(trifluoroneth

yl)-1 Hindazol e Prepared according to Method D step B

H ARG b W ki b8 Bdhol MdisTyaonsem. 1
667 (dd)1B97=@,4 Zndl2. Zmz)) B.78nd, 1Hyg+ Qmem)ylr %r(qmdrq evos 6H§) 7.39 (d,
b5 B3 Lran e B BB S5t §1FRIR ( Dveo do)
S (ESIY nym862M+HIE. 92 (m 2H), 2.11 (m 4H), 3.77 (s,
57 =
A calty ¥ GopF N Gopfolib g ited rhlng tlea S3ata 98 N7 50
H 7.7 Hz) 7.38 (d, 1 H, J=8.4 Hz), 7.82 (d,1 H, J=
Step 247 usbpwyw(tnﬂudnpmethy&m iR zaWS-y{Ednzene-7 ,3-diol

ey ibdring PoVERRIDEIEL 1Bh SRIRESngluicthropy-r-

(frGloavopBtyhol HPOTALSR 0034R38252 mBiadp Heron tribromide (0.688 mL, 7.27
ﬁp%ﬁ ggézf g}(P@E %F barchiekbhd {d gﬂgé fﬁ%‘i’g% 01268 ) 2s an off- Whlt? solid.

Yenzene: are accor
mebhdd °O; step C from

TLOVR AR 319 O L BT KRR IS 10y 630 (g 4, = 83 anc
236!*‘@01 646 bdothl, dl? @0l 182), if28 (¥.1H, ooV B Hand4Q (@ 1, Js8.4 Hz), 7.85
EHF. D0 DTSy L1 B IS BT RBE 80 G Rt Seiile)
M@(E@')W3§HM+H]+92 (m 2H), 2.07 (m 2H), 2.13 (m

%&Q, ach:ALr% Qig}m H%% @ﬁ%ﬁ;@? é@';—izgr cg_etéﬁéﬁgﬁg‘}\és 05 Found:
¢1§§>-,14l-v4-§9$\{6651 H J= 8. 7.84 (d, 1 H J=7.3

Hz). 8.14 (d, 1HJ—82Hz)958(s 1H, 9 87

s, 1 H 10 Ms (ESI) mz 361 [MH-. Anal. calcd for
IgB8N202: C: 62.98 H: 4.73 N: 7.73 Found: C 62.64

.
ST v ineorols tibgsryt ol
d.éﬂri_ﬁglﬁﬁa@&élﬂ@ﬂlompmml) -7-(tefluerarpethyl)-1H-indazole
h
Flreg%(r‘ého«%oér‘ékr@% M 91%9@ step, B from rrgt(%Sf'I methoxypheny))-T-trifluoromethyl-
r-ndarde (20e or &Z%)gvml)mmﬁ hydedes (08 fry @n0.297 g, 7.44 mmol) and

%cbéeﬁltyur%mmy(@%m)% %% Hjn‘\rélﬂhts \{?egfgé g% (%,ﬁgb rﬂﬂ@ze%' g§5a a white

gplid.1np 28-89n6i ) and  (br omonet hyl ) cycl ohexane (4. 00 g,
PENRIRTBNISOLY): §11VEr theaiy, Ul GRrBmeund 1(th, 894, 87738, #H), 3.84 (s,
3H), 5.17 (m, 1H) 6.67 (dd, 1H, J= 8.4 and 2.3 Hz), 6.74 (d, 1H, J= 2.3 Hz), 7.25 (1, 1H,
7.7 Hz) 7.38 (d, 1H, J= 8.4 Hz), 7.82 (d,1H, J= 7.3 Hz), 7.88 (d, 1H, J= 8.1 Hz)

MS (EI) m/z 390(M+HT"):;

Anal. caled for C,H21F3N2O,: C:64.61 H:5.42 N:7.18 Found: C:64.55 H:5.34 N:7.20.
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white solid. 20 1H NW\R (DMSO-d6): 8 1.02 (m 2H), 1.14
(m 4H), 1.55 (m2H), 1.65 (m2H), 1.96 (m 4H), 3.77
W@ 2004889159 3. 84 (s, 3H), 4.29 (d, 2H, J= 7.0 HzPCT/6SBB3/030252
(dd, 1 H J=8.4 and 2.2 Hz), 6.75 (d, 1 H J= 2.1
Hz), 7.26 (t, 1 H 7.7 Hz) 7.37 (d, 1 H J= 8.4 Hz),
7.83 (d,1 H J= 7.3 Hz), 7.89 (d 1 H J=7.9 Hz) NB
st T oS

P@b@lféd?accérdiﬁb- (oCMéﬂhcn @(suierm hwn) 1-Eycﬂwerﬁyme(rzemtriewoyyahenyl) -7-
(trﬁy’ ndaeﬁﬁ)d) %—/ lgz(ﬁ'lgfhg 13 9, borof RS DAOHEAY 1 mmol)

arkt {.0ynll ofwxsipherineytb hiva-tie prdddetr®1Ré gy as an off-white solid.

Y, -(trifluoronethyl)-1 Hindazole (0.841 g, 2.0
mﬁ,ﬁg%wbb fon tribromide (1.14 nL, 30 12 mmol) and 0.5

THINMK (mvsbcdgyzmwe) 9 2)ve.or e, pHRAUGT (ra0215)62.19) (naszmns 18 (m,

19 G 38 - Sanar et g B Tt [P SRR, = 7.

7.3b)(d, TH,U& §.Hz)17.B8 (dHRRYU=TI3 2] 844 Td, 21H-|z])= 8& B9, 048, (s, 1H),

o} Hé\/%:) 8.4 and 2.4 Hz), 6.46 (d, 1 H, J= 2.1 Hz),
64 2004/ 031159 PCT/ US2003/ 030252 7.28 (t, 1 H, J=
Ms(&suizm/,zsﬁql i, 1 H J=8.4 Hz), 7.85 (d, 1 H J=

7.3 Hy
Aflgealt for # F(Rg ceaEg'?izer}g 4%7é§NHZI\221_h:&m% 5564(1%#2:551}|747.
C21H21F3N202 0.05 O8H14: C 64.82 H 5.54 N 7.10 Found:

: H:5.55 5 N 7.18. Exan'ple68
E aT‘ﬁlellé;obutyl 7-(trifluoronethyl)-

441 4(cyhlnhﬂx—yﬂnylh]yl)€7ﬂ(ztﬂﬂeemnﬁatt1ylom H-Iﬁdap)l _B«-yl]benzene -1,3-diol

Seq_l‘f oppt e % L B iens Hglli -'7-’cr If &E;&gﬁ-lhé(%me

PteparedBaécrdingrd hstyqrhBnstey B7fromi 3-(Abnattepdigthenyl)-7-trifluoromethyl-

1 liné‘adzgézdg‘f;az(gg 564, %m&%?d.%ﬁyhid«?gbgiwgi (%%%%q‘a (ﬁ%’rhﬁ‘]ol) and
(t(rdzm@ﬁheﬂwncﬁltﬂfexammwoﬁ @ 27 vyemdidogivel the t:tiﬂmmmn(ido ﬁ@ﬂz g)asa
ngtegghfg V\,hlte solid. 1H NWVR (DMSO-d6): 8 0.88 (d, 6H,

2.28 (m 1H), 3.77 (s, 3H), 3. 84 (s, 3H),
1HNMR:<DMS@ dHp 122 (T, 2Hiz ) 1466 AH) 155 TMiAH)J £.68 (. 2H 1.96 (m,

By B/ A o b Bl qo T8 an 22

HZ), @75(@1 1H, e 2J=H8), 0.26(), THVE. 1 B3I §.37(& 187 9=[8kHpk 7.83 (d,1H, J=
| 1F3N202: C:63.48 H: 5.59 N:7.40
e o LR e

MS (ESI) m/z 419 [M+H]+.
Anal. calcd for CagHasFsN205: C:66.02 H:6.02 N:6.69 Found: C:66.24 H:6.22 N:6.34.

Step 2: 4-[1-(cyclohexylmethyl)-7-(trifluoromethyl)-1H-indazol-3-yilbenzene-1,3-diol

Prepared according to Method D step C from 1-(cyclohexylmethyl)-3-(2,4-dimethoxy-
phenyl)-7-(trifluoromethyl)-1H-indazole (0.841 g, 2.0 mmol), boron tribromide (1.14 mL,
12 mmol) and 0.5 mL of cyclohexene to give the product (0.567 g) as an off-white solid.
mp 117-118 °C; ‘

"H NMR (DMSO-d): & 1.02 (m, 2H), 1.13 (m, 3H), 1.52 (m, 2H), 1.64 (m, 3H), 1.97 (m,
1H), 4.29 (d, 2H J= 7.2 Hz), 6.39 (dd, 1H, J= 8.4 and 2.4 Hz), 6.46 (d, 1H, J= 2.1 Hz),
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20 Step 2:

4-11-isobutyl-7-(trifluoronethyl)-1Hindazol -3-yl]benz
we@p@4/011139 di ol Prepared according to Met hod D BCEPSI803/030252

from 3-(2, 4-di net hoxyphenyl ) - 1-i sobut yl - 7-

(trifluoromethyl)-1 Hindazole (0.675 g, 1.2 mmol),

boron tribromde (1.01 ni, 10.7 mol) and 1.0 ni of

E451008:30 49,9748 RSl (AR 8,898 g1 . 1 o
Smamuiteb il s in 0 2 6 2
l\%s'%_F*sﬁm/icag H J= 8.4 and 2. , 6. :

7.28 (t, 1 H J=7.8 H), 7.38 (d, 1
Aal Jeakgi far 921)-121F§N£5 OS5 QsHr: CQI64.82 Bl.3-64 N.7810 Boyngl: C163-4]4 H:5.55
,% & 2 Hz), 9.59 (s, 1 H, 9.85 (s, 1 H M (ESl) mz
g [ MtH] +. 30 Anal. calcd for CI18HI7F3N2C2: C:.61.71
H:4.89 N 8.00 Found: C:61.60 H 4.98 N.7.84. -69 WD
@,&%% $5159 PCT/ US2003/ 030252 Exanple 69
2-ethylbutyl)-7-(trifluoronmethyl)-1
4H{1-isohutyl- Js(y tryilgayomeding)- ﬂHan@Iazwll 3 ﬂbspzqne-&?»(djol

Sl g ety
Prepanes - gczpainge tonlleinot & piep- B -frani BI-(lZdFmﬁthDh)ynheByl) 7-trifluoromethyl-
1]1-'7" Hd%?&é 8!2 ?8((92 6% Iglmzi)% o |Wr¥gnd§‘ @"}Jm Q}é%’gsﬁﬁ? “;592/ °mmol) and

t B)dwz yleﬂw@r@oevmdﬂ )07tr0L & %(énmmb) @uqn\reetheduﬂp@gmowm 00438)8 g)asa
\Qﬁlteas%llé white solid. '"H NVR (DVMSO-d6): 8 0.82 (t, 6H,

Hz), 1.30 (m 4H), 2.05 (m1H), 3.77 (s, 3H),
3* ISMR(@Mﬁ»@ de)1 5 958, 6B H/= 6 F2°HZ3, 223 (mp1He)7 3(7dds, S.H)H3 84 (s, 3H),

3:27 %i“zHrﬁWd z %j'zéleégd{ﬁr(? ﬁ14 ‘jfhd g"z H%)'g %55«1?? )= 21??12) 7.27
1H 7.§Hg) 2% (d,1H8 9= @dt Ha), A84 (d ﬂH8J=37}32|)|Z) T(/B9((ESI|') JA820 Hz)

[ﬂggEéW379§mﬂh+ cal cd for C22H25F3N202: C: 65.01
Found: C:65.01 H 6.15 N:6.75. 15 Ste

Anal gcaict fof Gaoblpie 52t ¢163-48- B GHN: G GHOdTRsN Ay E:H3 B5 H-5-56pN37-20-

H i ndazol - 3-yl | benzene-1 , 3-di ol Prepared according to

%E)hpd, - |30°Huﬁ[l)-7§?trfﬂ08r'6}nethvl) 1H-indazol-3- vl]benzene 1,3-diol
a7 met hoXyphenyl ) - I- ( 2- et hyl buly

Prepaiieds RerRoFding (iR yYigthad rli! .%i-‘olfr@n( 8- (?@@d@eﬂmxmeww jisobutyl-7-
(@ﬁru@anﬁéthW PHirctRZ618 - mg ) 7mmmwbbroﬁnﬁ|b%n%dé¢(1®1 mL, 10.7

cl ohexene to give product as
%‘/qo (? 9ff white solid.

et 1e0 By qf&YC'ﬂ"ﬂf’XSQ@ %9'@ thECPrOWCNW

.Q@Zg(zt°c6H J—7 5 Hz), 129(m 4H) 204(m 1H),
HZG)EI é 8.4 and 2.4

MRS (I1aSP i) 5 T BE (e Spl 5B, N2, B (0 THD44.26 4B I 7.2 H),
6.39 (dd, 1H, J= 8.4 and 2.4 Hz), 6.46 (d 1H J=2.1 Hz), 7.28 (t, 1H, J=7.8 Hz), 7.38
(d, 1H, J= 8.4 Hz), 7.85 (d, 1H, J= 7.3 Hz), 8.15 (d, 1H, J= 8.2 Hz), 9.59 (s, 1H), 9.85
(s, 1H)
MS (ESI) m/z 351 [M+H]+.
Anal. calcd for CygH17F2N2O5: C:61.71 H:4.89 N:8.00 Found: C:61.60 H:4.98 N:7.84.
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Hz), 7.38 (d, 1 H J=8.4 Hz), 7.85 (d, 1 H J=7.5
Hz), 8.16 (d, 1 H J=8.1 Hz), 9.59 (s, 1 H, 9.85

W@ 20040319 M5 (ESI) mlz 379 [ MtH] +. 25 Anal . caPcTiuszmn3/030252
C20H2j F3N202: C:63.48 H: 5.59 N 7.40 Found: C:.63.59

H:5.60 N.7.31. Exanple 70

4-[1-cycl obutyl -7-(trifluoronethyl)-1

H i ndazol - 3-yl ] benzene-1, 3-diol Step 1: 1

Example Sut y1 - 3- (24- di net hoxvphenvl ) - 7- (tri f1 uor onet hyl )
;ﬂ(d‘bﬂh?ﬂﬁﬁﬂ)#-(ﬁﬁldﬁﬁ@ﬁét% ﬂmmaibne-yl]bemdeeﬁwlat ep B

rom3 (2_4 met h OX¥1 en - tr| Iuromst

Pl‘ébbredoao%a?dlﬁ§ tom‘leﬁwﬂﬂ'b |s)epaB Cfronb qum@{mbyﬂr@nﬂ) ¢ 3nﬂl®romethyl-

Gingbios CTBid, 6 2y oo aishisyohsd BRI Qi Finon and
-B@mys@aﬁb@a@a@w gH1Bllmn(rwa®gjﬁe) theBtitle. &inmcmndz(ebms g) as a
45 (m 2H), 2.77 (m 2H), 3.77 (s, 3H),

W%EG - 5.25 (m 1 H), 6.68 (dd, 1HJ—84and23
I-HN}\/IR Méo(d% 510.82 () BHZ J&7.820)z), 7.38 7, 4H), 205 (mAH), BiZY (s, 3H),

3§4g$3 a4§5@ 2‘}@2 713% q\é?%sgﬁr Hrggqu%h{ﬁﬂtﬂz)e 75 (d, 1H, J=

2&%&) 7.0nkcadHf P6 HBGHBAG3NA0E= 8.4HA 7. 6 4, & B8.HZ, 7.89 (d, 1H,
o 8%5',2 N:7.28 Found: C:64.38 H:5.12 N:7.38. Step 2:
296

MSCESabutaol7 {M+0i+.i f | uor omet hyl ) - 1H-i ndazol - 3-yl ] benzen

Aga|c9%?dog> ?,J%HD f@gﬂ;ﬁﬁ@fﬁ‘?ﬁ%}gﬁ oﬁ’f&l%%d cHs0 651 8Ps.

(trifluoromethyl)-1Hindazole (0.575 g, 1.5 nmol),
Step 2xd-r[2bstioyibutel)- Mtnﬂﬁ@romeihv!) 1H-inoepd 13- Mmm_@t

TP R8P 0n) o Mol SR o0 SH B -2 it
71trl50r©meﬂﬁ/ll—)?j’LH—mdézolé WOZZG}I)g, 12077 Bnfat), bRFYn tribramideé r(il.01 mlT 10.7
m}’rigllzgrgd (i‘g)rr’qL rgr_czygl%bg%en%'fﬁgivé ;@8@%%(5@2 gg a% én Qf}*vy_@’te?ghd.
npxBBOA°Ez), 7.83 (d, 1 H J= 7.5 Hz), 8.10 (d, 1 H, J=

oot Gzl £, el I8 . 388 . 2

JNT7& B4, E(ﬁﬂ)r(dd 1H,6/E. %4 ahtl 2.28z)N6 4698, 1H BeadplHz), 71280, 1H, J=7.6

[ -
'-% 7]@#‘3 (t”r |8f‘} 3} 78% ﬁjylw| f(H—7| 5'5)2 16( Wbénzse'p}el_!zi’,gﬁg (s,
183,c8.80 (s, $Hep 1:
henyl ) -1- (1-et hyl propyl )-7-(trifluoro
N%&'h%f %éﬁ[ -gol e
Anal. calcd for CZOH21F3N202 C:63.48 H:5.59 N:7.40 Found: C:63.59 H:5.60 N:7.31.

Example 70
4-[1-cyclobutyl-7-(trifluoromethyl)-1H-indazol-3-yl]benzene-1,3-diol
Step 1: 1-cyclobutyl-3-(2,4-dimethoxyphenyl)-7-(trifluoromethyl)-1H-indazole

Prepared according to Method D step B from 3-(2,4-methoxyphenyl)-7-trifluoromethyl-
1H-indazole (2.38 g, 7.40 mmol), sodium hydride (60% in oil, 0.592 g, 14.8 mmol) and
bromocyclobutane (3.00 g, 22.2 mmol) to give the title compound (0.643 g) as a white
solid.

mp 109-110 °C;
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Prepared according to Method D step B from
3-(2, 4- met hoxyphenyl )-7-trifluoronmethyl- 1 Hindazole

W@ 200803959 7. 75 mmol ), sodi um hydride (60% i n oPCT/US2062030252
g, 15.5 mml) and 3- Bronopentane (3.51 g, 23 mmol) to
give the title conmpound (0.866 g) as a white solid.
25 nmp 115-116 C, 1H NWR (DI\/BOd6) 8 0.68 (t, 6H,

"H R sp-ael 55137 2y 2% 65 227 1 3 8.1 i BH). 3.85
(238), F52253(rﬁ 79, 6%8 (&IdHlHJ.F- 24Jant!223é HE), 2576 (d, 1H] JE2. THB), 7.27 (t,
o dazh bl e 020G 3 Al Ik 1 doul Rt b
MME—@I)-m/?E??A{mMH]waI_ cd_ for C21!—|23F3N2_02 C 64_ 28

A 74 e IEo B3P S3tlo6 o4 el o i/ 2B ol i 38 .12
NoT.a8pyl ) - 7- (t rifluoromethvl)-1

H i ndazol - 3-yl ] benzene-1, 3- d| ol Prepared according to

F(r@peﬁéa agcor&ingorMBﬂh)Jd Il)etecpnthrOrb Hectylcld)eu’(yDB&Z,Mdunet&oﬁ/bhenyl) 7-

(BRI Piibaft BB Frhd), HoGa GBI 6 so mL, o.

nivBl) 6DIVBG-rdb pf cRldhe8ahd to, gl\ﬁsHhe j):odZJQE(OHZM g)ks%h dffawhite solid.

oH), 4.51 1 6.39 (dd, 1 H J=
mz‘”%ggcgmm)wa 46 (d(ml HH)J— 2.3 Hg) 7.28 (t, 1

'H,NMR (DMBQHZY); 5 7.882m, CH), 21444 m J2H)3 24 5Hm), 2HJ,. B34 (rd, 1H), 6.39 (dd,
d,,1
1 72 o £ P B 6 I T R L 28 i Ao (. 1h. -
&AhHe) 7188 (dCI9HEIFR3 N2),B. 1B AHE6 3= K. B H2H INES/(speH 8 1ds, 1H)
» O2a ; 7.57. Exanple 72
I\ES?%SIZW%% ﬂ\%ﬁﬂ fl uoronet th) -2H i ndazol -3-yl ]-3-neth
Ariapiveledfor GsHBER03:: C:62.07 H:4.34 N:8.04 Found: C:61.61 H:4.25 N:7.93.

2-al lyl -3-(4-met hoxy- 2-net hyl phenyl )-7-(trifluoronethv
| )-2H i ndazol e Prepared according to Method D step B
Bxaomlg 71 4- net hoxy- 2- net hyl phenyl ) - 7-

A AR ol omBgh Y iz drdy fbg e £38I0L
Step it 3462 drdimethoRypd@nyH-1-(0-cThipnomi )7 -¢tiflugrarsethite 1Hiindazole

F“r%ﬁ%%f %&8@8%9@&{10&‘@% %tf@g?? éb qﬁéﬂoﬁg%ﬁ B-Gifpgrometnyi-

FHndaznlg 2.5@d, 7.78 mmaly sodidimahytiritle (6Pt oil,%).889.61%03 nmmgl) and 3-
E%Epfgp‘?ntg @Sﬁ% }/ﬁézrgl%()é t§§ vE&?ﬁje @IeS%Hfaézun (Q‘?Gé é) %59& xvﬁ')te solid.
mp HiS-N8 (&SI ) m z 347 [ MtH] +.

'H NMR (DMSO-dg): & 0.68 (t, 6H, J=7.5 Hz), 1.90 (m, 2H), 2.00 (m, 2H), 3.78 (s, 3H),
3.84 (s,3H), 4.51 (m, 1H), 6.67 (dd, 1H, J= 8.4 and 2.1 Hz), 6.75 (d, 1H, J= 2.1 Hz), 7.25
(t, 1H, 7.8 Hz), 7.37 (d, 1H, J= 8.3 Hz), 7.82 (d,1H, J= 7.3 Hz), 7.89 (d, 1H, J= 8.1 Hz)
MS (ESI) m/z 393 [M+H]+.

Anal. calcd for C,H23F3N2O4: C:64.28 H:5.91 N:7.14 Found: C:64.21 H:5.78 N:7.10.
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25 Step 2:
4-12-ally)-7-(trifluoronethvl)-2Hindazol-3-yll-3-neth
wQ bwhosakd Prepared according to Method D step BECT/DS2003/030252
2-al lyl - 3-(4-nmet hoxy- 2- net hyl phenyl ) - 7-
(trifluoronethyl)-2Hindazole (0.043 g, 0.124 mol),
boron tribromde (0.05 n, 0.52 mvol) and 1.0 ni of
cycl ohexene to give the product (0.033 g) as a white
Step|2: d-[11 HeliyRrd NS tdffilororBethyl®-3 HlisdazZHB-yllderZz@ne-182dioim

pr%?rgéﬁﬁ;or g.ggaﬂ@gt@@ épléb%roﬁbgé%mume@%ybﬁé SIAK ’Pgthylpropyl)-

7-{tHfluaterBethdl)-d Hein@288) (0.557. 424 A21%moly baroH) tribronide (@81 L, 8.51

ol s ot Sl 8 P 15 Ay oo

mgAdatgike °C3 4-[ 1-pentyl -7-(trifluoronethyl)-1

e e L U I T e N

6.9 Gk 1Pt, elpa&-eanaec:bHd) 1694& @, Vit be@.DHs), épzaa(tf thbrd= 7.6 Hz), 7.42

25 B ST 5 et o 3 TR s, . 002

(si mHpi [, O. 025 g, 1.04 nmol) and 1-i odopentane (0.07

I give the title conmpound (0.069 g) as
MgL(Emﬁ"tZ/é%ggl['?"dhﬂiH NVR (DVBO-6): 8 0.83-0.88 (m 2H)
Anal2calad 87 CahrhioFANYO.: €:621631H SR W37 .88Hyjoung: H2(%p H:53N:7.57.
3.83 (s, 3H) 6.66 (dd, 1 H J=2.18 and 8.33Hz), 6.75
(s, 1 H, 7.26 (t, 1 H, 7.38 (d, 10 1 H), 7.85 (m
EZEHPPWZ( ESI) mz 393 [MrH +. Step 2:

A thoridy) PRSI MRS < 2o T

Stp( 12, Aallyl-8+4 iy €3 phae - {A(triffuoremethyl)-2H- mdazole
Ptegpraténd ;Jér&rgﬁaﬁﬁhﬁb) %tﬂ%&@a@t% ﬁ( %955'; - m%th%%mét% lohenyl)-7-

(tofjusrerhetopivd Hindagiolee(0: 199 g rletRigimql)p sodismd)ydgde 60khin @il, 0.025 g,
199 égﬁ\gl) %EH ?lr\ﬁ b@&/@@{@ 8 ‘mi6 00748:%er7|2)%8 gwél th§ *ﬁ')le comgound (0.055 g)

81-1.85
agasditegalid.1 H J=2.29 and 8. 40Hz) 6 46 (s, 1 H) , 7 28

1I-qtNM% @A cgdgsg(?gg%s%H) 73§§ §d3H)14W49% érfi') 5113 (dd, 1H,
Jf’ES;P)anm*b_O 3247) | M4BRA6.01 (,Exawee 54dd, 1H, J=2.5 and 853Hz) 7.04 (s,
1‘4_|L[71'r4a§ ?H)JQ@(&H‘H&E?%QT(E |?6§ (d, 1H)

thyl ol Step
ME. @SIymizH474 hoxy- 2- net hyI phenyl ) - 7- (trifluoromethv

[)-1 Hindazole 25 Prepared according to Method D step
sk 2.0 Ballyf7 MRS Mot THMBBRRAWIN 3-Frethyiphenol

Prepared according to Method D step C from 2-allyl-3-(4-methoxy-2-methylphenyl)-7-
(trifluoromethyl)-2H-indazole (0.043 g, 0.124 mmol), boron tribromide (0.05 ml., 0.52
mmol) and 1.0 mL of cyclohexene to give the product (0.033 g) as a white solid.

'H NMR (DMSO-dg): & 1.93 (s, 3H), 4.77-4.82 (m, H), 4.88-4.96 (m, 2H), 5.12 (dd, 1H,
J=1.37 and 10.38Hz), 5.74-5.98 (m, 1H), 6.82 (s, 1H), 6.76 (dd, 1H, J=2.44 and 8.39),
7.12-7.15 (m, 1H), 7.58 (d, 1H), 7.67 (d, 1H), 9.81 (broad s, 1H)

MS (ESI) m/z 333 [M+H]+.
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(trifluoronmethyl)-1 Hindazole (0.150 g, 0.49 mol),

sodi um hydride (60%in oil, 0.025 g, 1.04 mvol) and
wa@bdogloztasom de (0.07 mb, 0.7 mmol) to give thePCT/UEM03/030252

conmpound (0.090 g) as a white solid. 1H NWMR

(DMSO-d6): S 2.27 (s, 3H), 3.81 (s, 1H), 4.76 (d, 1H),

5.10-5.14 (m 3H), 6.01- 30 6.08 (m 1 H), 6.90 (d, 1

H, 6.98 (s, 1 H, 7.30-7.39 (m 2H), 7.87-7.90 (m
ExhpId®3(ESI) nmlz 347 [ MtH +. -73 WO 2004/ 031159

4- F%p?éinFg- Sj Osfg%rﬁéﬁlyﬁeﬁﬁmcsazgl g—yl]benzene-1 3-diol
Stdpingdaz aLduraeWokvo’herrﬁb hydeptye figtrifisrepetted)- Hénderblag t o

Pr%éq%ﬁsggogﬁiﬁg ngt &%&&dzpwﬁeﬁyppﬁgwy I’.’>5(_2&:dimethoxyphenyl)-?-(triﬂuoro-
meéthiyl)F1 Hind apott tty’lsO &, bHondamt| sodiomOMairide (60%2nmifp0)025 g, 1.04

RSl O B e B ety oo s

wisitd $afid. 5 1H NVR (DMBO-d6): 8 2.21 (s, 3H), 4.77 (d, 1

1 5 -5. 13 vy B - 6. , :
Hong s 78 B3R Ty, BByt 074
3H), 3%83((?, 3H), @%63@?&1&1&1& %d EXZJS)-I,zl),QS.?S)(sc HHpat26 4, ), 7.38 (d,
z +. anpl e
“%Ehg%ifrf)?% 7-(trifluoromethyl)- ZELpi ndazol - 3-yl ] -1, 3-be
MSZESHdn/4i393 fvied]+1:
2-allyl-3-(2, 4-di met hoxyphenyl )-7-(trifl uoronethyl)-2H

Sig AL D] SRRIAH ARERN U BhdbOo el BRfl DSt Siidp Trom

LTTTTuoro-

Piéparedia zotading. tbsMethodd D4$tafrmﬂ )fron$ dial(aﬁfﬂlmy&ihw)@Ethﬁ’D%-pen'iyl -7-

(g g st 3, T il B AR i 1

mup)olleandal .0 il efeyslohéxene 1oigiveithg DRBEEtd8048 gg) 8s a&whqtg solid.

2Ny Tty o o bl S ém%*%% ByL3ghshedfhian. aa

2M[), 823 (d,d 1HH)=2.79 add BaiOHE),16)46 &, 81H),77.88 (( i), 2-H8 (dvgH), 7.85 (d,

1@5?2 allyl F?ﬁ%@?@udﬂ%@eﬁ%% g%‘fl nc)azol -3-yl]-1, 3-be

Mz Esd)dna 36Bredk.ed according to Method D step C from
2-al lyl-3-(2, 4-di met hoxyphenyl )-7-(trifluoro-

nmet hyl ) - 2H i ndazole (0.05 g, 0.14 mmol), boron
Exampleom de (0.104 nl, 1.1 nmol) and 1.0 nL of

4?{%ugf‘?@gi?@ﬂh&pgh‘({:%%%i}ﬂ%% £ %@ s @ uhite

Sieyd 1 6Balivh8-(6-n8thdx}2- mtmm}ﬂ’(mﬂuerqynetrwl)i‘ld-l-lndazola

PE%par%j O%C gra%; (4 l\/%_‘;ﬁgd 719 6%%;} ngrro(ﬁ“ 334 -Feth By 20mbylphenyl)-7-

(trifluoromethyl)- 1H—|ndazole (0.150 g, 0.49 mmol), sodium hydride (60% in oil, 0.025 g,
1.04 mmol) and allyl bromide (0.07 mL, 0.7 mmol) to give the title compound (0.090 g)

as a white solid.

'H NMR (DMSO-dg): 8 2.27 (s, 3H), 3.81 (s, 1H), 4.76 (d, 1H), 5.10-5.14 (m, 3H), 6.01-
6.08 (m, 1H), 6.90 (d, 1H), 6.98 (s, 1H), 7.30-7.39 (m, 2H), 7.87-7.90 (m, 2H)

MS (ESI) m/z 347 [M+H]+.
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(m 2H), 9.72 (broad s, 1 H, 9.88 (broad s, 1 H M
(ESI) mz 335 [M+rH] +. Anal . cal cd for CL7HL3F3N2Q2
w@289/088F1.4: C. 63.65 H:5.34 N 7.42 Found: C. 63P6GIUS2003/030252
H:4.96 30 N:7.26. -74 WD 2004/ 031159
PCT/ US2003/ 030252 Exanple 76
3-nethyl -4-[1-propyl-7-(trifluoronmethyl)-1
Hi ndazol 3-yl] phenol Step 1
Step(4 4 endi| uor onet h

4 kb L QTR SRR B, B

(trifletoropngthyll)- ﬂ-HﬂmM@I@I @. Q7@ 4,50.2g, mowol9 barign| tﬂbromm (@082 mL, 0.87

%cl
mI oggdgggl (gl ﬁ@. (9(f 898&%1)%“9 6(9§|§e 91% ;grogﬁct | v %}%Q@Q whllte solid.
"HEMBO (NS08 9.3 (28H), 4.WAi(d.el Hobila:5. 13—I(WI\$H) 6.02-6.10 (m, 1H),

6 gg)wooﬂgﬁ—z 3| Q&i’g_ﬁ %Ezi? 7 &, qg%l7 9%(({3 2{121?@ £88-7.89 (m,

ZH);QGQ(Ib8>a4C$1HIt)) 6.98 (s, 1 H, 7.30 (t 1 H, 7.38
d, 1 H 10 M5 (ESI) mz 349 [ MtH] +.

MéctESil){F})z?ﬁ @§Hf 441 -propel -7-(trifluoronmethvl)-1

Hi ndazol 3- vII Phenol Prepared according to Method D

E %'ﬁp g rom 3- (4- net hoxy- 2- met hyl phenyl ) - 1- pr opyl - 7-

% %el uoronet hyl)-1 Hindazole (0.087 g, 0.25 mmol),

4j>abiyl-7- ﬁrlﬂuommhyb-&emdnzol-&yla— ,&Bemmleylmnd 1.0 nmL
()

PquaEscﬂ aS@or(ilng 12>|—|Metlmd22) (step a—|)‘ron”4'34(2 4 dlmeﬁm)xyplﬁany[; -7-(trifluoro-

n‘%ﬂﬂﬂ) 1JH7H3320% (6’-?5 nd o4 %é“"ﬁﬁ féuﬁﬁ-ﬁhgﬁ%l«s?ﬁé@ m7§5 o(éb5 g, 1.04
mH)el) 2@ ajyahmngdqvo QZ mL, &l el )1to give the title compound (0 062 g)as a

Wi itéﬁ(ﬁfd"py' 1H i ndazol - 3-yl) - 3-net hyl phenol Step 1:
9 or o- 1-i sopropyl - 3- (4- net hoxy- 2- net hyl phenyl ) -
1l—H-IMMR;IG[IMS@ ~cR): TR (b, 8ty .86 (3g3Hh MBt-h68 (D, 8. 1B (1’dr i, 5.90-

B G T O R Y 6, 0 PR 20

M3 EB9) ig/z 3B3qM+Hirel ) and 25 2-i odopropane (0.07 ni,
0.7 mml) to glve the title conpound (0.100 g) as a
| 50, d )

Pﬂsp’éré'::gantinﬁg t&g\lltbih))d Dﬁst@rﬁC(fmm 2- a‘nyl -3- (24:ﬂ|n(ettho>q/plhgr]yl) -7- (trlfluoro-
m n,}@%ﬁ-glrld%ﬁc}]% (0654 d.8 B, bofor? Fibr&hnide XoHba AL F¥! hmol) and
1.0 mL of cyclohexene to give the product (0.019 g) as a white solid.

'"H NMR (DMSO-dg): & 4.80-4.82 (dd, 1H, J=1.68 and 6.87 Hz), 4.83-5.01 (m, 2H), 5.12
(d, 1H), 5.93-6.02 (m, 1H), 6.38-6.45 (m, 1H), 6.50 (s, 1H), 7.00-7.70 (m, 2H), 7.65-7.66
(m, 2H), 9.72 (broad s, 1H), 9.88 (broad s, 1H)

MS (ESI) m/z 335 [M+H]+.

Anal. calcd for C47H13F3aN2O5 " 0.50 CgHy4: C:63.65 H:5.34 N:7.42 Found: C:63.67 H:4.96
N:7.26.
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30 Step 2: 4-(7-chloro-1-isopropyl -

H i ndazol - 3-yl ) - 3- net hyl phenol Prepared according to
woRhos1 1D step C from PCT/US2003/030252

7-chl oro- 1-i sopropyl - 3- (4- met hoxy-2- net hyl phenyl )-1

H i ndazole (0.090 g, 0.3 mol ), boron tribromde

(0.104 m., 1.1 mmol) and 1.0 nL of cycl ohexene to

gi ve the product (0.048 g) as a white solid. -75 WD
EWéGBllSQ PCT/ US2003/ 030252 ' H NMWR (DI\/BO dé): 5

> E‘?E;y" 1ok st gt eabiens? ;1o
Stép

Pr%;ggr4 (ag;:grg%gstb Methbd MRt EE! f?onﬁdsz(ﬁ%th&l\ﬂ*ﬂnethylpﬁwenyl) 7-(trifluoro-

méthm—1 atihgdzole (h150 g; 2M49i maw)psoduryl hydBded60is| ipmdn61025 g, 1.04
mg{ogioe]ng/ﬂsig%qpcr%ﬁ)aonreo(0§7 rRLh%t?hnar)?ol) éo ﬁe thr]a tlhe com?om go Od98 g)as a
winiteesdiidepar ed according to l\/bt hod D step B from

7 = 3- ( 4- OXVis 2 I e
UL SO s T P SRl e pa oy ST e Pada
2H), 623 (dd, ™H,QU42160e8.40 Bry 6.%(&1 1Y), 7180dbi1éte, 1.88 1irl),,7 88 @, 1H)

M?(}Egbm83glbnﬁ/ﬁt_| e title conpound (0.068 g) as a white

DVMSO-d6): 8 1.99 (s, 3H), 3.82 (s,

475479(m 1 H, 490493(m 2H), 5.13 (m
\Z3(thfiuororsetgh-4 Hoadazei-3-yiinhens! 93- 7. 02

Pr%% e?ik/%qﬁﬂdn?%o(&ne@%&'b stef Cfotn%- (4%th%§y-&’-$nétﬁﬁbﬁedﬂ)z1 _propyl-7-

(teifiuoPoragthyl)-1 A-ioddzoteo (RES7 gd&zZﬂ ngngl),) bgondiibtrpmidee (136 mL, 1.4

mﬁ{ Wdﬁf_j(}ﬂﬂhﬁ}frcgblege%eﬁe Oxy@%r%ﬁﬁcﬁ (6:0§'i 8¥Ths a white solid,

"t NMR (DMSP-daxoh 2 @9e(t,(3H)0 6 856 .89 (2, aﬁblaﬁ fror3bh, 4.42 (t, 2H), 6.73

0

o] 058 4078 3010 s py Db €1 o 0 o5

(tmﬁzdsHH)H NVR (DI\/SOd6) 8 1.93 (s, 3H), 4.61-4.79 (m

1H), 4.87-4.92 (m 2H), 5.13 (dd, 1H, J=1.22 and

10.23 Hz), 5.90-5.98 (m 1 H), 6.75 (dd, 1 H, J=2.44
Exanp® D% Hz), 6.81 (s, 1 H), 6.96-6.99 (m H 7.12 (d,

4-(7%-!§Prorg-4| {Sggb(ﬁ?ym&-lﬁgaé(g*ﬁiﬂz-ﬁ rﬁet@gﬁﬂheﬁd s, H M

Steq 7:- & bhlonmoet-Bopropplyd-(4 A . S [P0

Prepared according to Method D step B from 7-chIoro-3-(4-methoxy-2—methy|phenyl)-
1H-indazole (0.150 g, 0.52 mmol), sodium hydride (60% in oil, 0.025 g, 1.04 mmol) and
2-iodopropane (0.07 mL., 0.7 mmol) to give the title compound (0.100 g) as a white solid.
'H NMR (DMSO-dg): & 1.5 (d, 6H), 1.3 (s, 3H), 3.80 (s, 3H), 5.66-5.68 (m, 1H), 6.90 (dd,
1H, J=2.59 and 8.39 Hz), 6.96 (s, 1H), 7.12 (t, 1H), 7.39 (d, 1H), 7.47 (d, 1H), 7.54 (d,
1H)

MS (ESI) m/z 315 [M+H]+.

Step 2: 4-(7-chloro-1-isopropyl-1H-indazol-3-yl)-3-methylphenol

Prepared according to Method D step C from 7-chloro-1-isopropyl-3-(4-methoxy-2-
methylphenyl)-1H-indazole (0.090 g, 0.3 mmol), boron tribromide (0.104 mL, 1.1 mmol)
and 1.0 mL of cyclohexene to give the product (0.048 g) as a white solid.
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Step 1:
7-chl or o- 3- (4- net hoxy- 2- net hyl phenyl ) - 2- propyl - 2H i nda
waQ elog/0BPriepar ed according to Method D step B f rpor/US2003/030252
7-chl or o- 3- (4- met hoxy- 2- et hyl phenyl )- 30 1Hindazol e
(0.150 g, 0.52 mmol ), sodium hydride (60%in oil,
0.025 g, 1.04 mmol) and 1-propyl iodide (0.07 nm., 0.7
nmmol) to give the title conmpound (0.056 g) as a white
1I-$<NNIRJ (DMBD-W) 30082 Q3,168 PLI /(SN F.6B6852(m," HHNGR2 (dd, 1H,

SR 5 a0 0 g AE20 T2 i T 0.

9649I4roéd981i(|)“n 2H), 7.00 (s, 1 H), 7.22 (d, 1 H, 7.27

Méd(gg?)ﬁpzﬁoﬁl\ﬁﬁ]*(d 1 H M (ESI) mz 315 [MiH +. 5

4 (7-chl oro-2-propel - 2Hi ndazol - 3-yl ) - 3- et hyl phenol
E &EI 3- (4- nmet hoxy- 2- met hyl phenyl ) - 2- pr opyl -

(52 (fazol e Prepared according to Method D step C from
4‘(Z-aliyle?-ohlbr@-&l-htaﬂhuﬂy&-ﬁl)-ﬁahemynﬂmnpl) 2-

_ DuidePbhnboren
chpakeﬂwemrmng d)o gﬂetlaaod Eestppd?dlfmm ?&h[&)ﬁ&%g@ nesthaxyvihiviethylphenyl)-

e 45 SPERIR) sl hdd b0, T o v

24djlyl bsordide (0L67 Inlk,0. TmnaPSo @ive tBe Bl etrpouddg0.068 g) &s Bwhite solid.

NER tQush-oha Lo ds S Sy AT dradm Y e S 200,
SHSm (28, |863946|(a)hgg]ﬂz.2e12 22&-55923&?12?")%% Z Hi), 16.93-7.02 (m, 3H), 7.25 (t, 2H),
7381@1 )8 3- ()?i 4- di met hoxyphenyl ) - 1- Psopr opyl -

MS (BSdlernd H 3RMeplr.ed according to Method D step B from
7-chl or o- 3- (4- net hoxy-2- nmet hyl phenyl )- 20 1 Hindazol e

Sé%%géigﬁaiﬁgiﬁp ina SR YN fifedf0% i n oil,

(0.07 nL, 0.7
Prapargd accayding toHdethpd IRk stapnPolerd 2- euylzz:h@yo-asmanemwez methyl-

PP pgSr QTR hunl, bt oo 2ot 240, mob and

19-mL mﬂcmesersgtow’\)e the pradiucs (0.06%+9),as @it sqlid1 H)

%E@ﬁi §63‘in ?%%i(ﬂ@t Swf 797(r§21H)(98714@(rr%5ﬂ-l\{55 13 (dd, 1H,

J41 07 a0 0128-Hz)| HOPE®@BY(m, TH), 6.75 (dd, 1H, J=2.44 and 8.24 Hz), 6.81 (s,
15h 1 GRE b3 ) YA ERE 7 a3 i017 36 (d, H), 9.78 (broad s, H)

MS (ESI) m/z 299 [M+H]+.

Example 79
4-(7-chloro-2-propyl-2H-indazol-3-yl)-3-methylphenol
Step 1: 7-chloro-3-(4-methoxy-2-methylphenyh)-2-propyl-2H-indazole

Prepared according to Method D step B from 7-chloro-3-(4-methoxy-2-methylphenyl)-
1H-indazole (0.150 g, 0.52 mmol), sodium hydride (60% in oil, 0.025 g, 1.04 mmol) and
1-propyl iodide (0.07 mL, 0.7 mmol) to give the title compound (0.056 g) as a white
solid.
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Prepared according to Method D step C from

7-chl oro-3-(2, 4-di net hoxyphenyl )-1- isopropyl-1
woRindamsd e (0.132 g, 0.4 nmol ), boron tri br onPdEUS2003/030252

(0.377 m., 4.0 mmol) and 30 1.0 nL of cycl ohexene to

give the product (0.090 g) as a white solid. ' H NWR

(DMBO-d6): 8 1.53 (d, 6H), 5.64-5.69 (m 1 H), 6.39

(dd, 1 H J=2.44 and 8.39 Hz), 6.43 (s, 1 H, 7.13
1I—(NMR](D|N)SO 65)4807715@ aHY 1.280(m, ZHB2.dods, 2HY; 1B, 839(35@4) 404 4.09

(br oad

(0 42585 (1000 P86 BE RAB GO, 1Bkl 6 )

7§é§ 1H) i sopropyl - 2H i ndazol - 3-yl ) - 3- net hyl ph
: zol -3-yl) - 3- eno
MBS (EEpd 318 TP OPY y yl p

7-chl or o- 2- |sopropyl 3- (4- net hoxy- 2- et hyl phenyl ) - 2H-1i

s%@qL -dnidPs- 2R E\I-2RLiR8sAI-BY/ )t P mdHVipPEnd step B from
7 hOMSD (el s ey P AR BT eEeBo § n or

P@p@%@ &bcordirfiftoWiethpd @step Z frofl REHIGrRIB (4 Bethdxy;méthylphenyl)-2-

p@BY'“ -lnda.%)lep\lﬁh&% @Néé) 5’%}1882@0?8& lbi’%mlg 39% Inalggga 4t(ﬁ'lpnmo‘f) and 1.0

mBth cySolXehs to Gitd thedordduct (01024 g) asliphits8: 6. 98 (m

Xkl ol o b 4185 o 400154 G B4R v
4'Y§ 4(515@ 1'?4)26 3%%& M‘-HIJ"’Z 2%%9 8224 H2),6.82 (s, 1H), 6.96 (t, 1H), 7.12 (d

or 0-2-15S0 2H 1 nd azo -3y met hyl pheno

TH), %F?é’p@r &id), iéﬁo(lddl 'ﬂb 9t7<§ (oeradsd 1B) st ep C from

M?:T |)q;,@—32)1|[m¢p|;]fpyl 3- (4- nmet hoxy-2- 15 '
hyl phenyl’) - 2H-i ndazol e (0.05 g, 0.16 mml), boron
trlbromde(019m_ 2.0 mol) and 1.0 nL of

Egy,q;,bg;h@(ene to give the product (0.016 g) as a white

sol1d. 'H NVR (DVBQ d6) : 8145&12 %193(5 3H),
4AT-ghlorofgisppropyl-1Hyindgzol3-yjhenzepe-1.31dl o9 ang 8. 24

st%ch lﬁglrﬂéro(ﬁ(z Adhl%eth&v%ﬁemm i!so‘p-l)opw?wl%dééolel H, 7.20

P(eggérgd ﬁgcqorq;og tp m @ gggn%ﬁr@rrgz chlocrio 3- (4 met ox2y(-)2 n'v%thylphenyl)-
14ru€.éaz@|é 0) 156 .45 ﬁnibl)"'sbd’l@#ﬁﬁ*@lﬂn@e 8oy B sieofugsrarsl mmol) and

210%9W%an? (R0 &hlo 037 rumabdpgiyeyihe titl eorUP R0 132 p) as a white solid.
1ILI+NI\N$I§M|S@) -4 é’ﬁ @@%GQH?@TH (1;1 '391 t@am fBHJJ BestxgB Bn, 1H), 6.65

from 7-chl oro- ¥
(cimwhda% 4t end §: q%Uz)g 6. 7@ @21%97 ( s%h aﬁﬁr@dw)dé 48ddogH). 7.52
|_g|I 0.025 g, 1.04 rerI) alnd al ly) grc(aom ?82(0) 07
to the title conpoun
i 0 " o

Step 2: 4-(7-chloro-1-isopropyl-1H-indazol-3-yl)benzene-1,3-diol

Prepared according to Method D step C from 7—ch|oro—3-(2,4-dimethoxyphenyl)-1—'
isopropyl-1H-indazole (0.132 g, 0.4 mmol), boron tribromide (0.377 mL, 4.0 mmol) and

1.0 mL of cyclohexene to give the product (0.090 g) as a white solid.

'H NMR (DMSO-dg): & 1.53 (d, 6H), 5.64-5.69 (m, 1H), 6.39 (dd, 1H, J=2.44 and 8.39

Hz), 6.43 (s, 1H), 7.13 (t, 1H), 7.47-7.50 (m, 2H), 7.89 (d, 1H), 9.58 (broad s, 1H), 10.06

(broad s, 1H)

MS (ESI) m/z 303 [M+H]+.
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'H NMR (DMSO-d6): S 2.27 (s, 3H), 3.80 (s, 3H), 4.80
(dd, 1H, J=1.37 and 17.10 Hz), 5.13 (dd, 1H, J=1.37

war@4081138 Hz), 5.36 (dd, 1H, J=3.36 and 1.67 P&/US2003/030252

6.07-6.13 30 (m1 H), 6.90 (dd, 1 H J=2.59 and 8. 39
Hz), 6.96 (s, 1 H, 7.14 (t, 1 H, 7.36 (d, 1 H, 7.48
(d, 1 H, 7.53 (d, 1 H; M5 (ESI) mz 313 [M+H +. -78
WD 2004/ 031159 PCT/ US2003/ 030252 Step 2:
4-(1-allyl-7-chloro-1 Hindazol -3-vl)-3-nethvl phenol

according to Method D step C from
E?“ﬁﬁfﬁ 1-cycl opentyl - 3- (4- met hoxy- 2- met hyl phenyl ) -1

447 ichttwe A-is optapyd-2 Heindaz A3 -yip3tmethytphenot r i br omi de
i - Shorods BBl o Mo Rl DEN BRI 0 01 Ve
P(dpeBid dé&ording 20 Metliad Dlstelp ,B 4roBR 7{ctitbyo-3-(Hmethdxy3Fmeityyiphenyl)-
ool 158 i by oy A7 8ol B8y v an
2fifydopropede (9.07 mil., 6)7, mmoP4o give the tje campioungdd0.059 i) as 2 véte solid.
rﬁw QBRAS&) 6255 E éé’,g@ﬂ) 1.05 &) 383 3k) ailf, %.£22 47 (m, 1H), 6.94-
608[ (in, |2rt)pmp;(s ’VHX f7c20F (ddorn He+hel nd 8.25 Hz), 7.26 (d, 1H), 7.35 (dd,

fihl’tgﬂ)zg,l] Z*{ZZS met hyl phenol Step 1:

I SOpr opy nmet hoxy- 2- net hvl phenol )-7-(trifl uorom
M& (Ral) mAz 345i[Mdsltol e Prepared according to Method D
step B from 3-(4- msthoxy 2- msthyl phenyl) 7-(trifluoro-

SE%; Eyjr ] ) | ‘ , sodi um
dr and al |yl
Pmm@@cp@dm t@LMetUwzi ﬂﬁmte)o Cofrgm/é ahmsoﬂrIWmOWbﬁriémhoxy-Z-
5
ﬁ%&i}% %ﬁf%@?zo\@g%% §9 é? nemgsl),s"{?ﬁ &?}@ang@(g 1 ht.22.0 mmol)
am¢~|)1 0 sl gf cyqiahgxene g, gl\&&le@m@mj(%@ 8)a WBItegsph(Jd 1
BS993 1) iyl Brh5008 &) opl- R BB HERTT (@,
J2. QQ@pd@p%A Hz), 6t83 (s tid), &Rt thv1H), 7.12 (d, 1H), 7.20 (d, 1H), 7.34 (d, 1H),
g%l(EQ%a%l )yl ] - 3- et hvl phenol Prepared according to
ste

C from
MS (B8 i3 1- [E’Hﬂ* met hoxy- 2- met hyl phenyl ) -

7-(trifluoromethyl)-1Hindazole (0.062 g, 0.2 mmol),
boron tribromde (0.067 ni, 0.7 nmol) and 1.0 nL of
Expmdh@%ene to give the product (0.093 g) as a white

0 S PO b, 51, 2,28 (7,

Sten 1: haM?fohlorq 3|-4¥1 mMethosy-2 mdhenylb-m H—mdazrele{ d, 1 H,

PfeRPed gcccﬂ'dlh% to %éﬁoé by g §'frorri|- 7"(9nloro 3-(4-methoxy-2-methylphenyl)-
1H-indazole (0.150 g, 0.52 mmol), sodium hydride (60% in oil, 0.025 g, 1.04 mmol) and
allyl bromide (0.07 mL, 0.7 mmol) to give the title compound (0.102 g) as a white solid.
"H NMR (DMSO-ds): & 2.27 (s, 3H), 3.80 (s, 3H), 4.80 (dd, 1H, J=1.37 and 17.10 Hz),
5.13 (dd, 1H, J=1.37 and 10.38 Hz), 5.36 (dd, 1H, J=3.36 and 1.67 Hz), 6.07-6.13
(m,1H), 6.90 (dd, 1H, J=2.59 and 8.39 Hz), 6.96 (s, 1H), 7.14 (t, 1H), 7.36 (d, 1H), 7.48
(d, 1H), 7.53 (d, 1H);

MS (ESI) m/z 313 [M+H]+.
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M5 (ESI) mz 335 [MtH +. M5 (ESI) mz 333 [MH-. 30

-79 WD 2004/ 031159 PCT/ US2003/ 030252 Exanple 84
wd2q04/08t1bor o- 1- cycl opentyl -1 PCT/US2003/030252

H i ndazol - 3-yl ) - 3- net hyl phenol Step 1:

7-chl oro- 1- cvcl opent vl - 3- (4- met hoxy- 2- et hyl phenyl ) -1

H i ndazol e Prepared according to Method D step B from

7-chl oro- 3- (4- net hoxy- 2- met hyl phenyl )- 5 1 Hindazol e
Step. 215Q1@,IIvI07 EloroniH- mdammmhmwlm—emm% in oil,

Pigpared it egiort Bt wah i (i desinst e PatE G metony-2-
mamylohewyn)—ﬂe-nmalzold .(0.162 HIVR 33 DMEGH disgron &rikkoridel(0713® oy 2.0 mmol)
arg] 1.0 i QfsBrofdr o G in€pigaici 000 a3 B (5 o

1I—HSJMR DMSO(d): 512p1 (5. TH); 4.824ddt 1H, J01.37 &hd 17.18HZA)d5.12 (d, 1H),

5‘[5%,@,]2H§ Ewg B (o1 67246, 1k, o N bR 24 26 38ts, 1), 713 1

1M), (2498 ﬂﬂp?:ﬂ?dﬁ,cﬂd))pémzxd 1H; Bisédbodad3s, WiH) - 3- met hyl phe
ordl ng to Method D step C from
Eﬁr %%Sivgﬁgpentyl 3- (4- net hoxy-2- 15
mst hyl phenyl ) - 1H i ndazol e (0.090 g, 0.26 mml), boron

tribgﬂqo%(de (0.100 nmL, 2.0 nmmol) and 1.0 nL of
ene to give the product (0. 035 g) as a white

Pﬁapéfed( @ccoﬂdﬂ)g to7Métho(ilD stélbl)a frorf. 32(@ r@dthoity-Eﬁnetﬁylpﬂl’abr‘M] 7. ~(trifluoro-

n@%l)[1l{7i‘q]dézdle @(g%%lge 0 &?{@a%gﬁupnfh@ndéoe 55, Jo 8357, 1.04

mirhdl)natazallyt Broyiddy €M@ mé, 0, Bmadiad) tofiepthe:title compound (0.072 g) as a

W%%eag’%l -7-chl oro- 3- (2, 4-di net hoxyphenyl )-1 Hindazol e
Fepared according to Method D step B from

113 NMR 4DMISTRdoX ¥ SRy B, 2:30t (si BHUE- 8t (sy8thy4.99-6.02 (m, 1H), 6.91

81 7266 8338 30 e gl R it a7 0t me 200
Mﬁ_(,ESID)M/zﬁmI[MH-k]ﬁ give the title corrpound (0.101 g) as
a vvhlte SO|Id HNI\/R(DI\/BOd6) 8 3.76 (s, 3H), 3.83

P(eparéd—aocoﬁjnﬁgﬂfto(MelthodB step C from 1 lsopropyl -3- (4-methoxy—2 methylphenyl)
7-(trifluoromethyl)-1H-indazole (0.062 g, 0.2 mmol), boron tribromide (0.067 mL, 0.7
mmol) and 1.0 mL of cyclohexene to give the product (0.093 g) as a white solid.

'H NMR (DMSO-dg): § 1.51 (d, 6H), 2.24 (d, 3H), 4.97-5.02 (m, H), 6.73 (dd, 1H, J=2.44
and 8.24 Hz), 6.79 (s, 1H), 7.27-7.30 (m, 2H), 7.85 (d, 1H), 7.89 (d, 1H), 9.59 (broad s,
1H)

MS (ESI) m/z 335 [M+H]+.

MS (ESI) m/z 333 [M-H]-.
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J=2.44 and 8.39 Hz), 6.73 (s, 1 H, 7.09 (t, 1 H,

7.37 (d, 1 H, 7.44 (d, 1 H, 7.54 (d, 1 H M (ESI)
wo®48205¢ M-H] +. - 80 WD 2004/ 031159 PCT/ US2003POB02%583/030252

Step 2: 4- (1 allyl-7-chloro-1

H i ndazol - 3-yl ) benzene- 1, 3-di ol Prepared according to

Met hod D step C from

1l-allyl-7-chloro-3-(2, 4-di net hoxyphenyl)- 1 Hindazol e
Exdamplel84g, 0. 30 mml) boron tribromde (0.226 nL, 2.4

TR ppab g vkioniiy LS T el o) 54, g0
Stepd: ncmbrom—dycmbeawu3 A4-nristhdrdg L-mbthitbhémyl)- 1H-fdazale 35
P%pgg?dl_é_%dorcgng‘gg e\/gethoﬂ_é)ngtg& %fr{a% 9’%1&)90 % (i%etli;oé@‘}%nﬁ&?%henyl)-
1Hindazol@q0 (180 gl OHR, mobBsddiumo hgidride (6084 in i, 002p toy, 6 X remol) and

1

ofhrllpimes Gotp)it ki e b 1B ¥ wligrierep o ===
whiteegolid;

AR AR T S B T N AR OB B gy a0
3H}, @8 1684 3, 4-H)Eeb. B?)(yd Z}Hm#mh%gwgfp(lg%)(ysﬁggr(gﬁzb),é 10-7.14 (t,
1'89612'%()%’%@93&51‘%%}?5'? gnsg’o((allgmz iyodopr opane0 (0.07 rrL
MS.(ESrIr)lsz)34t1dl\/lgH\]re the title compound (0.100 g) as a

white solid. HNI\/R(DI\/BOd6) 8087 (t, 3H),
. .

Pnepla)ed 3c<md|og to 1M¢1)19d 'D :SEp( 6 frc_I_mH) chlqro4’ec:(®ppenw1 Bh(4- methoxy—2—

m}t%h@ﬂyl?ﬁﬁ’%d%le((g% Idﬁlc_)leeﬁﬁ@g 3'\#3;1;fhrbr ldétﬁﬁoé noIO mmol)

amg @ Pank of emleaemﬁgtqquel\)ée iperfiupt &35 90 a’SrEb\fﬁ"te solld

1 h |

N B358-4f 203 0702 G by Y B8 oh, 2y RIPRHAG fry 4p,2.24 <

3h,, 5.19-2@5nfm| YH)a B 21(dd, 1HJ=8f44cyrsl 6126>déz)e6t76 (gi ¥H).thel (t, 1H),
3 H NMR

TR ey oddot B 738 @ . S43Gopls. B TN 5y

MB EBINmBIiM+PlY., 6.71 (dd, 1 H, J=2.44 and 8. 24

Hz), 6.76 (s, 1 H), 7.11 (t, 1 H, 7.20 (s, 1 H), 7.46

(d, 1 H, 7.51 (d, 1 H, 9.55 (broad s, 1 H M (ESI)
Expmpiod5 [ MeH +. - 81 WO 2004/ 031159 PCT/ US2003/ 030252

4-(1-allyl-7-chloro-1H-indazol-3-yl)benzene-1,3-diol
Step 1: 1-allyl-7-chloro-3-(2,4-dimethoxyphenyh)-1H-indazole

Prepared according to Method D step B from 3-(2,4-dimethoxyphenyl)-7-(trifluoro-
methyl)-1H-indazole (0.150 g, 0.46 mmol), sodium hydride (60% in oil, 0.025 g, 1.04
mmol) and allyl bromide (0.07 mL, 0.7 mmol) fo give the title compound (0.101 g) as a
white solid.

'H NMR (DMSO-dg): & 3.76 (s, 3H), 3.83 (s, 3H), 4.88 (dd, 1H, J=1.52 and 17.10 Hz),
5.13 (dd, 1H, J=1.52 and 10.38 Hz), 5.35 (d, 2H), 6.07-6.11 (m, 1H), 6.64 (dd, 1H,
J=2.44 and 8.39 Hz), 6.73 (s, 1H), 7.09 (t, 1H), 7.37 (d, 1H), 7.44 (d, 1H), 7.54 (d, 1H)
MS (ES!) m/z 329 [M+H]+.
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Exanpl e 87 4-(7-fluoro-1-isopropyl-1
H i ndazol - 3-yl ) benzene-1, 3-diol Step 1: 3-(2
wd2aumostisoxyphenyl ) - 7- f | uor o- 1-i sopr opyl - 1H i nPEROBM03/030252
Prepared according to Method D step B from
7-fluoro-3-(4-nmet hoxy-2-net hyl phenyl)- 5 1 Hindazole
(0.300 g, 1.1 mmol), sodium hydride (60%in oil, 0.058
g, 1.44 mol) and 2-iodopropane (0.20 ni, 2.0 nmol)
Step 2;idv(@d -dlilgle7 -Chibtce1 id-inipeoirddyIi@n28®-g8-dial a white solid.

p?eg" %&Q&éﬁ&%h@%ﬁ% %%Qg E 1oy -all? Zm&ﬁﬁ. BhgindeRépheny)-

1igirgzele)(0.161 82039, mmoll)l)horcm diromids (¢.826 mLHR.4 mmpb-apd 2@ mL of

I n1 315
)‘r’@gﬁﬂleﬂé) tgtg?ve?’tge p?oo?@t 40"648?533%%%%/@@ érogié; ) mz
H—INMEbIéEMSO&ieyIS) Hetr e H, @HBan@ﬂé{iarm ad&dddﬂﬂogsta@ (s, TH),
[,0 -
6 gf?g&i( @ﬁe?“i J224 PG BEOIR), 843,80 713 (& 1H, 747-
7. Epl(mdﬂilzl))l7d39((@ 23 958 (Oree@ sitbi),)9.9bthread s.riHr o de
) and 15 1.0 nL of cycl ohexene to
q\géﬁqﬁe pri%gg{moo 160 g) as a white solid. '"H NWR
(DI\/BOd6) 8 1.53 (s, 6H), 5.05-5.11 (m 1 H), 6.40
3244and839Hz 6.42 (s, 1 ,
E%%B"%Bd* (m 1H, 7.23-7. 27)(m 1 H§ 7.5I5_|)(d, 1 H,
447-ehlard;1-grogyl-18-isdazol-3;yl)t3-Hethylphesol(s, 1 H M (ESI)

s?&fﬁ&@%ﬁh mFtl'_??%F E%Hgyl @heﬁl) 1-propyl-1H-indazole
Prebplarﬂﬁaacﬂorcﬂng/ltc) héeibeh & dtep-RBiifrom Bichlera-3-(4-methoxy-2-methylphenyl)-
1H9H§Jé§ e(|6t1y5b S0l Aifd! %IMWB% ho% %II HCUZQ %1 04 mmol) and

répared a cord| n
230doprapage @pﬁm@,@wemmo)) i e s Bl spmEEINA{ad 9B bas & white solid

) u
%&H&g%’g%_%@%ﬁﬁgﬂt sHE dé4 gp'i‘é ?Hfzb {déﬂ),? o5,3H), 4.70 (,
2H).6.89 (bl J=2 .69 ghe 8. 30HE) 6 65 do.coipBaAdt, (1602335 &, 148, 7.48 (d,
19)3%{0@ golid. "HNWR (DVMSO-d6): 8 1.67-1.70 (m 2H),
1) 4124 %87 ?m 2H), 2.08-2.16 (m 4H), 3.76 (s, 3H),
MS ESI n9/z BE)IM123-5. 26 (m 1H), 6.64 (dd, 1H, J=2.29
and 8.39 Hz), 6.71 (s, 1H), 30701705(m 1 H,

Pnep(alecby@q-ogpm]tq/Mevmmmgte@ erom 7 chloro-3-(4-methoxy-2- mre)thglphenyl) 1-
okl DA% Rlazde Xb bB &Y 8 Rimbl)3b&ioR tribromide (0.113 mL, 1.20 mmol) and 1.0
mL of cyclohexene to give the product (0.073 g) as a white solid.

'"H NMR (DMSO-dg): & 0.86 (t, 3H), 1.87 (m, 2H), 2.21 (s, 3H), 4.67-4.70 (m, 2H), 6.71
(dd, 1H, J=2.44 and 8.24 Hz), 6.76 (s, 1H), 7.11 (i, 1H), 7.20 (s, 1H), 7.46 (d, 1H), 7.51
(d, 1H), 9.55 (broad s, 1H)

MS (ESI) m/z 301 [M+H]+.
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Prepared according to Method D step C from

1-cycl opentyl -3-(2, 4-di met hoxyphenyl )-7- fluoro-1
woRindarnesd e (0.225 g, 0.6 mmol ), boron tri bromPdEUSDOT030252

m., 5 mol) and 1.0 nL of cycl ohexene to give the

product (0.147 g) as a white solid. 5 'H NWR

(DMBO-d6): 6 1.68-1.75 (m 2H), 1.81-1.98 (m 2H),

1.99-2.10 (m 2H), 2.13- 2.19 (m 2H), 5.25-5.31 (m
E)td)nplészo (dd | H J=2.44 and 8.39 Hz), 6.42 (s, 1H),

7 7.55 (d, 1
ol 8"7°r(°d . gﬁ%%%i“ﬁﬁ%%'z%ygge’fﬁ% tigy (br o sH) 1H)
Stp 1¢ BSRUY- deetlﬁi\'&JHeWHV#luorolﬂ}l@mml - tH-38lazole
uor

Prgpérégt%ﬁ,or ngstol(gf p%l step|>+ I.J> ?rgl%z9|flu§royé Mjﬁgﬁw%;@ 2]mg’th§‘bhenyl)-
1H-meibbhole YQ.BEO gl ) 17mfﬂonl)os@d|®mm/dpde)(ﬁﬂ% Hpil, 1dR6GEog.e1.44 mmol) and
Pr i i
2 B3R REARER i) B 00F 1B G FRrPeli e aca ) os e s
H anagaumﬁoxig)m ‘nﬁ(lbl(d 6wogj7m_r(s,r@+du B2 (6681H,i503HHI08 (mO1H), 6.63

. . - 6} I.
iy Eeptae A 72 Combo R B BE D, P e . 7o
7.89(mM2H) ' H NVR (DMBO-d6): b 1.36 (d, 3H), 1.53 (d,
3.86 (s, 3H), 4.46-4.51 ,
Mé%@ §1§M+'§Ebz 30 and 5. o 2), 6,78 (s, o H)H?
6. 89- 93(m 1H, 6.98-7.01 (m 1 H, 7.10 (d, 1
Stdp,2: A- (28|ugc_t;-1 “isodyorB 1 W daZ 83 - vlm@_eni@mﬂ +. Step 2:

Pr(?lpgrﬁr esggorgngcco% 'ﬂogjyl o?ﬁigféedt %3&)@] ?g’h%ﬁ?&ﬁ&‘yﬁhény% Fhuoro-1-

is@proRyl4Hindetdie (O/Ptieny0.68 Tnidl) @pmnztnbromlde (0.513 mL, 5.0 mmol) and

1 'O%‘ﬂb&ot&%é' %‘%MQ%H&' tﬁi Qg}ngt (16)1 69- ﬁ;ﬁ%s %"er.lt)eosoﬁgr 8]':‘

"He MR HRMBOedy:cb Gi53c(s i), 5t QB ((10.1D2.36.40 (dob el whredd and 8.39

PV R 08 G o/ D SRR S5 il 1. 1, 09

(s41BB10.162s( ) 1 H), 6.53 (dd, 1 H, J=2.29-8.24 Hz).

( 88692(m1|—|) 6.97- 7.01 (m 1
MS)(%%J?’%Z%}I@*H% 9.95 (broad s, 1 H 30 MS (ESI)
Mz 285 [MH- ! oo WD 2004/ D9L108 PCTI US0RS/ 09025

| &
Egé?gﬁ :

cycl opent yl -7-fl uoro-2Hi ndazol - 3-yl ) benzene-1, 3-
41-cyclopertyl-1:fluoro-1H-indazol-3-yl)benzene-1,3-diol

s’ Y- QRBYeN315 Al ShBRIAGHYPAA0NO) il 0- 2+ 1 nda
Prepared according to Method D step B from 3-(2,4-dimethoxyphenyl)-7-fluoro-1H-
indazole (0.150 g, 0.55 mmol), sodium hydride (60% in oil, 0.058 g, 0.66 mmol) and
cyclopentyl bromide (0.214 mL, 2.0 mmol) to give the title compound (0.234 g) as a
white solid.

'H NMR (DMSO-ds): & 1.67-1.70 (m, 2H), 1.84-1.87 (m, 2H), 2.08-2.16 (m, 4H), 3.76 (s,
3H), 3.82 (s, 3H), 5.23-5.26 (m, 1H), 6.64 (dd, 1H, J=2.29 and 8.39 Hz), 6.71 (s, 1H),
7.01-7.05 (m, 1H), 7.15-7.19 (m, 1H), 7.37 (d, 2H)

MS (ES!) m/z 341 [M+H]+.
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Prepared according to Method D step B from
3-(2, 4-di mret hoxyphenyl )-7-fluoro-1 H 5 indazole
w@ 00308119 1. 10 mmol ), sodi um hydride (60% i n BECT/US2003/030252
0.058 g, 1.50 nmol) and 2- iodopropane (0.20 ni, 2.00
mmol) to give the title conmpound (0.073 g) as a white
solid. 1H NWR (DVBO-d6): 8 1.55-1.65 (m 2H),
1.88-1.98 (m 4H), 2.09-2.19 (m 2H), 3.74 (s, 3H),
StepaH 4((d cyBbbentdl-Biucto-A8i-ihdazol-Biv\bénzePe{IdétdiolH, J=2. 44

and 8. 39 { . 88:-
P@Rera Ay oiefiob D s ol fltyobgui e bierppyphen) 7
fiydESH H-indazo®A(D.2281¢H] 06 nBhelp bdron tribromide (0.5 mL, 5 mmol) and 1.0 mL
- (2+ I - 7-f - ' - | ) benzene- 1, 3-
ofaphelesdr Gt the foghegofa? deR ST Be SPIY L7 o
2 NOAR (DS OE):- B4 68; U758 (meRHp xy§he88| n, 2H), 1.99-2.10 (m, 2H), 2.13-
fLuyor Q- j ol e (0.0 v 49, LE rLan
2P HEY SHEeReT B ot B A Aoy % E g2 . 1h. Too0-
7.dgqhpHet.ene3-7@7ginv,el H)n&.58r @ddEt), .07 0R51H)) 988 (hraaddi s, 1H), 10.16
(bsg%%g.1 ~H NVR (DVSO-d6): 6 1.55-1.66 (m 2H),
1€ -’1.‘@8 (m 4H), 2.11-2.24 (m 2H), 4.70- 4.81 (m 1
MS) (ESH). iz 3(1adM+i]4H, J=2.29 and 8.24 Hz), 6.50 (s, 1 H),
6.86-6.91 (m 1 H), 6.95- 7.00 (m 1 H), 7.05 (s, 1

H, 7.09-7.14 (m 1 H, 6.70 (s, 1 H, 9.97 (s, 1 H
Ex@8mpES9 miz 311 [MH -. 20 Exanple 91

{7 Mgt 2 irbpEARIARKGL-dybenzegect ol
Ster 1B 20 -timediopypipsryh I-flubrordti S g -2 hE ndarofs -
i | e, i 3

PR Ao Rird SR B50E B h S KeiefoRenbfi Raledie
ingezd(0.300 9. 520 mml), Sodiuali hyerity (0%l 60058 g, /50 mmol) and 2-
ooBpat, (L 7RO AR to drc BFRE PRRRY) IR s v soli
'i4 OIMRI (DMSE-YVR (. EBVED3H5,) 1.58 (dl 3613, 3. 75 (5BH), 286B(E, BH), 4.46-4.51

3 80 , 5.05:5,1 1H), ~6,:8 dd, .1H,
31 55e 1029 ek 2Bz o B s, T g ea o bps 701
(nh, PR, 7.123d( ), TI4B,(d,/1H40 (dd, 1 H J=2.29 and8.09 Hz)
@%ﬁé&g@) %E% 97 [M+H +. -84 WD 2004/031159

°d Step 2: 4-(7-fluoro-1 -isopropyl-1

H i ndazol - 3-yl ) - 3- net hvl phenol Prepared according to
Skép 2ot (T sdreq2-isddropy2H-indazol-3-yl)benzene-1,3-diol

7-fl uoro-1-isopr - 3-L4-.nmet hoxy- 2= t l) -

Pl Ao W iehop 808 G fm, G B ERhghy - 7-uoro-2-

isoprabyB2fHindazolgd 30.0dn@ | 9.22mumdl), bambn tfbrampidedfd2emk, 1.8 mmol) and
' ct. (. ite i dvigd " H NWVR

e B A P oo @A g Ak g™ LN

nigHy 166°G2 (dd, 1H,

'H NMR (DMSO-dg): § 0.64 (d, 3H), 0.76 (d, 3H), 2.19-2.23 (m, 1H), 3.89-3.93 (m,1 H),

4.06-4.12 (m, 1H), 6.53 (dd, 1H, J=2.29-8.24 Hz), 6.60 (s, 1H), 6.88-6.92 (m, 1H), 6.97-

7.01 (m, 1H), 7.10-7.13 (m, 2H), 9.95 (broad s, 1H)

MS (ESI) m/z 285 [M-H]-.
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J=2.59 and 8.24 Hz), 6.76 (s, 1 H, 7.06-7.10 (m 1

H, 7.19-7.23 (m 1 H, 7.27 (d, 1 H, 7.39 (d, 1 H
wE@aobas92 10 PCT/US2003/030252

4-(7-fluoro-2-propyl - 2H i ndazol - 3-yl ) - 3- net hyl phenoi

Step 1:

7-fl uoro- 3-(4-net hoxy- 2- net hvl phenvl ) - 2- propel - 2H i nda

zol e Prepared according to Method D step B from
Exarhple®00- 3- ( 4- met hoxy- 2- et hyl phenyl )- 1 Hindazol e

s pydopihyPrdtomRtiing TSP AET ML 17! 0. 7
Sfﬂmi )2 ctv@logemel 3- ®4ﬂiméthothhﬁf G&roPHLinddzals a white

Plieﬁﬁregl_ﬁccoidlg@ Nwﬁwé% S dsaté% t% fror% é th d%@th%&ggﬁyﬁl 79quoro 1H-

intBzolel (AL80Gg 2410 mamdl), pdiuén EﬁrﬂeQGO%nn o H).05¢ g0 0-59.romol) and 2-

loé?né[ 850 %2eL(Bloo trtdl) Hife b lindeBmpSShd o) 8% white solid.

1I-4N(VIR (DMSOat, R -Spr. )65, i2hiat 88-1 D8y(I), 480 20912l 19Hen @H), 3.74 (s,

SB P3PS B5CRBEATR o UB: BO8 Bu=18P10 L1 8 5.0 ), 670 s, )
68809 (n?,H—H nelaz-al e (¢TQ 1@5,97.99 l(d).m[),d‘:'rﬁ&léd,,ﬂ-bor ?n

nmo 1 nmL
M%@% gﬁé(@ le ve the produz:t a?o 052 Q) ag a white

solid. 'H NWR (DVBO-d6): 8 0.71(t, 3H), 1.77-1.81 (m
Sﬂa‘@Z 4(296/C(O®enisl-‘l-ﬂu¢m%4 indaZol(3rybenzdne-1,28liok. 17- 4. 23

Pigfeyen abcgidiud B MBoop er Crdsh 239iaBrtf-Stag gty Bheny-7-
flato-2H-iAjlazofe ((ROGAg, Q.18 )mrEsthrhvren BBramide (§.12 6o -112 mmol) and 1.0
i Y bnd Ene JE 8 ek Slero 025 Y bR s P
1I+I-I-NMH2(MS@ -By)epdrasdl.ae doy, @Hpg1.86-1088 (adtH), 2t1dp2. Bt {modakd), 4.70-

483" G IH, S0 Ll Y 28 iR PRI (o dufte BEIBERIR, 1h), 6.05-
7C010C1581gl) 105, rtHw))I7)QQal?1d4 (@ nldﬁ@g?Cb(gamlé) , @726, Hﬂ) 2.00

the tit .27 : i
VTS BB S50/ 031156  PeT! US2003/ 030952 " 14 R
(DMBO-d6): 6 0.84(t, 3H), 1.85-1.90 (m 2H), 2.30 (s,
;%m%ggo (s, 3H) 6.89 (dd, 1 H J=2.59 and 8.39

5 (s, 1 H, 7.0-7.11 (m 1 H, 7.21-7.25 (m 1
4Hy -Fluprad -isdpropyHy HN'@daeEfsmthﬂMn@gvlqhmeﬂ -. M8 (ESI)

S't%& 1 :2'?—%uJ)Hgl—tli6"0rop\ﬁ—S-M-methoxy-Z-methvlphenvl)—1 H-indazole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxy-2-methylphenyl)-
1H-indazole (0.150 g, 0.52 mmol), sodium hydride (60% in oil, 0.025 g, 1.04 mmol) and
2-iodopropane (0.075 mL, 0.7 mmol) to give the title compound (0.161) as a white solid.
"H NMR (DMSO-de): & 1.53 (d, 6H), 2.31 (s, 3H), 3.80 (s, 3H), 5.05-5.11 (m, 1H), 6.89
(dd, 1H, J=2.75 and 8.39 Hz), 6.95 (s, 1H), 7.07-7.11 (m, 1H), 7.21-7.25 (m, 1H), 7.40
(dd, 1H, J=2.29 and8.09 Hz)

MS (ESI) m/z 297 [M+H]+.

-84 -



10

15

20

25

30

Step 2: 4-(7-fluoro-1-propel-1

H i ndazol - 3-yl ) - 3- net hyl phenol Prepared according to
woRhos1 1D step C from PCT/US2003/030252

7-fl uoro- 3-(4-net hoxy- 2- et hyl phenyl )-1- propyl-1

H i ndazole (0.268 g, 0.90 mml ), boron tribrom de

(0.275 nm., 2.90 mmol) and 1.0 nL of cycl ohexene to

gi ve the product (0.252 g) as a white solid. 10 1H NWR
St(elamsmgmmorom&o@#bgymH-mzoms-ﬁssmﬁakao 2.23 (s,

Prgg%’?dd'a(g:gr:{m t(i %thgtﬁgo tgp 2§ %’8&1 %—ﬂg}ro-g—lsé@ro%)zl'-& -ﬂ%thoxy-z-
mé’dw;%liﬂhémyl) 1H-indpzol8 . (835( by,0.808 ,mrol}) béreartpbremdde (%118 mL, 1.25
mm_o )%&gl%t?)ﬁ}g o} y%@ﬁezlf(tgﬁ% Toignée Ene O;?ro%fcé 60144 g) as a white solid.
1|—BN_¢VRd gamsmeggr)gﬁylmml §H)7 -2 25 (s, BH); |550§1b@ﬂ9|(:n1 1H), 6.72 (dd, 1H,
SAESE BA B RTRIE IR T S0 . YR Pl A Bl .
7.89 (4,.1H) nmmol ), sodium hydride (60%in oil, O. 058 g,

1.50 mmol ) and 1- i odo-2-nethyl propane (O. 23 nmL, 2.00

nmmol) to give the title conpound (0.187 g) as a 20
Eximpleaaolld np 92-93 C, 'H NMR ( DMSO- d6) : 6088(d,

3.82 , ,
4‘%5“‘{‘% Propy ?Zkélﬂg?%@d%yﬁfrg‘ elffgprfilor % o 39st) o
S(e@31717$f)u§56 BQZ-rZetB@(vEéSMeﬂ‘rﬂ]ézheﬁvll—B-ﬂorﬁMﬁHﬂmlazmu-i) :
7. 37-1. .
Piepfp porgpal 1€ Meifich UPoteb olll 7toth-o e BlehoryFRetfyiphenyy:
1A-idtedolel (0B EA0ER ramob)s shdign mdnm 668 D ailt 8928 of A Gvhmmol) and
ik Rrskafl IFp0S Py 7 el o g g sl GRS 8071 9 25 a whie
s¢lid. 275 m., 2.90 mmol) and 30 1.0 nL of cycl ohexene to
1,91 | li.d
PR By P, ProOSyB A B 6 e J I . 42
428, GHR S 1844124 T, 1H)] 620248966, BHBF.0823.07 6nA3H), €,271¢H) 1H)
Al , 1.22-7.26 1H), 7.52 (d, 1H),
N%&%')(’H’,%f%w*éﬁs (s, 1H), 15" (H)s 1H) S (ESng m 2
301 [M-H] +. -86 WD 2004/ 031159 PCT/ US2003/ 030252
Step2y-&-Boro-2-propyl-2H-indazol-3-y1)-3-methylphenol

Pfep(agefc]‘ g&:%kﬂn&td PR stld & AT Pliudrod A RRIRARRG 2 mSmPib Renyl)-2-
pfbps/lzzldﬂmﬁan@e [{0R§D lge AyP0)mmob)| hasew tribrorgiga 006 Ml 0. 5 Fuqd) and 1.0
n’@. ?ﬁf@é}glg@{rgtg ﬁ%‘éi@@hen@ﬂg&@ (Q@B@@?apa%ﬁg sBiid.r om

' NMR (DMSO-de): 5 0.71(t, 3H), 1.77-1.81 (m, 2H), 1.93 (s, 3H), 4.03-4.07 (m, 1H),
4.17-4.23 (m, 1H), 6.76 (dd, 1H, J=2.44 and 8.24 Hz), 6.82 (s, 1H), 6.91-6.95 (m, 1H),
6.99-7.03 (m, 1H), 7.06 (d, 1H), 7.12 (d, 1H)

Example 93
4-(7-fluoro-1-propyl-1H-indazol-3-yl)-3-methylphenol
Step 1: 7-fluoro-3-(4-methoxy-2-methylphenyl)-1-propyl-1H-indazole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxy-2-methylphenyl)-
1H-indazole (0.300 g, 1.10 mmol), sodium hydride (60% in oil, 0.058 g, 1.50 mmol) and
2-iodopropane (0.20 mL, 2.00 mmol) to give the title compound (0.279 g) as a white
solid.
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i ndazole (0.300 g, 1.10 mmol ), sodium hydride (60%in
oil, 0.058 g, 1.50 nmmmol) and 1- iodo-2-nethyl propane
W@ 00283159 2. 00 nmmol ) to give the title conpouPdr/{82003/@30252
g) as a white solid. "HNWR (DMSO-d6): S 0.65 (d,
3H), 0.76 (d, 3H), 2.18-2.23 (m 1H), 3.74 (s, 3H),
3.86 10 (s, 3H), 3.88-3.94 (m 1 H), 4.09-4.13 (m 1
H, 6.72 (dd, 1 H J=2.44 and 8.39 Hz), 6.78 (s, 1
THHNMPS (DIAS6-@% & 084(t, BH), £838:90. @2 AH) 2B0HE, 3M), BI8(Q (5, 3H), 6.89

(dQ) 5. ‘h?%%é %hdzé 3%§§§'—b ﬁg{cég 22ﬂ3( %Jn%ﬁ]]e%%l(% 15738 (@,

2H) 15 Prepared according to Method D step C from

M%(gédt )I} 29? gggfg%l((gs&-é}z%bgmgﬁ%l) bor on

trlbromde (O 083 rrL_ 09 mml) and 1 O nmL of

P%%??%a%rw%%%q?éteg%% &47 (HH@% é—[ﬁl}]@ﬁ%x% 3 Tethylphenyl) -1-

pplyl-1 Hrindiezglel d0.288 1, 02E2ma®l)ahoros. idgroriide, (0627439m §2-99 mmol) and

10 Br fféichetng e b prin o280 h e e goilly: 0 2
"4 NMR KBMEESH): 3108430 BH)MHEP-H.89 fradi), €.286(s, 3H), 4.46 (t 2H), 6.70-
63%67 i égefg i—ﬁo%%‘) odt (hH 11d82RL7 32 Yib) 18y, B3, 1h), 7.37 (d,

nol
1H),19.5fboeatk-5, §bl)utv| 3- (4- met hoxy- 2- net hyl phenol ) -1
H i ndazol e Prepared according to Method D step B from
7-fl uoro-3-(4-net hoxy-2-net hyl phenyl)- 1 Hindazol e
Ekampi094, 1.20 mmol ), sodi um hydride (60%in oil,
Q- . l; ! | pr opane (O 23
431%%%8 ';°§‘99’m 'M%ﬁi? )Heﬂ?%@lg%gﬁnd (O 374 g) as
Step Nﬂ-t%-slmmmtjoxvsbenm- d Duf s

G Gl B e g8 o B oy g o o1
iriagate 70.800 @l 10)mmpl)2gediura ydride (60%H, oil7 0388 (g, 1-58HNMd and 1-
B R 8, 29 MR comprunt 1 0 5
WHite galiszol - 3- yl ) - 3- et hyl phenol Prepared according to
ng)qa%wggl é) step C from
uor o- | -i sobutyl - 3- (4- net hoxy- 2- net hyl - phenyl) -
HNMB&(BMS@ -04). 86488y(d, 6H2 ZvhbRR2 (abrib 3. 77!()? &H)dé 82 (S 3H), 4.29
4 I {

I@ 3aa! yﬁ ?1‘%%3 Eﬁﬁ% (391H9) §k2Q Iétgé()ggrctﬁe%ég?m QH), 7.16-7.20
(mz@ﬂi@?e" 39 (m, 2H)
MS (ESI) m/z 329 [M+H]+.

Step 2: 4-(7-fluoro-1-isobutyi-1H-indazol-3-yl\benzene-1,3-diol

Prepared according to Method D step C from 3-(2,4-dimethoxyphenyl)-7-fluoro-1-
isobutyl-1H-indazole (0.177 g, 0.5 mmol), boron tribromide (0.275 mL, 2.90 mmol) and
1.0 mL of cyclohexene to give the product (0.085 g) as a white solid.

'"H NMR (DMSO-dg): & 0.87 (s, 6H), 2.19-2.21 (m, 1H), 4.31 (d, 2H), 6.39 (dd, 1H,
J=2.44 and 8.39 Hz), 6.43 (s, 1H), 7.08-7.12 (m, 1H), 7.22-7.26 (m, 1H), 7.52 (d, 1H),
7.75 (d, 1H), 9.58 (s, 1H), 10.08 (s, 1H)

MS (ESI) m/z 301 [M+H]+.
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'"H NMR (DMSO-d6): S 0.87 (d, 6H), 1.98-2.07(m 1H),
2.23 (s, | H), 4.30 (d, 2H), 6.71 (dd, 1H J=2.59 and

W@2®4/051259 6.76 (s, 1H), 7.06-7.10 (m 1H), 7.POFTSDA3/030252

(m 1H), 7.25 (d, 1 H, 7.37 (d, 1 H, 9.54 (s, 1 H)
M5 (ESI) mz 299 [ MtH +. 10 Exanple 97
4-(2-allyl-7-fluoro-2Hindazol - 3-yl ) benzene- 1, 3-di ol
Step 1. 2-allyl-3-(2
4- di met hoxyphenyl ) - 7-f 1 uor o- 2H i ndazol e Prepared
E cco[%%g to Method D step B from
§a'PQ i met hoxyphenyl )-7-fluoro-1 H 15 indazol e
4-((ﬂnﬂ3|690-gylsdbtitgl mmhdazois-aqu)bﬁntmﬂﬁ GaiuélGO% inoil,

. O

Peasplarat acd:d)rBlNB &)DMEMGD stSp3B7150rﬁS3 (ﬁmlmah&@phSnyl)'a’H)‘luoro-1H-

48 {0 3 6. 18 b i gl % iy, 659 o i mepgp ana -

iofio2-héthaipeoand 90143) mL, B.0T8nifsl) td gide, thé 1id c6mPburfd(0.046 g) as a
W%é 7,00-7.04 (m 1 H, 7.14 (d, 1 H, 7.27 (d, 1 H
(ESI) mz 313 [ M+H] +. Step 2:

1|4NI\R@IDM§SD~HG-)f%0®6quBH)' mh d@i 381,y4.) beresene-1H)33.a4 ¢$, 3H), 3.86
Pr, [ g,t 0 om
&y P R HBnY ) D7 (ort: 44 R0 678
(£, AH) /9@ 6.94. (i, rtm);la% poeqm, FH?]EYr’dedeH[O%@I EH) 1.6

25 cycl ohexene to give the
“ﬁ@dﬁ!k@yz(%d%%j as a white solid. np 69-70 C, 'H NMWR
(DMSO-d6): S 4.81 (dd, 1H, J=1.68 and 6.87 Hz),
Sfe®?:- £(DBfludro2-idduty-2HDiRdSz0l-3-yI)bemzehe) 3-dibl 93- 6. 02 (m

P%ﬁp@r%d %f%%rdﬁ‘ugl I\Wétgggbglb(geg Zbrgéoé %4 ((Jéléie hZSﬁ)?p%eé@%?%luoro 2-

idolohityl]- 2H-1nc@80l’e@0maéu (0B1 holPCRris210EHBORIB3 \kahPl remol) and

1afrlng 8;%%@%&%6)7 @L#\Zbgﬁg odspct O 0248?) as alwhlte solid.

'1- WR)(DJ\/EQ—ﬁs)ﬂféleﬁétmﬁ&YmhéHyl() 75-Of7I7L(m @H), BHBHI3E (heH), 4.07-

BB, AI0RIS R AT R D) BT AT 8 8 dpgmagt o 00

7d)1 (i, 161) 4 §d, 160,07 Uo7 Hpdlmi, d &), (668B84si, AHDIA.80 B, 0SB g,

WI | Iyl bromde(0.173 n, 2.00 nmmol) to
Ng;ﬁ@%' e %q1ﬁﬁﬁék@0'ﬂpound (0.198 g) as a white solid. '"H
NVR (DMSO-d6): b 3.77 (s, 3H), 3.83 (s, 3H), 5.00 (dd,

ij'5|mp‘ie=§622 and 17.10 Hz),
4-(7-fluoro-1-isobutyl-1H-indazol-3-yl)-3-methylphenol

Step 1: 7-fluoro-1-isobutyl-3-(4-methoxy-2-methylphenyl)-1H-indazole

Prepared according to Method D step B from 7-fluoro-3-(4-methoxy-2-methylphenyt)-
1H-indazole (0.300 g, 1.20 mmol), sodium hydride (60% in oil, 0.058 g, 1.50 mmol) and
1-iodo-2-methylpropane (0.23 mL, 2.00 mmol) to give the iitle compound (0.374 g) as a
white solid.

'H NMR (DMSO-d): & 0.88 (d, 6H), 2.19-2.24 (m, H), 2.30 (s, 3H), 3.80 (s, 3H), 4.32 (d,
2H), 6.89 (dd, 1H, J=2.59 and 8.39 Hz), 6.95 (s, 1H), 7.07-7.11 (m, 1), 7.21-7.25 (m,
1H), 7.38 (d, 2H)

MS (ESI) m/z 313 [M+H]+.
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5.12 (s, 2H), 5.15 (dd, 1H, J=1.37 and 10.23 Hz),
6.04-6.10 (m H) 6.64 (dd, 1H, J=2.44 and 8.55 Hz),
wW@202/089591 H), 7.04-7.08 (m 1 H), 7.17-7.21 pa1/U$2005/030252

7.39 (d, 2H 10 Ms (ESI) mz 313 [MtH +. Step 2: 4-(1

-allyl-7-fluoro-1 Hindazol -3-yl)benzene-1, 3-di ol

Prepared according to Method D step C from

1-allyl-3-(2, 4-di met hoxyphenyl)-7-fluoro- 1 Hindazole
Stép 218-[7-6luord- Bisobutly/} 1 H-holapo- 3vl38»mm’@@e_(u9_ 362 niL, 3.80

Prov 0T o Vet D htapr FRLAHGRS 1o i Rengry 2-methy-
phenyl)-98-ifdiztple1(d, 363=d,. B2 ramdl)1Fordh , trirodide (0.430HNL, 9. 6131mol) and
1 éﬁggof%g' dohe}ﬁi’xe g8 Shelftodi 8 bag ?) 8 j@i‘t% s&l'iB 1H)
my1284281G; (m 1 H), 7.23-7.27 (m H). 7.51 (d P H) |
A A A G g oy A5 98 6 o

(dd;- (H,- =269 and 8.28rHp)y6.78 (s, TH), 7.06-7.10 (m, TH), 7.20-7.24 (m, 1H), 7.25

(dHi 223?&83( p*]b)éae( Zghe- 1,3-dioi Step 1. 3-(2

enyl fI uor o- 1- propel - 1H i ndazol e 25
MSr(Eﬁt)m’dZ%ﬂ‘dﬂdﬂﬁng to Method D step B from
3- (2, 4-di met hoxyphenyl )-7-fluoro-1 H indazole (0.300
g, 1.10 mmol), sodium hydride (60%in oil, 0.058 g,
Examgile®¥ol ) and i odopropane (0.195 nL, 2.00 nmol) to

+ B e By Ipe e ghid® B YN %y

Stap 715 2(allyl-38.4-dBudBoxyphe®i) 7-fluoro@H-BOazpld 2 (m 1 H),
Pr,%g%r%d“ac}cg { 1 lﬁ}tho rézsté@d% Jr”opﬂ c}z{@%éﬁcggp@e%g-rﬂuoro 1H-
indazd)g (0/3001g, (1d10 mmd)), sqdia8 hydridel (6a6 WEDil( 86§ gnd 50311@01) and allyl
B e T S SR s
1!—PNN®([H‘dS@eIl33)Jr8d$ Ag (3, BHEBIBOds B, dB2e4.87 dmn 2H) 4 98 (d 1H) 5.12
o 8L TR e AT SLr PR it e 5.0 b
6.78.(8361)n8.918.% (MmdH), AN DA HYf7. 14:g;:b|1 blhe&%éd fib)

0. 303 white solid. 5 'H NWR
M%éﬁ%&’%)a%gmﬁgs( 3H)g) 1.84-1.89 (m I2H) 4.47 (t,

, 6.39 (dd, 1H, J244 and 8.39 Hz), 6.43 (s, 1H),
Stkp(m47(21alvr Frfluarep2H-indazplB-penzenerd.3-diol 52 (d, 1H),

PK?@ZE@%%CO ngfrrgg &cggne?&of_ﬁré?é@ Csfror']'n"ﬁ ally]r@ ©.4- élRE%Qyﬁmen}IW-ﬂuoro
2H-indazole (0.057 g, 0.2 mmol), boron fribromide (0.150 mL, 1.6 mmol) and 1.0 mL of
cyclohexene to give the product (0.023 g) as a white solid.

mp 69-70 °C;

'"H NMR (DMSO-ds): & 4.81 (dd, 1H, J=1.68 and 6.87 Hz), 4.90-5.01 (m, 2H), 5.03-5.14
(m, 1H), 5.93-6.02 (m, 1H), 6.38-6.45 (m, 2H), 6.91-7.07 (m, 3H), 7.17 (d, 1H), 9.71(s,
1H), 9.88 (s, 1H)

MS (ESI) m/z 285 [M+H]+.
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10 Exanple 100

7-chl or o- 3- (4- net hoxyphenyl )-1-thien-3-yl -1 Hindazol e
wWE200408115€ Of PCT/US2003/030252

- chl or o- 3- (4- net hoxyphenyl ) - 1- propyl - 1Hi ndazol e (1.0

g, 3.93 mmol), 3- thienylboronic acid (1.0 g, 7.8

mmol ), anhydrous copper(ll)acetate (0.71 g, 3.9 mmol)

and diisopropylethylamne (1.36 niL, 7.8 mmol) in 50 nL
Ex@niiilé 98was stirred at anbient 15 tenperature

Lght . The. {] 1 Xt b bed
-G Hisro tineReo A 0GR obr 111 ed by f1 ash
StepHoNRAIAE-@phvintditosgpeenyBt hero-3 Hiihdazlegi ve t he
BARElKf 3 3ef IS5 5 ot - by uoro- s
ind!%zole7(033?)0§gn3 10 ﬂgi)nol)?scﬁﬁjrg mhydrldel-()é()% in.0830.058 g,[11 .Bf) mn7olpand allyl
. + .
oriige 0523 Bl 299 Tendh iy Bedte oRbou? (o iy b soi.
1HZIQM%RdGDI\|ﬂS®316)2$ EI_;Z?. (853%,&1%3, 3?@?0 ejdllﬂll:l, FJ]=1.22 and 17.10 Hz),
-(7- -]1- n- 3-yJ - [ ol - 3- e
5.7 Spatd ol 1 15 1) VeeHbdOBoREp SO gtuim P, 634 (@, 11,
J=2c41 8rio08.85 Hé),rmIﬂ;s;qp)gerM-j.g&QEN Ie)_’,l 33]7{{)21021_'2-1“_)‘3 ﬁ?@cz(g,@H)
, boron tribrom de : , 2.
M%‘R%%B"%ﬁ&%ﬁﬁ“ﬂﬂpof cycl ohexene to give the product
(0.045 g) as a white solid. 1 HNWR (DVSO-d6): 6 6.93
Step) 2 H)(1-allyl2Z7Zldro-1H-iRlazoF-33Mbefizbtie-113-Hipl 7. 54 (d, 1 H),

Prgaagréf(:%?:brd@_l%? wzho%%%?é%§% (71'E%B5-§-:fr?,§-o@3§ﬂnmﬁm%Syl)-?-ﬂuoro-
1 H-8@ia¥ e 20.087 930 658mBIETEdIS2 0BI0ide 26262 BtadB0enmoR and 1.0 mL of
hyl 3-(4- | £-.2-1 r [-2Hi n
oREvainsioldiee HRAE: Oy o7 o AR ARE
'HBNMR BMSOEHNBNYIYE- @dt rHE WebRdnetdnyT.ARH. 1 dhzat)e 5.16 (dd, 1H,
P dj t f

37 SHEREIRRIRNC IRE B2 IR ROSAEIER R, 12 and 80 1) 643 o

1)L 709g7.13 (A, i [7)23-Bad(mmH)ydbi dé 1(HH0P b rid,oiH), 9.6913®ad s, 1H),
4 .and 2- iodopropane (0.34 nL, 3.4 nmmol) to

1%%@”?%%@’?1@% e compound ?O. 27 g)(as a white solid. : 1H

MENRS()DivBQsagy:+Hb-.1. 48 (d, 6H), 3.82 (s, 3H), 4.81 (m

1H, 7.14 (m 3H), 7.48 (d, 2H), 7.63 (dd, 2H). 10
Step 2: nethyl

EgargplelB8dr oxyphenyl ) - 2-i sopr opyl - 2H i ndazol e- 7- car boxyl
o3BT SRy MRS\ Bplfict Badep C from

Stepi T:1 L@ b diptdilydxyphenivherathaire-1¢moVt-1¢-indezte ol ), bor on
Php L TG40 BLMBtHod3D2stEBPE) from 3-(2,4-dimethoxyphenyl)-7-fluoro-1H-
indazole (0.300 g, 1.10 mmol), sodium hydride (60% in oil, 0.058 g, 1.50 mmol) and
iodopropane (0.195 mL, 2.00 mmol) to give the title compound (0.343 g) as a white
solid.

'H NMR (DMSO-dg): 8 0.72 (t, 3H), 1.78-1.85 (m, 2H), 3.75 (s, 3H), 3.86 (s, 3H), 4.08-
4.12 (m, 1H), 4.16-4.19 (m, 1H), 6.72 (dd, 1H, J=2.44 and 8.39 Hz), 6.78 (s, 1H), 6.90-
6.94 (m, 1H), 6.98-7.02 (m, 1H), 7.11 (d, 1H), 7.28 (d, 1H)

MS (ESI) m/z 315 [M+H]+.
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and 1.0 nL of cycl ohexene. The reaction m xture was
guenched wth nethanol and allowed to stand at

W@t osit15e enper at ure overni ght. The reacti on mMPEI/USE03/030252
was 15 preabsorbed on silica gel and purified by flash
chr omat ogr aphy (hexane-Et OAc, 2:1) to give the
product (0.13 g) as an buff colored solid. np 195-196
C, 1H NWR (DMSO-d6): 6 1.52 (d, 6H), 3.89 (s, 3H),

Stép&é« A{(mfludrd=h -prepyB dH-irilaz@kd-yl)beniénd-1.3-diolH) , 7. 36 (d,

,: ﬂzﬁéizélrd&lg zto w?‘?\)ﬁﬁ? é(ijr’%%z%g d?ra%tﬁo&ﬁhe&ylﬂ—ﬂu&g 1-propyl-

1I44r{d32<6lé{®1§38|2 gxydhemyl)) bdron ritwpipide1(0.830 mL, 8.8 mmol) and 1.0 mL of

¥y ok,gg%ét Hé’)'?(v ph;é%%@g%“’?’?%ﬁ’éjaﬁéx""hd eesr?w) -1-propel -1

1H—NMM(mnﬂ;®dg)55Doea(tsam)rnﬁd 1589 (th, 2H), SH7 (t, 2H), 6.39 (dd, 1H, J=2.44

e SB 3 Gab s LB EEN) L AR by ECRERI6, . 75

1199 (broad (st HE NDyYI7i (Heredac éHpne) di pal | adi un{0) (0. 004

04 and
M% (Egg §8§T@ I-i]rl nmet hyl phenyl )i m dazol - 2-yl i dene HCl

(0.0035 g, 0.0099 mmol ). 4-Methoxyphenyl magnesi um
Ebron]rdﬁ) (1.2 nL, 0.5Min diethyl ether) was added and
¥HBPIEACt i on mixture degassed. The reaction was heated
7-tchlc86 34t efhaxypBernd)i1-$hiettdeylridhindagaleni xt ur e was

N h
A e &7 Syl SR RO RIS 1 0,059 mmob. o
thikmylbopn{dNadSQA, g the mglanarmydMawpmlI)emte@n&oﬂait @xd3 9 mmol)

IJIB Ns%ﬁ%%y%ﬂﬁy}%rﬁ I(]’F éﬁr 1 r‘nzf% ln‘r?naoq | urﬂP C}-Thg \ad st at ambient

telnmeaateveeowmgh’teﬂ‘ he geadfion) mtxwr@rvmﬂ preabsmsbed pnesﬂlca gel and the

SSAPIBLIE el B8 SR ATRPRD) e Mong 1) o i e

pEdueA0(16,9) 3B)p, whitesligy mpif 1°G3. 82 (s, 6H), 3. 89 (m
11 il o 885 7 o R i g
7[6El|'+(h1] 4H§y§ %1;0;5)??4981}% (4). hydr (cj)xyphen)é! ) - 1- propel -

45% 3447 pr enol Prepared according to Met hod D

nmet hoxyphenyl ) - 3- 24 met hoxy-

Apaleaaycq for GostbfyIN-Q B ﬁ:@ad@dﬂ 8 86@4 82 gouodrlq:Gﬁq%Bﬂ‘J:?ﬁ’S N:7.88.
boron tribromde (0.04 n., 0.43 nmol) and 0.1 niL of

cycl ohexene to glve the product (0.029 g) as an |ight
Eyxamptev@bl id. 'H NVR (DMBO-d6): 8 0.492 (t, 3H), 1.42

4{5'?1, %514(?%&9 %(JMH%HHaz& 38%)6“8 11;') 737 é4 (2 )H)m 10 1

Pfepharad pycordingdo mgthog lp|)stenge‘Bzm (-@.hlorg 3 methwpdwgyl)—ﬁtmen 3-yl-
1iAa4R (oMd8,-0.56 mmol), boron tribromide (0.021 mL, 2.25 mmol) and 1.0 mL of
cyclohexene to give the product (0.045 g) as a white solid.

'H NMR (DMSO-d): 8 6.93 (d 2H), 7.27 (t, 1H), 7.365 (dd, 1H), 7.54 (d, 1H), 7.67 (dd,
1H), 7.78 (d, 2H), 7.86 (dd, 1H), 8.06 (d, 1H), 9.75 (s, 1H).

MS (ESI) m/z 325 [M-H]-.
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Exanpl e 104

4-[7-(4- Fl uorophenyl ) - 1-propyl - 1H i ndazol - 3-yl ] phenol
wWQ 2008081159 : PCT/US2003/030252

7- (4- Fl uor ophenyl ) - 3- (4- met hoxyphenyl ) - 1- pr opel -

H i ndazole To a stirred sol ution of

7-chl or o- 3- (4- net hoxyphenyl ) - 1- propyl - 1Hi ndazol e

(0.247 g, 0.82 mmol) in anhydrous di oxane (6 nlL) was
Exainplé 102i s( di benzyl i deneacet one) - di pal | adi un( 0)

mipthy? 3t hycboyRReliiPslis fllopy 2trindapoleT-carbonviate 1\

Step. 10 Pdisoprofyl B43- nﬂmbWthnﬂﬂﬂﬁloom_mqtidam brom de

PieRaretiAbepatia PR Bsief B e St GmaboRlplFh- PB4

intédate {(1.00ey,a314 adohol)] sodilmSipdridé (B@Agientis 0nE3Ge ga@dﬂemrmi)jand 2-

b T s a0 A b AR R4« VA ot

THh KR (IDIVIB Ok d): sat.i4d (6,06MY, i3082 @naHEx4. Bac:medHW?t M énhgiH), 7.48 (d,
cetate. JThe organic |ayer washed with water and
zé)a?ﬁa@guz@queous sodi um chl ori de solution. After
dryi ng over anhydrous magnesium 25 sulfate, the
StepoR mgthyl Ba(amvdas(vbhénvéﬁldo@mdvlﬂhﬁinﬁa’aidie—ﬁtoarmxglg at ed
in_vacuo t t| tI
PisbaleR daeasgind B Mt R e KT Bmar ey Erineenen 7
trnﬂum’omehnd(-aHevﬁcMwa (Oeﬂ?eg,aﬂ) 61 (rﬁhdl) aporp trivrordielet (A8 1t int.] 2 mmol)

ST T febe e g R ] ena e

alfawe@Hfo Jstand7.a8 #nbientl .teppérgiure Hyvednightl 4, Bhe Tedctlan) mixture was

pl%aggcggﬁjzfﬁ @?}icig E%ﬁ%rlffé@%]ﬂasl} cgévn\'%@gra K‘_}Qﬁ’f&g“%%@‘%] 2:1) to

WeLBEQdeUQKDBg%aSaHb)JffCWO%i ofid. 2H, J=8.4 Hz), 8.02
n@dﬁ 8.4 Hz).  MB (ESI) mrz 361 [ MrH +. Anal .
cd Tor C23H21FN20 C. 76.65 H 5.87 N 7.77 Found:
"HENRER (IVIBO31:8 3 1NS27(096H) 3.82(sWBHp a8y 03 111H96.99 (d, 2H), 7.10 (t, 1H),

R 003/ 2

72’?@}@% %%&3‘?’0;) ény %%f o3 (S 1I_I-I’-| ndazol - 3- vl |
MSh@iréll) IP{Ze?ﬂér[NHl'%rbcordl ng to I\/let hod D step C from
7- (4- Fl uor ophenyl ) - 3- (4- met hoxyphenyl ) - 1- propyl -

H i ndazole (0.125 g, 0.35 mol ), BBr3 (0.066 nL, 0.7
Example 1a3 gi ve the title 5 conmpound as a white solid

4?&%@3‘8&“ BE&@"@H{ °p‘7'2'>f4% g aEB#%?—ﬁ?'?"'f 4%H( rl\rI1NR2H J

Stepl 1. B(4- me’ehobemhensd)-854{nnetho>®lehen}ll)-1 -propylHiAy-indazale (d,

Té'é stﬁze)a s%lug n'%"@ 7- §E1:?37(4 %r%tﬁ&yp%%l)yz) 17p§>éiy|(f{-l-ur%§'z%é Fgm g, 0.33
ngna@pin (agphydrous digxaneg(3onLjiwas agded tgddmngﬂgﬂ)eq@@ng)ﬁwalIadlum(O)
(dM’A‘H d’ 0.0043 mmol) and 1,3-bis(2,4,6-trimethylphenyl)imidazol-2-ylidene HCI
(0.0035 g, 0.0099 mmol). 4-Methoxyphenylmagnesium bromide (1.2 mL, 0.5M in diethyl

ether) was added and the reaction mixture degassed. The reaction was heated to 80 °C
for 18 hours. The reaction mixture was partitoned with 1N HCI and ethyl acetate. The
organic layer was washed with water and brine. After drying (Na,SO,), the organic
phase was concentrated in vacuo to yield crude title compound. The oil was purified by
flash chromatography (silica gel, hexane/ethyl acetate, 5:1) to provide the title
compound as a white solid (0.028 g).
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Anal . calcd for C22H19FN20 ' 0.15 H20: C:. 75.69 H 5.57

N: 8. 02 Found: C 75.49 H 5.41 N:8.02. Exanple 105 15
wasat((ﬂ/%nssphol in-4-yl-1-propyl -1 Hindazol - 3- yl pEHER03/030252

tep 1:

3- (4- Met hoxyphenyl ) - 7- nor phol i n- 4-yl - 1- pr opyl -

H i ndazole To a stirred sol ution of

7-chl or o- 3- (4- net hoxyphenyl ) - 1- propyl - 1H i ndazol e
H AMERLONMSO-dJ): 3D.48M(t) 3H)) 148 26I)s3.82 ¢gaHd3.89 (m, 2H), 7.08 (m,

<ty 7 BB AL ahee ot B FOLE B R 888 g o

M8®ESB)) . m/ZB73 (M+iHenzyl i dene 20 acet one)di pal | ad| un{ 0)
(0.010 g, O 011 mmol ) and 2- dlcyclohexyl
N ,

ais @6%917 Eu '-‘ (goggg’o 0. 23
Pn@panedeaccoﬂnag rieattsiran ‘ms"@@ b - -fdomethomymhengl)-Gr(¢-methoxy-

o o P eg S0 B 4 U631 MRS SRIA b G L, 003

me®l)ematOet] mLa:[ﬁwddh;emoel taigive Heoprodiect 6029 gbas annfighd rye"OW solid.

Y RSS2 I ST B o6 40e B by o gt Om
1H) 7\/1@((!10 1HD, N?Flna(d;i 2ElD, LF;:iES (dl, 2Hg 7.%3)@0[:!01(9.60”%1& 19. Ws(s 1H)..

M ERD Rerdi by Scetate (5/1 to 3/ 1) o provide the
title conpound as a white solid (0.157g, 0.45 mol,

anal ytical sanple was crystallized from
Eg%'@ﬁm 86-87C, 30 1H NMR (DVBO-d6): 8 0.86 (t, 3H,

41[7-(:4-Fltibrb|zl)enw) 'B-Erc(pnl-1ﬂ-indézoi-31w]|ﬂjenb12 Hz) 2.93-3.03

Tbizg stlr?ed&omtlaﬁ c(frﬂ cﬁlbbq—S '(4-Mth(mkypl’ierM) 1Jpr8p3zl 1IHz)1da72316820 247 g,
ot e, T 2ol B Il Sk el escono
difalfEtiutd(0H: (0.035 b 101085 .mmel) 3anaD 1280is(8-diigpropylphenyl)imidazol-2-
V'E’gﬁggﬁﬁ QQ% %Oéazolrﬁglgﬁl & Fﬁlg%régh%&rn% giﬂac%%sr e 0 74 mi, 1.48
mivied| haid iD didtey) ethdr) ouas added and the reactlon heated to 80°C for 18 hours.
By e
aduiidnal t168 hyiuve (Tihel react®ncoixpue mdsakseatedvwithel s @lbepushiysinochloric

aXYQ%Bru éﬁ %R4 ?;J(tk%wftﬁ 8(?5\{%;&{4&% efﬁ% %T’%,{}Eﬂ?%ﬁgd (t\ﬂ%%ter and

s&u%ec( aqugis spditny chlofigy solutiqrg- ﬁftgsd ViRg o4y anhydyouss n@gnesium
lgIE?t%AE% orga%ncGI% %E wa% :jﬂeréd anth@ﬂl'ﬁ%@ev e\%ggﬂatéodln vakhio t yfeld crude

title compound The oil was purlfled by smca ge? column chromatography eluting with

hexane/ethyl acetate (5/1) to provide the title compound as a white solid (0.139 g, 0.39

mmol, 47%).

Mp 110-111 °C;

'"H NMR (500 MHz, DMSO-dj) &: 0.49 (,3H, J = 7.3 Hz), 1.42 (q, 2H, J = 14.6, 7.4 Hz),

3.82 (s, 3H), 3.86 (t, 3H, J = 7.3 Hz), 7.08 (d, 2H, J = 8.2 Hz), 7.20-7.27 (m, 2H), 7.55

(d, 2H, J=6.0 Hz), 7.36 (t, 2H, J=8.5 Hz), 7.86 (d, 2H, J=8.4 Hz), 8.02 (d, 1H, J=8.4 Hz).

MS (ESI) m/z 361 [M+H]+.

Anal. caled for Co3HaFN,O: C:76.65 H:5.87 N:7.77 Found: C:76.37 H:5.82 N:7.90.

-92 -



10

15

20

25

30

10 J Hz), 7.12 (t, 1 H J =7.7 H), 7.17 (t, 1

H J = Hz), 7.70 (m 3H), 9.60 (bd, 1 H. M
W(QEEh/)Bisz 336 [MH-. Anal. calcd for C20H23NBORUS2003/030252

0.25 H2O C 70.26 H 6.93 N 12.29 Found: C: 70.37 H:6.67

N: 12. 25. 15 Exanple 106 2-Chloro-4-(7-chloro-1

-propyl -1 Hindazol -3-yl)phenol Step |

(3- Chl oro- 2-fl uorophenyl) (3-chl or o- 4- met hoxyphenyl ) net

hanone Prepared according to Method A step B from

Stpcil 47 e(4 A droahiany -1 ﬂB’_DD_‘Qj__dﬂihHﬂlEﬂ-BﬂllQh@Zam de (3.7
Prale ol 5 ¥Ehned R sisn, o T Eemmper s 4 sfpophems)-1-

p@pylm-l thderdig (042D ey; )0 35rrrenqu tBBr; QAP uMd Onvasnrodl) 40 give the title

Bl ofesogiifoo. 1% (0 1% 3

2ﬂ1l-%_0)2°0786(t 1 H, J:79Hz) 7.53 (m 1 H),

ca cd ijﬁ}-%&% 3HC’ g’%iilzh%%@ ?}%%1 %57%”@{)" 385 (t,

34, 55‘9% HZQ 0 (&, @HO1.= 88thdy), 2.18-7.25 (m, 2H), 7.34 (t 2H J = 8.4 Hz),

7 39“&’560{59 £Hc)c g% Oz’rfo Neﬁﬂyg%ggyﬁl 3 "éb”P'é‘FﬁB

Fepar
N@B(E(Slh)IUIZG’MZ [M+b|<'b\' ophenyl ) (3-chl oro- 4-

t '
L ooy FP%WB%H%?@ HAPNEH(S: %5%% f gg%r v F?gé(cgfl‘*?s; 0§ H:5.41
Nath@l2 pyr| dine (12.5 nL). The title conpound was
obtained as a white solid and recrystallized from

et hyl acetate/hexane (1.74 g, 5.94 mmol, 87%. np
Exe®plot03, -94 WO 2004/ 031159 PCT/ US2003/ 030252 'H

=7.8
A A L S L S A A
Skem &(@M_@dvormnw) 7Jnarpaolﬂ31-4-2l Trotapyl-1/7-ir@igzeld, 1 H, J
= 1.7 . 00
15 gt oo Sonohe lagndelendB-A BRI ARE 9216 o
0M39mB®I)Finuwd1yd©L57d&mS$ecBduugetlwwe@@ne (8tvp) was added morpholine
GEiEa im o T een b
avet@m)étp@ll%iuqrn@r(p@ﬁa %- %ﬂhmplheww -dlcyclphew amp@mo -2'-(N,N-
dﬁlet%ﬁ/':mr?ﬁo# ;SHEPIW(g d@@db QWMQIP Weee é@he]d%d tﬁg%é)dﬁof?'réf%xed for 90

ropyl brom de
ninytes Jé\@g@aﬁ@nm %9&6& taaeorg dergpergture eod yiptey added The mixture

wHERxiracted with ethyl acetate and the organic layer washed with water and saturated

aqueous sodium chioride solution. After drying over anhydrous magnesium sulfate, the
organic phase was filtered and the filtrate evaporated in vacuo to yield crude title
compound. The oil was purified by silica gel column chromatography eluting with
hexane/ethyl acetate (5/1 to 3/1) to provide the title compound as a white solid (0.1579,
0.45 mmol, 63%). An analytical sample was crystallized from hexahe.

mp 86-87°C;

'H NMR (DMSO-dg): & 0.86 (t, 3H, J = 7.3 Hz), 1.82 (m, 2H, J = 14.5, 7.2 Hz), 2.93-3.03
(m, 4H), 3.70-3.74 (m, 2H), 3.81 (s, 3H), 3.91-3.93 (m, 2H), 4.63 (t, 2H, J = 7.1 Hz),
7.06 (d, 2H, J=8.1 Hz), 7.18-7.25 (m, 2H), 7.72 (d, 1H, J=8.1 Hz), 7.82 (t, 2H, J=8.1 Hz).
MS (ESI) m/z 352 [M+H]+.

Anal. calcd for Ca1HasN3O,: C:71.77 H:7.17 N:11.96 Found: C:71.43 H:7.31 N:11.95.
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82% . 1H NWR (DMBO-d6): S 0.89 (t, 3H, J = 7.4 Hz),

1.87 (m 2H), 4.71 (t, 2H, J = 7.2 Hz) 7.21 (t, 1 H,
wQ@2604/385Hz), 7.29 (d, 1 H J = 8.6 Hz), 7.50 Pdr/Us2005/030252

J=7.3H), 7.86 (dd, 1 H J =28.6, 2.1 Hz), 7.90

(t, 1 H J=1.0Hz), 7.99 (d, 1 H J =8.2); 15 M5

(ESI) mz 335 [MrH] +. Anal . cal cd for Cl7HL6C12N20:

C.60.91 H: 4.81 N:8.36 Found: C:60.97 H:4.78 N: 8. 38.

Step 4: 2-Chloro-4-(7-chloro-1-propel -
Stbbi2E1daZMerBhdIn)@ﬂenMOpﬂmﬂmuezblae\ﬂmhdhmg to Method D

Pr3bETRR AP o lnRoR o Galt SR PHEE gyt

propyl-1H-ihdazaeo|(D.140 gi 04 trimaol},i BBe (Wﬁamlnd&asrrmol\)htq @ive title

ool i sl Wi Vi reSiy 4P g et ggStprg digliane 0.05
g.0.®m(rtol, ZBE). J = 7.3 Hz), 7.11 (d, 1 H J = 8.4 H),

139, 1H J=82"75"H)), 7.51 (dd, 1 H J=
mgégﬁgag&tﬁdog 25 Hz). 7.71 (dd, 1 H J = 8.4 Hz and

"HENMRHDMSO-BY  0.86 X1, 13H, I = 714 Hz)iA)78- 78961n( (ﬂb‘l) 2.9R13.QR ém, 4H),

3 ity S ML GortClarBdingby (22 To! alig 88 . 21

J N8, M2), Fdan(y 1 HCU5I. DBz 741 2(, N8/ 48.9 HADT. EQ;QmpBld), 9D (bd, 1H).
M% (géa%réggg [.% ropyl -1 Hindazol - 3-yl)-2-fl uor ophenyl
[Fbu

anoate Step 1:
Arfa8- caitdfap- (Zol‘ﬁdaN@zorﬂi%ﬁlyllz@( @:70L200H®- 2B NestA28k plresih - Fhdt H:6.67
Ngarz%ne Prepared according to Method A step B from
¢hl or o- 2- f | uor o- N- net hoxy- N- net hyl - benzam de (4.0
g, 18.4 mmol) and

E%gﬁ,%i él uor o- 4- net hoxyphenyl ) magnesi um -95 WO

q 59 PCT/ US2003/030252 (100nmL, 2Min di et hyl
2-@hihenoy4-(7Ftlaloré-1 Hropylrfibindhzokd-ypheneled as a white
s%%ﬁ@@%u&ﬁﬁW%%%%@%H NVR
Prepaed( biccotdiby td Metlio® AHslep BSrain S3kchfloro- &flerow-meB}ogy-N-methyl-

b{%}aml 5@7((]'9 117;§’ rﬂmoll 99%%@1\0@/%@ Eddf n?et%)%élienyil)njnaanesmm

(180wl ZNblhcilbthyiretl@Im—DhB i comEBe. s qabtam@ti aR20WigE solid (2.3 g,

12 H2.93 N:0.04. 10 Step 2:
7'@%"' %9(3 fl uoro-4-nmet hoxvphenvl )-1 Hindazol e
mp130-131°C

'H NMR (DMSO-ds): & 3.97 (s, 3H), 7.30 (d, 1H, J = 8.7 Hz), 7.86 (t, 1H, J = 7.9 Hz),
7.53 (m, 1H), 7.72 (q, 1H, J = 8.7, 0.9 Hz), 7.84 (m, 2H).
Anal. caled for C14HClLFO,: C:56.21 H:3.03 N:0.00 Found: C:55.99 H:2.81 N:0.01.

.-.xu

Step 2: 7-Chloro-3-(3-chloro-4-methoxyphenyl)-1H-indazole

Prepared according to Method D, Step A from (3-chloro-2-fluorophenyl)(3-chloro-4-
methoxyphenyl)methanone (2.04 g, 6.82 mmol), hydrazine hydrate (2.5 mL),
dimethylaminopyridine (0.97 g) and pyridine (12.5 mL). The title compound was
obtained as a white solid and recrystallized from ethyl acetate/hexane (1.74 g, 5.94
mmol, 87%).

mp 198-199 °C;

-94 -



10

15

20

25

30

Prepared according to Method D, Step A from
(3-chl oro-2-fl uorophenyl) (3-fl uoro- 4-

woreihospmphenyl ) net hanone (0.80 g, 2.83 mmol), PgTUS2081@30252
hydrate (1 nlL), dinethyl- am nopyridine (0.390 g) and
pyridine (5 nmL). The reaction m xture was conbi ned
Wth a previous batch at this stage and the title
compound was obtained as a white solid and 15

"H BVR DMBOLERG 8.061(s.e3H)y 7. Zc@t Bl ef Bek@umz),(1L3BM,glH, 4. 78.6 Hz),

L, .83 9,. -196C; 11 ; 3. :
7500 475 1 PR, 18202 HR g BB By vl (o B e T B s 0 e
1Mz 8.25. 50 (d, 1 H, J = 7.3 Hz), 7.75 (m 2H), 8.00

13.71 (s, 1 H. M (ESI) mz 275
Mﬁ‘%ﬁﬁf’ ""/qué?’,&'ﬂaf'f" cal cd for Cl4HLOCI FN20: C 60. 77
Al 3cehet fur CQHILLZIRGON 6:57CG3661:3442 IMOFR6ouNd10:.57 06 H3t49|fN:3;96.
7- Chl or o- 3- (3-f | uor o- 4- net hoxvphenvl ) - 1- pr opel -
: B from
- zol e
P(ebalag, a&oﬁdlmmcb )\/Jetmml DuS’tebyl rfroie 7(@1101@@ -(36tiero-d-roéthpxyphenyl)-

i 2o 354V @) 2T 1o

progpl bromm (%4 mhp Bige 6@ mMpaynevVRY aiNaEaedi 83 an Sil{0.89 g¢ £,8 mmol,

8%;4) Hz), 1.88 (m 2H), 3.90 (s, 3H), 4.71 (t,
J—72Hz) 7.20 (t, I H J =7.8 Hz), 7.31 (t,

"M NNR JDMS®- @;)Hfz)o 897(t5§H(d 7.4 Hz).J1.87 ?m52I|=lb3)4 71 602K, 79 7.2 Hz),

R S T T
JN. 86 7291 Fal 0 €. B8.4851.8:He) 769N(H. 184 J = 8.6 WO

M}O ORLABS (B 452003/ 030252 Step 4:
Ioro (goel 1H i ndazol - [)-2-fluoro he |
? o35

no

Apalep%{%f@r&?md-bs NgP:t @608 htst8hNs3.8p Foumg: §4if0.97 H:4.78 N:8.38.
7- Chl or o- 3- (3-fl uor o- 4- net hoxyphenyl ) - 1- propyl 1

Sfén%ﬁld?éﬂio?o 497 28108b-1Br&R1- TR dazo BBy SoreRofl 5 M., 1. 63

I've the title conmpound as a white solid

P(E{palqi gccoodl@tqﬁ«ﬂﬁthodzfswp %frﬁ’ﬁi‘ A-Ghlora§¢3- cmhrwwethoxyphenyl) -1-
@r@azol@ @ 3338 (t1 183&?"10])] BBrg -@. 1"['29nL ]I 18’6rrﬁﬁBl) #Hhive the title

"I = 8.8 Hz),
C@ﬂm@ur{dtas QWhte solig (92é9~1£’)75 mmgh 6 ‘éfo) 1 H J = 7.2 H),
ﬁﬁr,{@olHJ:. Hz)761(dd 1HJ:124
H J = 1H).

W@M@&Mw ge)gé)@ qsw,kﬁuv J 5. m» A %Bal(fedZHbr‘r 7 (t, 2H, J = 7.3 Hz),
79116('61'1141@ fN%Q HE) 63 08aH 14 P3 8N 9.519-F0Wddd G2 6.3 Hz and 0.9

Hz) 771 (dd 1H J 8.4 Hz and 2.1 Hz), 7.81 (t, 1H, J= 1.1 Hz), 7.96 (dd, 1H, J = 8.1
Hz and 0.8 Hz), 10.48 (bd, 1H).

MS (ESI) m/z 321 [M+H]+.

Anal. calcd for C4gH1,CILN-O: C:59.83 H:4.39 N:8.72 Found: C:59.93 H:4.21 N:8.44.

Example 107
4-(7-Chloro-1-propyl-1H-indazol-3-yl)-2-fluorophenyl 3,3-dimethylbutanoate
Step 1: (3-chloro-2-fluorophenyl)(3-fluoro-4-methoxypheny)methanone

Prepared according to Method A step B from 3-chloro-2-fluoro-N-methoxy-N-methyl-
benzamide (4.0 g, 18.4 mmol) and bromo(3-fluoro-4-methoxyphenyl)magnesium

-95-



10

15

20

25

30

Step 5: -
4-(7-Chl oro-1-propel -1H i ndazol - 3-vl ) -2-f | uor ophenyl
W@ 2@4081m84 hyl but anoate To a sol uti on of PCT/US2003/030252

4-(7-chl oro-1-propyl -1H i ndazol - 3-yl)-2-fl uor ophenol

(0.10 g, 0.33 nmol) in dichloronethane (20 nL) at

-78C was added diisopropylethylamne (0.70 nL, 0.41

15 mmol ), 3, 3-di net hyl butanoyl chloride (0.05 n_, 0.35

(ToomhL), 2a/h|d diethylleytiary Bimotitie cadfipotind was obtained as a white solid (1.65 g,

5(% Q%Zﬁn no) pyri di ne. The reaction was stirred at
ature for 30 mnutes. The m xture was

ngd 1Q8-€@# G;t h di chl oronet hane and the organic | ayer

IR P s Sigans sBA ot L o e 2o P HOR7 eI 7.8 1),

7c1y(t, ndH, 0\e6. 9y TI6O (& i gres.6HY), S7U65 @, e H, t/lxet 109 dia))i7e83 (t, 1H, J
=y1€3|e)was filtered and the filtrate 20 evaporated in
6t o yield crude title conpound. The oil was
MBI(EI] ing28% silica gel colum chromatography el uting
. . i Lkl
Al B RE e A 85 Mo B LGY cBghaRt b .
58 59 C, 1H NW\R (DMSO-d,6): 6 1.10 (s, 9H), 4.74 (t,
Step 2J7-Chior@-3H2fluoid-L-metthoxydienyl-1#-indgzdieg) , 25 7. 42

F%%;?ar%d E',cc%rdﬁggjtoi I\’)l:%lgnc,)d %)ggote%gﬁ H’cirhli_éﬂchjoré—'éfi@%p%}%}%@-ﬂuoro-4—

nhéthoxygh@Wl)(ngthabore (0.88 @. 2.8BizmolyshydEstine mydrated8! mL), dimethyl-

AEYBipg G300 67 uEP pitipes Sy el Hoggnnciot liggited wit 2
premiaus| ateh at ibiscstage ang lthet title compound was obtained as a white solid and
ré'brglﬁlﬁ‘zzéa' frotn )éh?yr a’ceftétemasemeca Odo PU4ER rhmol, 83 %).

oro- 1-cyclopent yl - 3- (3-f1uoro- 4- met’hoxvphenyl ) - 1
nFﬂ”?ﬁié%pe Prepared according to Method D Step B from

DRI BlAOY B SHTEY DO BREL o, gRAOkA ) = 6.9 ha)

umh dr1’

7050@ 10, R OE) 8 de) "800 (160G #/DB ZEI3.71 (s, TH).
Wﬁ%ﬁpg@f%pa&ﬂ cycl opropyl bronide (0.07 nL). The

e’ co s obtained as a white solid (0.13 ?\I
A@aga@aﬁﬁmr C1@310GH N-Phe:60pi /e384 WAS. 1dd@und;i ¢: 6@1429* 886 N:10.12.
Step 2. Step 2:. (7-Chloro-1 -cycl opentyl -

sibp BdzGhiod:l. ﬂ@crslmsaémemghw%%?@dwﬁﬂn&%@r ding to

Met d D st
PYoRaES 0By AP IHERY D Siers Bt rair bChlorar B Edgisrempthacghenyi)
=3 i‘nBQz’H@kf—‘Oé 03, é?m:%ol) Osc?cﬁjrﬁmhand@m&g%@% & 8ih |ﬁtDMﬁ félfdwed by

ive the_title conpound as a white solid
p(rqpyb%@n@de 422§mh.}mrhe tite %mpq%dy\@@ obigjngd as ap Rj4R-86 g, 2.7 mmol,
BOEO-d6): 8 1.70 (m 2H), 1.90 (m 2H), 2.13 (m 4H),

dd, 1 H J = 13.7, 10 6.8 Hz), 7.10 (m 1 H),
”?P%E’E’gl H J=7.9H), 7.49 (dd, 1 H J=7.4, 0.7

"HAMRADMBA-Ag): 5 0.89 (t, 3H, J = 7.9 Hz), 1.88 (m, 2H), 3.90 (s, 3H), 4.71 (t, 2H,
J=7.2Hz), 7.20 (t, 1H, J = 7.8 Hz), 7.31 (t, 1H, J = 8.9 Hz), 7.52 (d, 1H, J = 7.5 Hz),
7.70 (m, 2H), 8.01 (d, 1H, J = 8.1 Hz).

MS (ESI) m/z 319 [M+H]+.

Anal. calcd for C47H1sCIFN,O: C:64.05 H:5.06 N:8.79 Found: C:63.85 H:4.75 N:8.84.
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1H J=28.3 , 7.61 (dd, 1 H J =12.3, 1.9
Hz), 7.99 (d, = 7.8 Hz), 10.11 (s, 1 H. M
W@ EBlp3mse 329 H -. Anal. calcd for Cl8H16CQPENRS2003/030252
C 65.36 H: 4.88 N 8.47 Found: C 65.19 H 4.66 N:8.12.
15 Exanpl e 109 2-Fl uoro-4-(7-phenyl-1 -propyl-1 H1
ndazol - 3-yi ) phenol Step 1:
3- ( 3- Fl uor o- 4- net hoxyphenyl ) - 7- phenyl - 1- pr opel -
SfdplmdaZ(DJOEhIo'Fo-w)rSﬂNI-ﬂV-Blddazdl-ﬁwl)@ﬂmfrophenol

Prﬁpgr%g%:g?rgmgzte M%Rgcg D%,(gﬁﬁ%xﬁﬁﬁ% i -H[J(%BYA{ m:ethoxyphenyl) 1-

prdpyzmahledzéﬁ)lmt() 26\@5 m@mmw i BBgi (Bdbzpl d@ﬁemn@!)oweglve the title

aI L a?l uvg{%) g rop "Qﬁ iﬁrﬁw )zofmg yl i dene. HCl

mpOB@-Z3g'°CO 047 nmmol ). Phenyl magnesi um brom de (0.71

1 . i g, diethyl,, at h

T idfofBE a8 oBeyS PHPRLTRE ol PAgat 87 4295 1)

7.00 X1, UHeJ weks8 Hzﬁe?t’aﬂ(ty\lllﬂ hJ 1=M Shbizi) Al dr fild, aei7dR klz) uta6ofdl, 1H, J
5 .

- SN R U R R R B T B R,
MSk(ESI)lmlre3Q6I[Mterﬂ After dry| ng over anhydr ous
f .

eva ora e |n ‘'vacuo to yield crude tit
conpound The oi | was purlfled by silica qgel colunn
gt (@ eyl -plopyli Hringazdl-dak aiflddrphgnyl 3 Sedigethyfbglanpate

T& % L%h dey t(’f“ %%@ % me%a% a5 2"?11&0@3%@61'(6 16% 8%3 mmol)

I's materi al “was Uus
In%cmbmmeﬂuaneqao\MD.)ZﬁMB‘fIBMsgadﬁeﬁ'/dmwfﬂmme (Qt7@|d'ﬂ|- 0.41

il e i e [ROERE, 28, mmel) 3 i pount o 4
(Meﬂny@nﬁna)wr@n(e?, Fheicgastian mesHaiixep Feé ik yiemperating (for130 minutes.

Tﬁ%%% %mﬁ%@?@g;\{/’@ t(if&{]ll%gongethgng éngnfﬁ’e brga&lﬁr I%g&ﬂwgsz-%d with 1n

ound as
hYd]oqjﬁ@icgacid)sdgtimaterm%satq;aheg agpgous7sdEm chiofigigzsolution.  After

dé/%.% FQPHE@BOL% rf]iég}{e% Lﬂi’%ﬁlfaie The oibah'i@fhaée evl\s (‘lﬁ%rea lé'ﬁd the filtrate

evappgated in yagyo {p vield gugg fitle ponpgomdg,szﬁ]onms punfled By silica gel
§I8§1§5 r@n%a(d%?ap%‘?') elutlrEgEQ@th( F’Q«ané/e'ﬂ’iyl JacE;]taYe Q5/1§) t§ ph'é\)lde the title

C@@pwdﬂﬁa ebBeAUEND G, 6 2TEMCRLFSIC. 75, 03 H 5. 30
M 56-69-Found: C:73.16 H.4.99 N:7.89.

'H NMR (DMSO-dg): 6 1.10 (s, OH), 4.74 (t, 2H, J = 7.2 Hz), 7.23 (t, 1H, J = 7.9 Hz),
7.42 (t, 1H, J = 8.2 Hz), 7.55 (d, 1H, J = 7.5 Hz), 7.80 (d, 1H, J = 8.4 Hz), 7.85 (dd, 1H,
J=11.4, 1.8 Hz), 8.07 (d, 1H, J = 8.1 Hz).

MS (ESI) m/z 403 [M+H]+.

Anal. calcd for CasHysCIFN,O2: C:65.59 H:6.00 N:6.95 Found: C:65.36 H:6.14 N:6.91.

1.3 Hz)
1H J
[ M

Example 108
(7-Chloro~1-cyclopentyl-1H-indazol-3-yl)-2-fluorophenol
Step 1: 7-Chloro-1-cyclopentyl-3-(3-fluoro-4-methoxyphenyl)-1H-indazole

Prepared according to Method D Step B from 7-chloro-3-(3-fluoro-4-methoxyphenyl)-1H-
indazole (0.17 g, 0.61 mmol), sodium hydride (0.03 g, 60% in oil) in DMF followed by
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Exanpl e 110
4- (7- phenyl - 2- propyl - 2H i ndazol - 3-yl ) phenol 15 Step

wa 20030845met hoxyphenyl ) - 7- phenyl - 2- pr opyl - 2H | POEES1083/030252

To a stirred sol ution of
7- Chl or o- 3- (4- met hoxy- phenyl ) - 2- pr opyl - 2H-i ndazol e
(0.200 g, 0.66 nmmol) in anhydrous di oxane (6 nlL) was
added tris(di benzylideneacetone)- dipalladi un0)
cydlopdd38 bopmiGe (.67 miyl Jrharitle compound was obtained as a white solid (0.13

5 I lid HCl
bR o R R AR 872 e (0. 4 .
1.20 mmol, 3M 20 |n d| et hyI et her) vvas added and the

SteyeZ:t Tbhlbexa{ eyclopert 3

P?eg)ag%d atc&% 9e§qm oe:r{@daaﬁr[‘)taag:‘T t| naﬁpys%l)ﬂﬁ'% @E%F%eﬂﬂlfjst(@%uoro-4-

medeeypleamy b ttindazoles (G tegt 8@3wintiel)l MdagBeo7 mL, 0.76 mmol) to
gf\%‘éﬁé’@@ ﬁ@rﬁouﬂe o asv% tdofRd (Qﬂg’fg%e@ﬂ%mé ?ﬁﬁcﬁdsg’“/t) h et hyl

acet e organic ayer wat er “'and
mpata@-Hiléd; aqueous sodi um chloride sol ution. After

NSRRI ORI 1, 41280 14 .
618nHV)aELi@ (fTD W) el.d8 ¢ ddeJ=H T. BMZ)CB@MdH The7di D dg), 7.56 (dd,
1l@|‘“‘41I geg 1%’H?>ét 6qa(d@eJH cpl ‘4?@, ‘f@fﬁ%ﬁfr @el tﬁL Hid B, 1011 ¢s,

héxane acet’at e e tit
1tbnpound as a vvhlte solid (O. 178 g, O 52 mol , 78%.

'\@%‘E%ﬁg}zz&?d"’ﬁgl 1H NVR (DI\/SO d6) 81H NVR (DI\/SO d6)

J= 7.4 Hz)
Apaealc

for hyHcQIFEO] € 65,:16 I-jé 818 I\S;gHZ)Foupd 1@6@{19 HL4 ﬁ6 Nj8.12.
6.9 Hz), 7.17 (d, 2H, J= 6.8 Hz), 7.37 (t, 1 H J=
7.3 Hz)., 7.50 (m 6H), 8.09 (d, 2H J= 7.8 Hz) M5
Exgmiple 499 343 [ M+H +. Anal . calcd for C23H22N20:

. 6.33 N: 8. 28.
o S ST v L A
SAe[( 1: @,ﬁﬁygmmﬁethmwobmwc@ﬁﬂwwﬁma_mﬁ a
ts'tn‘? o:golut on or 7- chlo eny -fludror4-methox¥|_henyl) -1 propyl 1H-indazole
(Q 8¢ 1340 1@ mroo n anhyerwadwxepe@ mLQ yaﬁ@}id%wswmaylgeneacetone)-
d{;ﬁil%l}mfﬂfi (@028255@ W@M rﬂho1)7§ﬁd 1, b%lsiﬁ’@btu's opﬁpW@ﬁl)lmldazol 2-

tirred m_nut es and stand_ over

yllmeréClr@fO%9;,@rwdnmo&hEh?@é@w@?%@r%@eﬁ&éhm}m ﬂ%o mmol, 2M
|N€ﬂ@ﬂ?l E4H8r) s é’H’b@d%ﬁﬁﬁ&F@a@tl&‘l h@at%"@c@h@ql\c/)g %FQS%Q%"“ The reaction

ayer was washed with water and drie

nmétatq Vah trgated prith TN Aydraghleniadgid seﬁﬁmw%gxtéas%ﬁﬂ w!sh gthyl acetate.
m@)@ﬁﬁﬁlgﬁdﬁé? wﬁ§ﬁéd3§vﬁﬁ V\Ia@er%n‘deséttﬁ}ﬁtefd' é%@o@@%&lumdcrﬂﬁhdé solution.

white solid % g, nmol np
Aé@vdmver an ydrous magnesmm sulfate, the organic phase was filtered and the

filtrate evaporated in vacuo to yield crude title compound. The oil was purified by silica

ge! column chromatography eluting with hexane/ethyl acetate (3/1) to provide the title
compound as a white solid (0.28 g, 0.78 mmol, 66%). This material was used directly in
step 2.
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1H NVR (DMSO-d6): 8 0.78 (t,3H, J=7.3 Hz), 1.86 (q,
2H, J= 7.3 Hz), 4.35 (t, 2H, J= 7.2 Hz), 6.99 (d, 2H,
wqa2008/071162), 7.12 (t, 1 H 7.6 Hz), 7.45 (m 7r{T/UB2009030252
(d, 2H, J=7.9 Hz), 9.90 (s, 1 H M (ESI) mz 329
[ MkH +. 15 Anal . cal cd for C22H20N20 ' 0.10 H2QO
C.80.02 H:6.17 N:8.48 Found: C.79.73 H 6.08 N: 8.62.
Exanpl e 111 4-(7-phenyl - 1- propyl -
Stdpl 1 PaZlobro-{-phireh Hlpréd0 |- Btémlakol-3-yl)phenol

Pr%'pgl{qdﬁcgarcf‘ r{g‘o{(}qﬂ%th%%ﬁ .BQS Do & @rﬁ&%]o émﬁHoQ%ﬂ{d??Bﬂenyl 1-
propylil Hhindaolé 40s uox§.p® emyrio)); BBy ofyd731 ki, N2 oingnol) gave title

c§RoSRY wﬁte;?oguﬁéenzy?;i bﬂs%ﬂﬂéﬂdéé‘#‘f di oxane (8 ni)

deneacet one)- di pal | adi un{0)
mp0L.78368gC; 0. 04 mmmol ) and 1,

PRSPyl RUBRY FLTY D AR o) B My - 75 v,
7110, (t, 356 =88 Hz)3R11351,i 1, di =7 19yHz)e 7 H&F 7.5, alddeb4ands (m, 2H),
8{0?3%5 e@‘:tj_opghggtl_ﬁeﬁg ﬁ%@@ﬁ qlq 3 hours. After this

an “addrt equi I’en reagents was added

Man@ES he/zr3dddMi+bli.heat ed for an additi onal 18 hours.
[ r

AaPBERTS PR S THCE GrE0a s 20N BIHENE, G 7p.16 He0
Na?t:&@ ate. The organic |ayer washed with water and
saturated aqueous sodium chloride solution. After
EQE% WoqfQyer anhydrous magnesium sul fate, the 30
org nlc phase was filtered and the filtrate evaporated
4+(71-phanub2-pmwléllﬂlndamieﬁ-vlbnh&nolcorrpound The oil was
b1t 538 DA SAbh &R b ATRIDYAPNY el uting
Tooamstiwed! salsitian \Mﬁlﬁ—@hlsm-$-d4 (r@tm'&pgenm 2-gropyhi-indsgote . (0.200 g,

T 005y I 3 AR A g

dipallgdian(@ ) (0. 2829 MO1§HNmMol)7 209 1, &bist?H6- Qusomowlpqp)wyl)lmldazol -2-

y@de@% I-EC:,]‘(O %‘i')H gJB @J‘EH@) n lé?%ﬁeéngm b%lvmo[%mé" r%LHQo mmol, 3M

urM:athyl ethen avasaddeg and A eactian heated B 8QECaior 8h0HFS5. /S‘!Ler this time

&lgnf Q Q leﬁ:t gfgreg en'_!‘. § ddé}} ﬁe r Bn feated for an additional
=pyGpel Soflivpler Shan bpated fo

ndazo eno
1§chouta o'Fhe)lfeactlon mlxture was treated with 1N aqueous hydrochlorlc acid solution

ﬁg(e%ggate@ %p%lﬁﬂyéc)afﬂe PREBYrgdniPiRRY Wadhbd RR%RkS and saturated
aqueous sodlum chloride solution. After drying over anhydrous magnesium sulfate, the
organic phase was filtered and the filtrate evaporated in vacuo to yield crude title
compound. The oil was purified by silica gel column chromatography eluting with
hexanel/ethyl acetate (5/1) to provide the title compound as a white solid (0.178 g, 0.52
mmol, 78%).

mp 128-129°C;

"H NMR (DMSO-de): & "H NMR (DMSO-dg): 80.77 (t, 3H, J= 7.4 Hz), 1.86 (q, 2H, J=7.3
Hz), 3.86 (s, 3H), 4.36 (t,2H, J= 7.6 Hz), 7.13 (t, 1H, J= 6.9 Hz), 7.17 (d, 2H, J= 6.8
Hz), 7.37 (t, 1H, J= 7.3 Hz), 7.50 (m, 6H), 8.09 (d, 2H, J= 7.8 Hz)

MS (ESI) m/z 343 [M+H]+.

Anal. calcd for Ca3H2:N2O: C:80.67 H:6.48 N:8.18 Found: C:80.99 H:6.33 N:8.28.
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10 mmol ) in CHRC 2 (15 nlL) was added BBr3 (0.207 ni,

2.19 mol ) at -78C. The solution was stirred for 15
worzewozasand al l owed to stand overni ght in thePCT/US2003/030252

refrigerator. The reaction was quenched with NH4OH

(20 nL) and extracted wth CH2Cl 2. The organic |ayer

was washed with water and dried (MySO4). The reaction

was purified by flash chromatography (5/1

hexane/ et hyl acetate) to give the title conpound as a
Stepi2: ¢-(3hiedyl-2Lorop @-2Hndgzol-3-yiphems| , 41 % . np 171-172

TS SRt e e . 0

miw))8n THHZ), (5 LY Gaé mid&HBBr; 70581 (i, 0BES, mifioly at £E8°C2 e solution

et sy B8] 15 fpifits o e, deno prichy 17 68sefiaRlstor. The

reaciibn0Fasia@enabe8 vitNH:GH 1(30 M1lg. Bt edtacted \@tly 6Hg0l.. The organic

- 6 - . -

ol e gL iy D8 Al A fflaga,), The,respion, was pugifed by flash

clesmatogiphyo (51 sexanedaihy dloeatate)rto @ive the title compound as a white solid
- tagbey7- f I uor o- I H-i ndazol - 3-yl ) phenol (1

(Og%égi]q)g)}/@n@ ﬂa?%clf)bli i sopropyl ethyl am ne (1 equival ent)

mp20CHREIQ (0.2 nolar) was added 1 eqival ent of an

1 ag i de. Chd ' ti a, -

ERMR AUBDIGE 2,078 (L F5 7=, 70 Pl U108, 5 Tk 8 (20, J

7 Ret4z) 06 PAt & RHyiJEh 8Jddi)t 7 dB AL 18HZ @ 12)ahdSvas FEY 899 (¢, RHNJ= 7.9

.ankbe i or gani ¢ phase was filtered through a plug of
Hgﬁigga(g’gw) and concentrated to an oil. The 30
M&r (f=S1)anizi328 [MsHEr. was obt ai ned with the appropriate

AE@'. KSlP& far. %%i'—lzor\}é@ 2094/1931 1580 BEH: 592008/ R3PRAI: C:79.73 H:6.08
anple 11

NAB.¢2.- cycl opentyl - 7-f | uor o- 1H-i ndazol - 3-yl ) phenyl

pi val ate Prepared according to Method E from

4- (1-cycl opentyl -7-fl uoro-1Hi ndazol - 3-yl ) phenol
Example '51,1 1.0 mol ), pivaloyl chloride (0.148 nm., 1.2

471! ngl i 5 amne (0.21 nm, 1.2
4rmh§an?lgp5f\é\f§|gysli'egi@?#*’l?:%ﬂ%ogI e compound as a white
Stey 1:B-(4rmetroRmhenid)-XiviRepyivomog@ytH-mdazaeg (s, 9H),

St giln & $RRATY Aoyl iy 3 il oo o
0(1cR8 rmpl) i Bdydpus 2uipxangs Egl)) was Addgd tpMd;tne.p_zyhdg@eacetone)—
afosMBRAR(0} 13.036 g, 0.04 mmol) and 1,3-bis(2,6-diisopropylphenyl)imidazol-2-
ylidene HCI (0.036 g, 0.08 mmol). Phenylmagnesium bromide (1.18 mL, 3.56 mmol, 3M

in diethyl ether) was added and the reaction heated to 80°C for 3 hours. After this time

an additional equivalent of reagents was added and the reaction heated for an additional
18 hours. The reaction mixture was treated with 1N aqueous hydrochloric acid solution
and extracted with ethyl acetate. The organic layer washed with water and saturated
aqueous sodium chloride solution. After drying over anhydrous magnesium sulfate, the
organic phase was filtered and the filtrate evaporated in vacuo to yield crude title
compound. The oil was purified by silica gel column chromatography eluting with
hexane/ethyl acetate (5/1) to provide the title compound as a white solid (0.405 g, 1.18
mmol, 59%).

mp 58-59°C;
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4-(1-cycl opentyl -7-fluoro-1 Hindazol - 3-yl ) phenyl
3, 3-di net hyl but anoat e Prepared according to Method E
WO e@ni0drifd- cycl opentyl - 7-f I uor o- 1H i ndazol - 3- yP¢PO82008/030252
(0.30 g, 1.0 mol ), 3, 3-dinethyl butanoyl chloride
(0.1267 nm., 1.2 mmol) and N, N-diiso- 15
propyl ethylamne (0.21 nL, 1.2 mol) to give 0.347 ¢
of the t|tIe conmpound as a white solid, nmp 74-75C, 1H

1H\IWF( 5 ©48 (€8BI, Us, 78 Hz), 1.401@, Ay J2H)3 HE), 8982 (m, 5H),

7689 %J—ls %.)Ssz‘ﬁ”ze“(E%:eri-,%? moBh 7 54 [y o5 g o) 201 @

1H)J= 7.5Hz)(d, I2|—|) M5 (ESI) mz 395 [ MPH +. 20 Exanpl e

4-(1- entyl -7-fluoro-1Hindazol - 3-yl ) phenyl
Méié?‘gt"éfzéf‘é%@?éﬁ"accor ding to Method E from
Aﬂal( daley €oroPSHLNLO 7-0.151¢1,0: 1T:-80.0dl &iz&.61 N:§J12pFemat C:79.75 H:6.32
N 30 g, 1.0 mmol ), acetyl chloride (0.086 nL, 1.2

') and N, N-diisopropylethylanmine 25 (0.21 nmL, 1.2
mol ) to give 0.31 g of the title conmpound as a white
ﬁz@z (7RG R robyI- WHIHNuEbI(@Nﬁi@ed@): 8 1.714 (m 2H),

3

Taj splibn g GrighoRbhan - Srosi e bz, 100

mgﬁbl) iR @Hzlclyfm Eﬂslb W?B?Fd%BstmﬁbimL 201 Qﬁnmplae—‘l??ﬁ) The solution
- -C opentyl - /- -
Wi GHTNdve prapure. e bty B fgRDighe R ergerator. The

rehctidn wgs lqopeaited! with NHYOHOR20 Ml nalaz extre@ted With @bLCl,. The organic

8 St S, BHEPRE S0, 5 bt o ree

chirGiatdgPaN®/ W@I@Xarlmeﬂ’\yieaoet}atea)lto rgive t\]AJII;:,Zittlmmh?potéod g6 aewhite solid

Bed A oveo d6) - 5 1 354 (1 SH - 1 715 (m
mpH)71-172892 (m 2H) 2.15 (m 4H), 2.63 (g, 2H), 5.298

, 7R L. , -
Ry ool . iqm y18 753,00 il LRk o 7
Ha, (6191c§dcl2bipéﬁt8y7l Hz), 7120 mrﬁamﬁ T4 GRS 87 Ho), 7.09
(C[\I-ﬂ_f gLtz byt @6‘{?{ bq)g [ )glycyl- glycinate 10 A sol ution

4-(1-cyc yl-7-fluoro-1 Hindazol -3-yl) phenol
N(S)(Eﬁb)@/z OdMHBYT.) , N-(terf-

AHHlt bée%P@n}Jz by<y s He: @86@4%@ 19 NB.H FBd:.C:79.89 H:6.11
N 842 | cyl ohexy car bodi i m de .

General Method E 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenolic ester

To a stirred solution of 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenol (1 equivalent)
and diisopropylethyl amine (1 equivalent) in CH,Cl, (0.2 molar) was added 1 eqivalent of
an acid chloride. The reaction mixture was stirred at ambient temperature for 3 hours.
The reaction mixture was diluted with additional CH,Cl, and washed with 1 N HCI. The
organic phase was filtered through a plug of silica gel and concentrated to an oil. The
crystalline ester was obtained with the appropriate solvent
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1.0 mol) and DVAP (0.122 g, 1.0 nmol) in 10 nmL of

CH2Cl 2 was stirred overnight at anbient tenperature.
wab@408a62i on m xture was diluted with CH2Cl 2 pemUS2003/030252

filtered through a plug of silica gel. The gel was

rinsed with additional CH2Cl 2. The conbined filtrates

15 were concentrated in vacuo to give 0.35 g of the

title conpound as a white solid, np 103-104C, 'H NWR
Exdaifierd8) : 8 1.368 (s, 9H), 1.716 (m 2H), 1.895 (m

2H), 2.14 4 3.62 (d, 4. 15 (d, 2 5. 30
1FD?yciopﬁntyl(7%go%Rﬁﬂ Hin%zol-,(’. yi)j)%n?h.yl &IV%‘?‘[G( " 27H% m 3H),
Pr@ (ébcordlnd‘% MétHa E dron? M) (1-cycldBertyi 7-fludr-1HAAdABI-3-yl)phenol

ok o8 fre b o B 1 S S A g

arfia @R e ni] 1. 2lmir@i)tte Bive)d.31 g of the title compound as a white solid,

5-@?@ 1-cycl opentyl -7-fluoro-1 Hindazol - 3-yl) phenyl]
MRE t-but oxy- 25 carbonyl)-L-glutamate A sol ution of
THINUVR @m@m@mw 328 fs| OHY, 0718 i day Pl 885 yin) PHER015 (MD.480), 5.299

(3 DS 1 2,25 60T B BT b I A% 80
MS (E$I)Qn/m$el11|\/1+|h|!|+l\l- di cyl ohexyl carbodi i m de (0.206 g,
.0 mml ) and DVAP (0.122 g, 1.0 nmmol) in 10 nL of
CHZCIZ was stirred overnight at anbient tenperature.

ExXdifipleci@t i on mi xture was diluted with 30 CH2CI2 and

+}-rudapstrr dre Rz B enentt § S mstatien PRk, o

PrRBRJCAIIoRIING & Mbthatl Eafesrn 4-(1- cgdcmeﬂt:yB'B-ﬂgoroﬂ H-imelazal43hd)phenol
RSB0 BB B R A3 B g e
propyiethimidét).21 inL7 12 imol)2b)givel0.887 gnof thédfitle 2or@poynd asla white

m 4H, 2.69 (m 2H), 3,93 1 5. 30
S‘(%mfﬁ% 19 (m 1 H), (7 28H%m 3H), (r7n87(H)d 1 H,

HNSIR (DM30- dyss(ﬁzhs (strbi), 38721 8[ (Wit EFHY,. 1.897Amay| 2H)c2H 61 (tho#H), 2.5(s,

200, 5 By 1P 1O U S, 712, 7280t W7 86 THD7.07 (@, 210,

M&- (EB1 oy 39B3gMeHA]+.7- f | uor o- 1H- i ndazol - 3-yl ) phenyl

et hyl car bamate A sol uti on of

4-(1-cycl opentyl -7-fl uoro-1Hi ndazol - 3-yl ) phenol (0.30
Egamplé1taol ) and 10 ethyl isocyanate (0.080 nL, 1.0

vbiontnpty Aot HEReer Lt atefls i cd i vacuo
Pldparee atctudingds Mathisd & fromedt(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenol
(0.30 g, 1.0 mmol), acetyl chloride (0.086 mL, 1.2 mmol) and N,N-diisopropylethylamine
(0.21 mL, 1.2 mmol) to give 0.31 g ot the title compound as a white solid,.mp 90-91°C;
"H NMR (DMSO-dg): & 1.714 (m, 2H), 1.89 (m, 2H), 2.15 (m, 4H), 2.30 (s, 3H), 5.297 (m,
1H), 7.188 (m, 1H), 7.28 (m, 3H), 7.86 (d, 1H), 7.97 (d, 2H).

MS (ESI) m/z 339 [M+H]+.

Example 115

4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenyl propionate

Prepared according to Method E from 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenol
(0.30 g, 1.0 mmol), propanoyl chloride (0.105 mL, 1.2 mmol) and N,N-diisopropylethyl-
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from Et CAc/ hexane to give 0.275 g of the title

conpound as a white solid. np 159-160C. 1H NWR
w@DME@dS): 8 1.09 (dt, 3H), 1.713 (m 2H), 1.BORUSION3/030252

2H), 2.15 (m 4H), 3.112 15 (m 2H), 5.294 (m 1 H),

7.17 (m 1 H, 7.25 (m 3H), 7.79 (m 1 H, 7.84 (d, 1

H, 7292 (m 2H). M5 (ESI) mz 368 [ MtH] +. Anal .

cal cd for C21H22FN302: C.68.65 H 6.04 N: 11.44 Found:
arfin6§0.20 rh,51.8 iol} 1o give 0.28% Eohthd titlsl ¢@mpound as a white solid, mp

(fs{% cycl opentyl - 7-fl uoro- 1Hi ndazol - 3-yl ) phenyl
ert-butyl carbamate A sol ution of

"HANVIR (DMSOpkntdy1.4134 {8, GH),0r 112 {md2td) 1-882y(n), Zhndi5 (o, 36), 2.63

g4k O 8 51 Imolfhe 2738 RN b b e )

MB((ESE)m/fBé&[MaIdI-H on m xture was concentrated in vacuo.
The residue was crystallized 25 from Et OAc/ hexane to
give 0.195 g of the title conmpound as a white solid.

Example736 1H NVR (DVMBO-d6): 8 1.295 (s 9H), 1.712 (m

%ﬁéyil%pﬁgr?t%ﬁg@f H-.%ggzr’ Ig?m)iléo%'yl “( -b(}%g%%iong‘_é@éyl-
gigcatdm 1 H), 7.62 (s, 7,91 (d,

gt 5, k2 A Wy b4 i o

blh’doﬁlcﬁmoNyll@ycﬁ'@ycmeﬂmzm 20Dehn @)1 NI9-dRgPheIgAGO3Idigdzs®.206 g,
1 W %83 openF );P 1?21‘91 uor ronn”icn_l amldl of Cl-)l/glfgzpwas st||rred %velrmght at

amy@nb’@mpemmwp HEhteereAction mixiuse wes diluted with CH.Cl, and flltered through

a Bl b RSN T ol ey edyft GRdRERY Gl PEAIbined fitrates

l'oro
werel conesniyated i vacuqﬂmmﬁa?@eg 9} It ﬁiilq aqma@ir\doaqeyvi@te solid, mp
183-1pg%. ol ) in 10 nL of THE was stirred for 1 hour at

anbi ent tenperature. The reaction m xture was quenched
"HVINIMR KRIBSOndh):co i S68 (8,28 11716 ere @b1), A5 fras?hdl@stAnen.eH), 3.62
f d,gph
(Al TR A SELRECUBIETR (7 0! TS bl SRR, 7.0
1HE @t Bhidt 2H), @Q&)(n], 1%)TFA) in O flowate 10 rrL/ m n)

E@d)v,ﬁ/foﬂqg@,,mpf t he titI e conpound as a white

DMSO-d6): 6 1.12 ﬂ:g é
AQH) calgd fpg@z(l-iWFl‘g,% 0@315@%@124\“)10 93 Foynd: }(3,{33@7.”46@ B]m 01.
(m 1 H, 7224 (m 1 H, 7.28 (m 3H), 7.82 (m 3H).
M5 (ESI) mz 403 [MH -
Example 117

1-tert-butyl 5-[4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenyl] N-(tert-butoxy-
carbonyl)-L-glutamate

A solution of 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)phenol (0.30 g, 1.0 mmol),
1-t-butyl-N-(tert-butoxycarbonyl)-L-glutamate (0.303 g, 1.0 mmol), N,N-dicylohexyl-
carbodiimide (0.206 g, 1.0 mmol) and DMAP (0.122 g, 1.0 mmol) in 10 mL of CH,Cl,
was stirred overnight at ambient temperature. The reaction mixture was diluted with
CH,Cl, and filtered through a plug of silica gel. The gel was rinsed with additional
CH,Cl,. The combined filtrates were concentrated in vacuo to give 0.39 g ot the title
compound as a white solid.

mp 92-93°C;
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Exanpl e 121 15

4- (1-cycl opentyl -7-fl uoro-1Hi ndazol - 3-yl ) phenyl
w@b@apbiiky dr ogen phosphate A sol ution of PCT/US2003/030252

4-(1-cycl opentyl -7-fl uoro-1Hi ndazol - 3-yl ) phenol (0.30

g, 1.0 mmol), phenyl dichlorophosphate (0.211 m, 1.1

mmol ), and lithiumhexanet hyl di silazide (0.183 g, 1.1

nmmol) in 10 nL of THE was stirred for 1 hour at
'HaNMRe (DM$SerRRrsal vo d, 1ra+e) Nt (hQr2H) i 20 ume 2kBS2.05 (m, 1H), 2.15

SUEAEE (L) B PR PIEERI L0 RS 1 D08, o0, 7.7

1HXCwloar: 19. Hyper prep C18 8u | D 22m’n sol vent gradi ent
le (0.1 % TFA) in H2O, flowate
s

ve 0.120 g of the title conpound as

A, cildd fot ELNMRN;ONE66168 H:698 Ni7.28 Found: Zx:H5.98 H700Z Ny7.34.
2H), 1.89 (m 2H), 2.14 (m 4H), 5.28 (m 1 H), 7.06
(m 1 H, 7.128 (m 3H), 7.23-7.34 (m 5H), 7.84 (m

Esdipple2B8VS (ESI) nmfz 453 [M+H] +. Exanple 122

L e e

Adsd|ution hdfo4-¢t-tyqiopmntyl-7 Flubka- tidHixialzel33-yl)phehein (1.3q @, 10D ¢gmol) and

ofy R i 0 il PR B o o 0

hdwb y ITaeatsttionrhiaturel (Waé Ctoﬁﬁérgratéh B8vacuol )The'ﬂaﬁdlse)ilvas icoystallized

P ARE e e 20 8 L e Shropb @i FIRBIOHY

np259-260°Che organi c Iayer was washed with brine and

DM G e BB 4B IS B i hoBR ettty 0. 212

(r6.52H), Bezeariey, eHhYA. 1R (et EH)eY.26cmy 8H),07. 29 hj ti8), 34 (d, 1H), 7.91 (m,
2&? 0989 729 . nmp 71-72C, 'H NMR (DMBO-d6): 6 0. 89

J= 7.3 Hz), 1.09 (s, 9H), 1.88 (g, 2H, J= 7.3
MSZ()E,SI):#/ZZSBS([M+H}HH J= 7.3 Hz), 7.22 (t, 1 H J=7.5

A ol o b g el B8 g a1

I\/IS (ESI) mz 385 [M+H] +. Anal . cal cd for C22H28CI N202:
E(gr% 6,§1d—|655N728Found C.68.78 H. 6.42 N 7. 29.
f16 123 10

444 {cyclopeotyd-7 Flynrogij-intiezolrdtupherdd yery-putyigarbpmats onat e
BT Ry Tyl Ry BB (3. 1.0 o) an -
btyNsdeyasater @pyiMenhby1.0anmok i 00 g, oDduGXenmwés) heateCaR8DL for 48
h urggtl?‘ﬂ%re?ct?&lﬁ]d%q%%%o elvgo(fs?%\%% r %?(# g\/\eald:u e %&gég M%gqg*stallized
fram EtOAc/hexane to give 0.195 g of the title compound as a white solid.

mp 157°C;

'H NMR (DMSO-dg): & 1.295 (s, 9H), 1.712 (m, 2H), 1.898 (m, 2H), 2.15 (m, 4H), 4.15
(d, 2H), 5.294 (m, 1H), 7.06 (m, 1H), 7.18 (m, 1H), 7.22 (d, 2H), 7.28 (m, 1H), 7.62 (s,
1H), 7.84 (d, 1H), 7.91 (d, 2H).

MS (ESI) m/z 396 [M+H]+.

Anal. caled for Co3HasFN3O,: C:69.85 H:6.63 N:10.63 Found: C:70.21 H:6.82 N:10.63.
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roomtenperature. Water was added and the sol ution was

extracted with CH2CI 2. The 15 organic | ayer was washed
wowdok/obrisme and dried (MgSO4). The product wasPEUIUBI0EB0252

by flash chromatography (5/1 hexane/ethyl acetate) to

yield a white solid (0.106g, 88% . np 66-67C, 1H NWR

(DMSO-d6): 8 0.89 (t, 3H, J= 7.3 Hz), 1.15 (t, 3H, J=

7.5 Hz), 1.88 (q, 2H, J= 7.3 Hz), 2.64 (q, 2H, J=7.5
Extmhple#t202 (t, 2H, J= 7.3 Hz), 7.21 (t, 1H J= 7.5 Hz),

s1-35ctopentyfar idra B-RoszdiRundisnan iy Audloadn efigsefi

A(dohltipn rof 24-@ 43 clopet)/ 7-fldered 1 H-inahoal-3fydp h&d K. 3CI gN21G2 mmol), ethyl

ASHOReRRTeE B - 274 Il Epheyteflabiais ditea g, 1.

ménd|)sinbtl mLusfeTHFF naazstirred-fgt ) -holaeab bmbikot témeperature. The reaction
E %g%t cﬂ#?ﬁfg gd \M’tﬁjﬂr@ (fg@zc?g)kc orffr '?éaat f’r\%@éﬂ&‘ eﬂ}g )egﬁhggulg%epunﬂed

SEMRTON
by m@sarsetduplwehlylt@z(i:nhm(rﬂ-lﬁ(Hyﬂerprep ZBiBn®l D 22et); $oivent gradient

r.j di a\V7e (g=VAN ; | , ; .

SB35, Ao AR FEUY o b R oy 0065 o e
titteecanapbundrasé whitessadid. 80C. The pyri di ne was evaporat ed

I 1 t t OAC
1%@&)@&3&3%%) g%&ﬁ%ﬁa 1 %é gﬂghgg t r a eé-n m§c15(0®60‘1 H), 3.83
(rpr 21, dé?t(he1Hmt7eT4r&mil1a-t)e7 28 (m 3H), 7.82 (m, 3H).

[ -ori@d- met hoxyphenyl ) -i ndazol es. -106 WD

VB B O T o005 30553 Tho

4- (substi tuted-indazol - 3-yl)-phenol s were obtai ned by

of a solution of substituted

E%'?'ﬁ%o) (yphenyl )-indazoles in 0.7 nL of
AqHzgEbentl-dHucrnd H-inglazol-3-yphernl phaayt hyidrogeropbesphate
tr] '
AR 'S BpsPi 7. SR AL LS iR [R5, 1.0 mmol) pheny
dishlohephobphatel (U21 Ltrdd 1\Ah ntnmd.JZ) and BROExamethytsiisiaride (183 g, 1.1
@S fe10Re Wﬁﬁ%’as"‘étﬁ#é]dsﬂldfr?&u? t%ﬂ‘rb‘?é?‘lﬁer%ﬁép rilgﬁi?’i I%gﬁgle reaction

qoncentrate N vacuo resi u_eS wer e | Yy .
iR wariqysnghedi wis HaOsayldgeaneantrated ingvasuoof hedigs@ues ausye purified

b ré%r@etf\ﬂﬂﬁ%r MPQ& n%‘ﬁgpll-l rﬂ%ﬁ@’f@gu IDI_?Q"E‘I'“H%I §ol#er}t gradient

H i ndazol - 3-yl)

49 45041008 @cpgt@ﬂﬂ'@l@(ﬂﬂ a' ,F(}.) m @tfpwratg 10 mL/min) to g?ve 0.120 g of the

tIhI—JE b&qg&mda’géﬁa,phenol 126 4-(7-chl oro-1-nethyl -
I ndazol - %E))(é)henol 127
6l

' NMR (RMBOHds- & .16 (MoBldhdt #Am, 2H), 1.89 (m, 2H), 2.14 (m, 4H), 5.28 (m,
7L YT b O g, 2

SI) m/z 453 [M+H]+.
Example 122
4-(7-chloro-1-propyl-1H-indazol-3-yl)phenyl 3,3-dimethylbutanoate
To a solution of 4-(7-chloro-1-propyl-1H-indazol-3-yl)phenol (0.100g, 0.35 mmol) and
N,N-diisopropylethyl amine (0.5g, 0.38 mmol) in CH,Cl, (5 mL) was added dropwise tert-
butylacetyl chloride (0.051g, 0.38 mmol). The solution was allowed to stir overnight at
room temperature. Water was added and the solution was extracted with CH,Cl,. The
organic layer was washed with brine and dried (MgSO,). The product was purified by
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129 4-[1-nmethyl-6-(trifluoronethyl)-1
H i ndazol - 3-yl ] phenol 130 4-(Hindazol -3-yl) phenol
wQ 34431169 chl or o- 5-fl uoro-1 Hindazol - 3-yl ) phePOl/US282030252
4-(7-chloro-1 Hindazol -3-yl)phenol 133 4-(5-fluoro-1
H i ndazol - 3-yl ) phenol 134 4-(6-chloro-1
H i ndazol - 3-yl ) phenol 135 4-[7-(trifluoronethyl)-1
H i ndazol -3-yl] phenol 136 4-[6-(trifluoromethyl)-
flakh |chxd>m:amd>gr3pw (50heexdne/etByl abefaie)( for yeilt rowbite: oA §0.(1989, 72%).

m zg -3-yl] phenol 138 4-[6-(trifluoronethyl)-1
R—I- -3-yl ] benzene- 1,2-diol 139 4-(1-butyl-1
1HI-IHMRCI(E;I\AH;OJGIB)yI2‘>)0|cﬂiae('(pBH,14:€) A3(H2)b 02y QH), 1.88 (q, 2H, J= 7.3 Hz),

1 -
4'}2 Q%é&z@?% ’ch?%ﬂ’o- ‘?‘I Jb5r'6l?)17l-?l-6|(ﬁti%l_z|o \_lf)p &5 (F 1H, J=
7.8.42), -951(d; Aeniy B-SH)E.02 (o, 1HHF fidke) - 3-yl ) phenol 143
trifluoromethyl)-1
Méﬁ#%l&gw%%gig[l\z ‘-f]benzene 1,3-diol 144
Andl. [cialcbém'z@szﬁcszzTﬂ) 606616 BHIN:7.28 Found: C:68.78 H:6.42 N:7.29.
H i ndazol - 3-yl ] benzene- 1,3-diol 145 4-(1

-benzyl -7-fluoro-1 Hindazol - 3-yl ) phenol 146 4-(1
ExaoepleiR36- chl oro-1 H i ndazol - 3-yl ) phenol - 107 WO

e el R VIR prRA® oo

T hesobltion 1048}~ @Y-<El”ﬂ9rbéﬁmyby|6“‘( mdaquﬁad)@hemqi;m)mﬁg, 0.3 mmol) and
N H:éi Bg@%gille yw%%ng‘!% @Q}ﬁgé O}é% mﬁ-n&l% ,,P@P.sz (6-%D) QE8-ahded dropwise
prdpipnyl istorige -(8.0859.i 9. B@I@nmqlﬁ\t H')h|e)soiutlon was allowed to stir overnight at
roEtn @S@é%{tu% W\I%I%P%Qladdé@én&ﬂ{elsdl@%ﬂzvyés xtiacRNAhLCH,Cl,. The

enzene-1

orgarolglay@nzxgals vmsbﬁd vit-bring andodries) (MpS4)-Hdhe deduct wagjnyrified by
ﬂaﬁi h oPgrQ ﬁ\fgédn Rexenb R écétlatkémcpyuéld a V\(Iqte solid (0.106g, 88%).

benzene-1,"2- di ol
mP@@ﬁﬁyc 7-chl oro-1 Hindazol - 3- yI)benzene 1, 2-diol 155

d?\ﬁ@ %déQJ@rﬁ’HlJ— 7:3Ha), 1184 31, J= 7.5 Hz), 188 (q, 2H, J=
| ndazo benzene-1, 2-d %r
7.306023-4 49, Z’\i 715 He), 2261 28-4A T-BdiRehdl {t SHgi/p) 7-8417), 7.28

(d42L|1Jb HE)?%@(G' filups Q@HE}"?)%](d 2H, J= 8.8 Hz),8.03 (d, 1H, J= 8.3

-3-ylTbenzene- 1, 2-di ol
HZL)- [ 1 (2 hydr oxyet hyl ) - 1 H-| ndazol - 3 yI ] phenol
MS (ESI) m/z 343 [M+H]+.

Anal. calcd for CygH19CIN,O,: C:66.57 H:5.59 N:8.17 Found: C:66.57 H:5.64 N:8.11.

Examples 124 to 224

Library synthesis of 4-(substituted-indazol-3-yl)-phenols

To the (substituted-2-fluorobenzyl-)4-methoxyphenyl)methanone (~0.075 mmol) was
added a solution of a substituted-hydrazine (0.60 mL, 0.25mmol, 3 eq) in pyridine (6
hydrazines: methyl, butyl, benzyl, 2-hydroxyethyl, and hydrazine). The vials were
heated for 6 days at 80°C. The pyridine was evaporated in vacuo and the residue
partitioned with 1 mL EtOAc and H,O. The EtOAc layer was concentrated in vacuo to
provide the intermediate substituted-3-(4-methoxyphenyl)-indazoles.
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159 4-[6-chl oro-5-fluoro-1-(2-hydroxyethyl)-1
H i ndazol - 3-yl ] phenol 160
wWd2(404408H15Dr o- 1- ( 2- hydr oxyet hyl ) -1 Hi ndazol - 3- pCT/phmasd30252
161 4-[6-chl oro-1-(2-hydroxyethyl)-1
H i ndazol - 3-yl ] phenol 162
4-[1-(2-hydroxyethyl)-7-(trifluoronethyl)-1
H i ndazol - 3-yi] phenol 163
4- [ ]Ihé%tsgadstmmehmgalzm Bylj-phérfdsieemnaitaipeéd by treatment of a solution

of ﬁpq)%ng@%cglﬁ (% % E S/\g-lric?a%bg nL 6%@%?6H°@‘|¥/@§Me&eﬂe (6:1, viv)

at 430G w2k bymndwmt‘dm 10-&rld).r Aﬂd)\mﬁ tomeay to) aribient temperature over
5 EEL'[er %h{j‘rqug\'@rgﬁ%ﬁrgétﬁgqql g Siluted il 3 - CH:Ch. The organic

phelsésazolashed With skmnzmdeaqlledustaHC%énd concentrated in vacuo. The

4-[ 1- et e ' I T PR
pbe Bt Mty 1L LIRIH L by 08 marowso
4-(5-fluoro-1-nmethyl-1 Hindazol -3-yl ) phenol 169

Tabld 2 isreesunpinary-qfithe exanpleserepgiep- 1
H i ndazol - 3-yl ] phenol 170 4-(7-chl oro-1-net hyl -
H i ndazol - 3-yl ) benzene-1,3-diol 171

| Cherfitcal Namner onet hyl ) -1 H- i ndazol - 3-yl ]

phet Y2 Ao et mat ottty -
i ng%diol - 34_, ;(/T tr%teHﬁ(‘zzﬁé@)%fzgtngm EFQI 4-(7-chloro-1
{met hgd - 1 I—ﬂ-i(ﬁwdlalzrtml-f;-ﬂuqrbﬁbrea&wh‘d:l indazdl'r%vl)phﬂlql

i
g
E3
I
<

TS T o PR R br Sy pbndgr e 2o
ki nd2zol - 349y1- m‘bﬁ'ryké-rﬁtslﬂaor@mthyl) -1He®dazol-3-yllbenzene-1,3-diol
/ l'l v\mth|' i 2 +.‘:f|
Kt |L nd §0I 3134-"\@?'1 @2@21%‘3”“’1?5 'éddﬁ"“’ i/%heml
4- (1129 di npélymethy6i(iiagromedhy)i )bindzeste-vllobenlol -

08— WO—26 ¥ 03+030252—Exanpte#
Chem'%gl N %Hi%iil ?XI bh%ﬁﬁP 5-(trifluoronmethyl)-1
ki ndatol - 34-3(6 }:hlbmq‘iﬁuero 11-! Q}ddzoﬂi’»-yllphenol

(L]l inAa=2Rl -2 vl VN bhanoana Alfl

-bhib???i“éhﬂérez“'em S e ol 101 4 (1
nhQﬁﬂudroH—H mﬂazm&ﬁ)pynbmdzlenzene 1,2-diol 182

VR i 4}‘?‘]“@'85%‘?(3” 5'?‘3%'? ehol 55 4. (1-benzyl - 1

H- | n d az ol - 345[7 thﬁlmfememgd) 3Ha|mddazol—84/l]phenol

ben£§7'f’5' EE §H§%4r°@e§/ﬁy9ﬂkﬁ'ﬁéﬁzé" 5 yﬂb"c’iéﬂq? 5o

4-
benzgr- 5- 1144nmtaﬂaorbmm¢az1m-maa;dl Bb&ﬂph@mﬂ; 1, 2-di
bl

1
O
C
—

‘4
D &J
w
~

1
o

/I VA |
'\J_

85
(1
ol

1844 r1

Ui nd38ol - 4-)£§-J‘(‘t_nffud’r8r‘n'e'ﬂ1yf)-11il-|hdéz'dl-'359ﬂb¥h2éhbav1 .

139 4-(1-butyl-1H-indazol-3-yl)phenol

140 4-(1-benzyl-1H-indazol-3-yl)phenol

141 4-(1-benzyl-6-chloro-5-fluoro-1H-indazol-3-yl)phenol

142 4-(1-benzyl-7-chloro-1H-indazol-3-yl)phenol

143 4-[1-benzyl-7-(trifluoromethyl)-1H-indazol-3-yllbenzene-1,3-diol
144 4-[1-benzyl-6-(trifluoromethyl)-1H-indazol-3-ylJbenzene-1,3-diol
145 4-(1-benzyl-7-fluoro-1H-indazol-3-yl)phenol

146 4-(1-benzyl-6-chloro-1H-indazol-3-yl)phenol

- 107 -



benzene-1, 3-di ol 188 4-[7-fluoro-1-(2-hydroxyethyl)-1
H i ndazol - 3-yl] phenol 189

wd2¢08/08118®0r 0- 1- ( 2- hydr oxyet hyl ) -1 Hi ndazol - 3- pCT/phmasD30252
190 4-[1-(2-hydroxyethyl)-5-nethyl-1

H i ndazol - 3-yl ] benzene- 1,3-diol 191
4-[7-fluoro-1-(2-hydroxyethyl)-1

H i ndazol - 3-yl ] benzene- 1,3-diol 192

-EXapledr pChemicdiWanaxyet hyl ) -1 H i ndazol - 3-yl ]

anzana 1
T4 T P =

2. di ol 102
-1 6-18h1 or PO AHELYRPRFY ! H-indazol-S-yilphenol
F i ndagol - B4yi-bbeni eﬂ’eﬁlﬂtoroi:’netth)dl)etH lnﬂaﬁol 3-y|]phenol

rR chloro-5-fl yero

HE naggm 34;1?8@‘@'% chglohi 151’489%0’( }—g(lc-}ﬁeﬁzene—1 3-diol
~T6-16DT or p44-baniyFr(mmueometiyl i Friridagi o) pfend]

enzene 1 diol

N L S e B e e
I ndgzol - | 45(|1-]ben£3$-62cﬂtﬁo—]1!-|2ndazﬂl BWBenzene 1,3-diol

L n(}g% e ;Z;ﬁil%g\éﬁf@m&-’f fbjoaq gﬁ-lq@gom S/I)benzene 1,2-diol

-[ Tyt yI { 8- (Gibtehiyu:rommmnhmhmazm BEyi)bEtzenk=132-dio]

henol 199 but v

[y
Li nd&%ol - 34;l|1)bﬁﬁéﬂ3rﬂ“§’ffbw "ed;aZPF%P%enfeﬂ%ﬂ Hyfiol
I ndagol - 4xh)u@thch1’&a 1ﬂ+-|haaidetw)bumsneemwo) 1

Lol

l-_l_nda;oL.ﬂs_y-l_]_benﬂz-en%
Hi nd&@Zol - 341 PEEAGEHAL 'HO@”&E”&W') %@O@Z@ﬁ gg7eer2-did
I'nd&gol - 4}{*1)(%96}@@&&54) ﬁH-GrVdaQBILSIf/IR)hbnoI

indazol -3-v

By | BB areel 4 hyrasR AR Baayiprenl

enzeme- 1, 4 [Wcﬁloro-ZQQ-hydroxyethyl) 1H-indazol-3- P/I]phenol
- 1-butv]| 4 (trifluoro

hendlb1- JlO‘) 4%@‘3?5’(‘.')%/1 dg'i‘ﬁ@xﬁ i&lb@w@@pg%@@eﬁ@; anpl e
Chepgcal Wﬁ[mizwaroétyétﬂyl)I'Pﬁ(ﬁiﬂuoréméfrrg!)HH—U@U@:!’&B%bherﬂol

i ndazol -3-yi ]l benzene
L (5-1881 or ¢ 46[1f(?uhé!?‘@Xiethbé}’ﬁx((‘l”ﬂﬁOfPHPHHQ“z%'I"”éa%R"?MBH%TO'
I 4relo- Ch I4C{"I Q2—€hy8ﬂo§&9’étﬁylﬂ1 I‘Tfhﬁcféﬁébl'é— [Jbenzene-1,3-diol

L i ndazol - v benzene-
5 or § AP R G- gy Fndazor Sy Toheno

F T NOEE0T - 34V I 2 8rRRy ethyd L é-(triflu thyl)-1H-indazol-3-yi
- [ 5- chl or 9 nﬁ&m%yﬁ(ﬂﬁhédro?{;gtehy)) 1 2ok

L | ndazol - vI]hpn7pnp 1. 2-diol 212 i
5611 or & AT eiBY - EUUB iy BripAZpFE vibenzene-1,3-d1
- T NOROT - 34Y(5IRBPF ¢ IMsthyl-1H-indazol-3-yl)phenol

169 4-[1-methyl-7-(trifluoromethyl)-1H-indazol-3-ylJphenol

170 4-(7-chloro-1-methyl-1H-indazol-3-yl)benzene-1,3-diol

171 4-[1-methyl-5-(irifluoromethyl)-1H-indazol-3-ylJphenol

172 4-(5-fluoro-1-methyl-1H-indazol-3-yl)benzene-1,3-di

173 4-(7-chloro-1-methyl-1H-indazol-3-yl)benzene-1,2-diol

174 4-(7-fluoro-1-methyl-1H-indazol-3-yl)benzene-1,2-diol

175 4-(5-fluoro-1-methyl-1H-indazol-3-yl)benzene-1,2-diol

176 4-[1-methyl-7-(trifluoromethyl)-1H-indazol-3-yl]benzene-1,2-diol
177 4-(1,5-dimethyl-1H-indazol-3-yl)benzene-1,2-diol

T

T-hT-b

N D :H:UAU-PTTTTTT'OB

A TDATDH
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1,2-diol 213 4-(5-chloro-6-fluoro-1
H i ndazol - 3-yl ) benzene- 1, 2-diol 214
wd2¢008408t159 f | uoronet hyl )-1 H i ndazol - 3-yl] benzeeiBUS2003/030252
,2-diol 215 4-(6-chloro-1
H i ndazol - 3-yl ) benzene-1, 2-di ol 216
4-(1-butyl-7-fluoro-1 Hindazol - 3-yl)benzene-1, 2-di ol
217 4-(1 -butyl -5-chloro-6-fluoro-1
HExanple# - &Uéni:i@bBNéinele

_(1 huful 5-¢chl AN\ hanzana

1. 2- 4% |A-me ¥r%6t(§l¥°f9m€WI)TT|Fh'8§%%?E?r¥§JP§” ne-1,2-diol
T neag ol - 34:I/l-|1]r1@ @dilcﬂ-yl)b%azéhe(ﬂ,smmyl 7-fTuoro-1

k zol - viYnhenol 22

3-[ it g yl Asﬁc'éwwﬁ afapr&@mﬁﬁfo'f-ybphem'

il nqi&ﬂzol 34: y1 ﬂ)@ﬁ?lﬂzelﬁlem—ﬂ-l-ﬁwddzau&ylﬂa%azéhe( 11,2 dlol

1but v| -

A-( 11%nzy| P e R P Uy THE e éryﬂ%efgﬁefﬁﬁ Tl
';-4_2_4 ﬁB:{ 1| - bﬁ-@?ﬁnz@hﬂm"ﬁd&olﬁe {Nisemzenel1,3-diol

of si$bict ur‘é(%p%yﬁﬁfﬂedwwig"”@%ﬁ’é?'yﬁgg@@; ESI _FT)
EXanpgs # qbeﬂiﬁ E1 ENRddzol- xq/gbe&ém 1MRG "+ [ MEH ™ +

nnﬂ\ 124 24 225 10233 QO 125 277 (Q£39p

o S5se [ (hbe b6 Toes T P ez P eoes b2 s 0aa5a

3U9. YBAGO g fL(2-A thyD&3Erffludksméthyl $1 8-ifkBzoL2-91)-
293. 08963 @;lnzé gﬁzﬁ% élzrso 211 02259'211008"&%5
06 131 63 0382 283 N3826 0N 110 \\D

004788115 94%%8210@3*?@%‘28%“)&'&%?@% VERDENO! 1y -
EXPTUHgg NT Z qE:[\ﬁ—ﬂﬁorbM&(dl-hyUrdi%ﬂ'ﬂ/f) 4 HCiRBAkoI-3 ljaahe%s 04762

45 04767 133 220 N7717 229 0773

45. 89962 pAsT-Guhelron sy orasty dHidsgs- %Y'E %?%@%1 3-diol
- 0491 135] Z{2A0dr898(22\Rir&kx§881)-4 Hiihdazol-3-yl]benzene-1,3-diol

192 4-[5-fluoro-1-(2-hydroxyethyl)-1H-indazol-3-yl]benzene-1,3-diol
193 4-[6-chloro-1-(2-hydroxyethyl)-1H-indazol-3-yl]benzene-1,3-diol

194 4-[6-chloro-5-fluoro-1-(2-hydroxyethyl)-1H-indazol-3-yllbenzene-
1,2-diol

195 4-[6-chloro-1-(2-hydroxyethyl)-1H-indazol-3-yl]benzene-1,2-diol

196 4-[1-(2-hydroxyethyl)-7-(trifluoromethyl)-1H-indazol-3-yl]-
benzene-1,2-diol

197 4-[1-(2-hydroxyethyl)-5-(trifluoromethyl)-1H-indazol-3-yl]-
benzene-1,2-diol

198 4-[1-butyl-6-(trifluoromethyl)-1H-indazol-3-yiJphenol

199 4-(1-butyl-6-chloro-1H-indazol-3-yl)phenol

200 4-(7-fluoro-1-methyl-1H-indazol-3-yl)phenol

201 4-[7-(trifluoromethyl)-1H-indazol-3-yl]benzene-1,2-diol

202 4-(1H-indazol-3-yl)benzene-1,2-diol

203 4-(7-fluoro-1H-indazol-3-yl)phenol

204 4-(7-chloro-1H-indazol-3-yl)benzene-1,2-diol

205 4-[1-butyl-6-(trifluoromethyl)-1H-indazol-3-yllbenzene-1,2-diol
206 4-[1-butyl-5-(trifluoromethyl)-1H-indazol-3-yljphenol

DN DM
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WG b4A03358

137 279.07398 279.07393 -0.05 138 295. 06889 295. 06901
0.12 139 267.14919 267.14917 -0.02 140 301.13354

-0.01 141 353.08515 353. 08525 0.1 PAWES2003/030252

335. 09457 335.09438 -0.19 143 385.11584 385.11551

-0.33 144
319. 12405

385. 11584 385. 11551 -0.33 145 319. 12412

-0.07 146 335.09457 335.09443 -0.14 147

369. 12093 369.12078 -0.15 148 369. 12093 369. 12068

(Exzimplé 49

ChdmiaPfanitb1. 08953 0. 04 150 369 12093

360 1208
T A4

351, 88649

R R b L e

0. 0808 154

33511894

36-cRIBAHE-136rd- B8R E/I-0H Gtazdsdy I3 endll 904

385, £9%84

S PP ey DB R Bt g ao

0. 2510159

4’»('[17 cRI6rb48-1136Y6- D A\BIrdkySthyl) llﬁﬁnwl-e-@/ﬂﬁkﬂenol

161 289

123 2db19 B

28007383
PCT/ US2003

%ﬁg‘geﬁg Torga- S -3 BT ere sgberzene-

2 Exanple # Exact mlz Exptl. niz

irrop1p Mt
0.14 164

455 ENGH-6-fludramu)2- h)ikﬁ@( 391 He0haR23-yl0eBENne-
M;Id|d|0772 271.10774 0.02 165 323.10019

2310012
213

ZI-(S'—Chloro-G-ﬂuoro-1 H-indazol-3-yl)benzene-1,2-diol

214 4-[5-(trifluoromethyl)-1H-indazol-3-yl}benzene-1,2-diol

215 4-(6-chloro-1H-indazol-3-yl)benzene-1,2-diol

216 4-(1-butyl-7-fluoro-1H-indazol-3-yl)benzene-1,2-diol

217 4-(1-butyl-5-chloro-6-fluoro-1H-indazol-3-yl)phenol

218 4-(1-butyl-5-chloro-6-fluoro-1H-indazol-3-yl)benzene-1,2-diol
219 4-[1-butyl-7-(trifluoromethyl)-1H-indazol-3-yl]phenol

220 4-(1-butyl-7-fluoro-1H-indazol-3-yl)phenol

221 4-[1-butyl-5-(trifluoromethyl)-1H-indazol-3-yllbenzene-1,2-diol
222 4-(1-butyl-6-chloro-1H-indazol-3-yl)benzene-1,2-diol

223 4-(1-benzyl-5-chloro-6-fluoro-1H-indazol-3-yl)phenol

224 4-(1-benzyl-5-chloro-6-fluoro-1H-indazol-3-yl)benzene-1,2-diol

Table 3 is a summary of structure elucidation via exact mass (ESI_FT)

Example # Exact m/z Expti. m/z Error
[M+H]™ [M+H]™ (mmu)
124 225.10224 225.10233 0.09
125 277.05385 277.05385 0
126 259.06327 259.06327 0
127 309.08454 309.08466 0.12
128 259.06327 259.0633 0.03
129 293.08963 293.08954 -0.09
130 211.08659 211.08665 0.06
131 263.0382 263.03826 0.06
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166 339. 09511 339.09496 -0.15 167 309. 08454 309. 08475
0.21 168 243.09282 243.09295 0.13 169 293. 08963

wa2ae408a938 0.1 170 275.05819 275.05851 0. 32 RCWUS2003/030252

293. 08963 293.08973 0.1 172 259.08774 259.08791 0. 17
173 275.05819 275.05852 0.33 174 259.08774 259. 08792
0.18 175 259.08774 259.08794 0.2 176 309. 08454
309. 08462 0.08 177 255.11281 255.11298 0.17 178

309. 0EHGMpIOY. PEERBCINES | EXpiCAVz 0B18A0R2]. 08172 0. 21
180 301. 11022 BOL[IA49%6 O 14M+AE1 31 {(mbA)L4 317.10528
0.14_ 182 385 11584 335 ?é 183 '317. 12846
317.1128883%. 37 Z‘ﬁoﬁﬁéﬁl -%Z§f149§§’50. 16 185
317. (178435817, (268907710 | 18 0% 119043335, 11914 0. 1
187 1339.00511_ 839 09530 0, 188 273 10330 273. 10348
0.09 1853073, 1034204%2 10?&@ 0474% | 1865285, 12337
285. [T736185 23 | 1990 35550983 7889308838008 | 192
289_DQQQ 290 OQQRR a] ')R 10'2 an nR 75 3@5 06891 0 16
112 W$®004/] 0319.863%T) F9MH3PD302801 Exanpl e #
Exacfl nmi 7z3EXpt 1. 2nd 7899 or A78TBDaE [ MigHs +|(nmu) 194
323.105933 32305956 Q.23

138 55506650 | 295.06901 | 0.12

139 267.14910 | 267.14917 | -0.02

140 301.13354 | 301.13353 | -0.01

47 353.08515 | 353.08525 | 0.1

142 335.00457 | 335.00438 | -0.19

143 385.11584 | 385.11551 | -0.33

44 385.11564 | 385.11551 | -0.33

145 31012412 | 319.12405 | -0.07

146 335.00457 | 335.00443 | -0.14

47 369.12003 | 369.12078 | -0.15

148 360.12003 | 360.12068 | -0.25

145 351.08049 | 351.08953 | 0.04

150 369.12003 | 369.1208 | -0.13

151 33511904 | 335.11887 | -0.17

152 351.08040 | 351.08962 | 0.13

153 369.08006 | 369.07998 | -0.08

154 351.08040 | 351.08951 | 0.02

155 33511904 | 335.11894 | -01

156 351.08049 | 351.08967 | 0.18

157 38511584 | 385.11553 | -0.31

158 555.11281 | 255.11256 | -0.25

159 307.06441 | 307.06443 | 0.02

160 289.07384 | 280.07383 | -0.01

T 289.07384 | 280.07383 | -0.01

162 353.10010 | 323.10011 | -0.08
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195 305. 06875 305. 06899 0.24 196 339.09511 339. 0951

-0.01 197 339.09511 339.09531 0.2 198 335. 13658
wa@3Ww4034839Y -0.19 199 301. 11022 301.1101 - 0. 12PCR0O82003/030252

243. 09282 243.0928 -0.02 201 295. 06889 295. 06881

-0.08 202 227.08151 227.08147 -0.04 203 229.07717

229.07713 -0.04 204 261.04254 261.04254 0 205

351. 13149 351.13146 -0.03 206 335. 13658 335. 13644

- 0. TAExAABIeD Y. OBt ng29 | OB4P®. m. 09 Ereéi8 [277. 05385
277/05382 -0. 03 [R$293 .| 04RMAH]293 | Odihu) Of 06 210
307.06441 30710644 -0Q. 011 211 323 (05933 3213. 05923 -0.1
212245163209 bA23tHA8 ¢ 32%4000p9 [0384¢ 2f79. 03311 0
214 295 186889 295 0RF9E 1 UaPT102%5 | 268.004264 261. 04252
-0.02_216 301113469 301..13463 -0. 06 217 319.1008
319.100695- 0. 1 32810485 |092%10%F5 09864 -p. 07 219
335 [ 13655335 0959703 33509455 | 139 AE 2B5. 13964
-0.13 221 351113149 351113147 -0. Q2 222 B17.10514
317.105067- 0. 15 302284543 1088388453 |088%4 -p. 01 224
369.M08015369. OB0A oA, | 343008 Z008/HE3T159
PCT/lUS2003/ 030P52 Exanplles 225 t 01267

169 203.08963 | 293.08973 | 0.1

170 275.05819 | 275.05851 | 0.32

171 203.08963 | 293.08973 | 0.1

172 250.08774 | 259.08791 | 0.17

173 275.05819 | 275.05852 | 0.33

174 250.08774 | 259.08792 | 0.18

175 250.08774 | 259.08794 | 0.2

176 300.08454 | 300.08462 | 0.08

177 25511281 | 255.11298 | 0.17

178 300.08454 | 309.08468 | 0.14

179 227.08151 | 227.08172 | 0.21

180 301.11022 | 301.11036 | 0.14

181 317.10514 | 317.10528 | 0.14

182 38511584 | 385.11582 | -0.02

183 317.12846 | 317.12883 | 0.37

184 315.14919 | 315.14935 | 0.16

185 317.12846 | 317.12864 | 0.18

186 335.11904 | 335.11914 | 0.1

187 339.00511 | 339.09539 | 0.28

188 273.10339 | 273.10348 | 0.09

189 273.10339 | 273.10355 | 0.16

190 285.12337 | 2851236 | 0.23

191 280.0983 | 289.09838 | 0.08

192 280.0983 | 289.09856 | 0.26

193 305.06875 | 305.06891 | 0.16

-112 -



Li brary synthesis of

4-(7-substituted-indazol
w@tomsptiey e of argon,

charged with 1- 5
substi t ut ed- 7- br ono- 3- (4- met hoxyphenyl ) -i ndazol e (0. 05

nmL of 2M sol ution in di oxane,

boronic acid ( 0.15 nL of 1.0 Msol"

0.10 mmol),
n in di oxane,

-3-yl)-phenol s Under an
a series of 2 dram vi al SP@BUS2003/030252

substi t ut ed
0. 15

mol[) Exampil #N) CExdstiake |( Exptindn/Aduedwsr spl ution) and
tetnaki s(tri phenyipiSphiinejvpall adi g@mu)0) (0. 025 nL
of 1 Msolution in dioxane) The -als were heat ed
at 85C fo#* 6 hou§%3. Osgﬁﬁe rég%pﬁ%% m x es|were
part[itiofgad W | h335.088761 PAG0R06830 ML 0f240. 5N NaOH. The
10 Eit_OAc_LagLe,L_\Aas_eonee-m—pai—e‘gﬂ La-vacuo—to provide
the |i nda¥® e i nt e?HeW 1t e 13,39-0 1 -
i48?l1€st7l t1g7ed- 31 (93d16981aXy/PBeaYbE31 ridazn es The
- Lsubstlituted-1n -3 -phenP| s wer e
obt gi ned'BYy trpabfehior |ad38dPeHT on H1° |
4- (177- Gjggibst tg@ﬁ%oz@dazowﬁrwﬂ phenpds|in 0.7 nL
of (QH2CI 2/ cycl phexene v/v) lat -30CIwith boron
trigrom &Y (0.8 #43.09%42 ome%fi?’t@%rm %%%nhi ent 15
t engeratafe over 255 e8Hos. | @asoeber W igod. 2 mL
nmet hanal _and _dil uted wit 2 m CH2Cl 2.__Th¢ organic
phases w&%e washéd’-BB1H slardr 8844 aqudtls NaHCO3 and
CONCENITHIFA 1 N BOEOP7171 NE LOD7A4ES| Way gs puri fied by
HPLCQ _and plated as a qnlu%inn in_ 08 nm of DVBO 20
Tablle 4 2&4 a synrat-04e3 th@6d:048pt s plepar ed.
Exanpte goghem cab1 Nafw 2235418746 | -0.03
-IsopLﬂp%L_l_LA-(trlf uorionet hyl ) phieny| 1 -1
H-i ndazoP0®- y| } 3%_@%58 ob@35.13644 | -0.14
4- ( 1I-TSOpFPPYT /3 8081543~ V1308 .0da4Hdazay.68- y| ) phenol
227 4-(1-i1saopropyl-7-thien-2-yl -1
H i ndazoR03- yI pﬁ@7185382528 27705382 | -0.03
4-{ 1-TSOpFPPY T 7 2bg ok ERS NyT 348 9dayenyld.od
H i ndazol - 3-yl }phenaol 228
4-{7-[ (E?i%ept-13@ﬁ95‘}411- s3Pr-effA - 1 -0.01
H 1 ndazo ?115 y! JP@QQ@S%?U 323.05923 | 0.1
4-{7r[4- (hydr oxynet hy nyl]-1-isbpropyl -1
H i ndaon1%-yI K 2|§ﬁ@ R09 23 745.07209
4-[ 3F(4 roXypt omyhi-t o
Hi ndazo? é; yl] bggg}ggéiﬂl %glq?l%
4-[ 74 (4- éﬂ‘hyl pfeﬂ?ﬁ-)%&% so;ﬂ%ﬁ%ﬁ%;@ H r®8Azal - 3-yI ]
phenpt A WO 2083t TS loES2P033 830452  Exanpl e
# Chem cgliﬂ}l\la %36’425%
4-[ 7+ (1, 216 bi phedPi 13469 ) | BAIsGIP3py| Q.06+ i|nd
azol F3=yby7Pphetotaig 1008 | 319.10068 | -0.12

218 335.09571 335.09564 -0.07

219 335.13658 335.13655 -0.03

220 285.13977 285.13964 -0.13

221 351.13149 351.13147 -0.02

222 317.10514 317.10509 -0.15

223 353.08515 353.08514 -0.01

224 369.0801 369.0802 0.14
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10

15

20

234 4-[7-(2-chl orophenyl)-1-isopropyl -

H i ndazol - 3-yl] phenol 235
wd20020896Dr opyl - 7- (2- met hyl phenyl )-1 H i ndazoPeBU§10p3/030252

phenol 236 4-(1-isopropyl-7-phenyl -

H i ndazol - 3-yl ) phenol 237

4-{1-cycl opentyl -7-[4-(trifluoronethyl)phenyl]-1

H i ndazol - 3-yl }- phenol 238

gsgl cycl opentyl -7-thien-2-yl-1 Hindazol -3-yl)pheno

opentyl -7-[4- (et hyl t hi o) phenyl ] -

EARIES A2 18T phonol 240 o Lo PenvL]

L.ﬂra{r;symbei%&ﬁt 4J(7-3ub§nﬂnyw indupbledvyi) phkhelsndazol - 7-yl ] b
enz ene-

UIK{E) AT SURPSISTE (of- SR PSR O% 2 alas s Phstasr Wi -
sugétﬁuted 7-bromo-3-(4- methoxyphenyl) -indazole (0.05 mL of 2M solution in dioxane,

o5 AL o A R BB s AL 9o,

sodiunf 8arbohatd (9 1]mib egodousZbtution) and tetrakis(triphenylphosphine) palladium

(Ogﬁ%&apc%glcgg)gf L 7t %ry%%%r}ét #_Lﬁp\ﬂPg%Z}’%é géaﬁclaé atD Q&E}q‘]or 6 hours.
THe &eadmﬂro;hnrxa;ryé M@F@p@hmor%@amm:e nL EtOAc and 2 mL of 0.5N NaOH. The
Et@%‘e‘yg pwncghﬁa%lg;f%@%ﬁugd Zgll‘owdey{r?epm ggole 2|?1"t7ermedlate 1,7-
dististalesto (B meinoxgpmaiyhymdaaeles) 248

4 {7 [(E)-hept-1-enyl]-1-i sopr opyl -

4 {7 & %(ﬂ? d%‘ %@(bsﬁte@ mfé%?I B! yﬂ] fngégwere otitalzl‘led by treatment of a

sdwtlmdca‘z4}K1 B-d;slu}as'@utedﬂmda;blpitwlbmhem in 0. 7 mL of CH,Cl,/cyclohexene,

©7, [ﬁ@gébr%&@ %h ggnﬁzwgﬁlg%%% d(])o qlnﬂgioﬁh&ﬁéfd td warm to ambient

tefplevat(ré- etdny3 pbaersy | Ruéncredpwitipl2 inlHmriethanol and diluted with 2 mL
Cﬁdaéo:o'ﬁlé% ré;%q’c r&ntagé(éi g\%‘?? rWelﬁheﬁ%thA' sB’Z:rétgzd aqueous NaHCO; and
cdfhcen’ujaedlln @aqub] 131en'eslhy¢s wplhzemmllﬁecibs HPLC and plated as a solution in
ér 1(|?)M Ia or ophenyl ) -1-i sopropyl -
azo 3-yl]-3-nethyl - phenol 254
4- [7 (2-furyl)-1- |sopropyl

255
SR R it e
H-| ndazol - 3- yI] 3- et hy! Ip.heno! 256
TPYas hytphenyt ) =1
H-| nc!hg 3%‘?# él‘N hyl - phenol )257
4-{ 122§c| opéf{ﬂ y$0pvor{y&7([4a~éttifhl;qromemybmawwHiindazol-3-yl}-
H-i ndazol - 3phénol 3-

226 4-(1-isopropyl-7-thien-3-yl-1H-indazol-3-yl)phenol

.E;

227 4-(1-isopropyl-7-thien-2-yl-1H-indazol-3-yl)phenol
228 4-{1-isopropyl-7-[4-(methylthio)phenyl}-1H-indazol-3-yl}phenol
229 4-{7-[(E)-hept-1-enyl]-1-isopropyl-1H-indazol-3-yl}phenol

230 4-{7-[4-(hydroxymethyl)phenyl]-1-isopropyl-1H-indazol-3-yl}-
phenol

231 4-[3-(4-hydroxyphenyl)-1-isopropyl-1H-indazol-7-yl]benzene-
1,2-diol

232 4-[7-(4-ethylphenyl)-1-isopropyl-1H-indazol-3-yl]phenol
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met hyl phenol

115 WD 2004/031159 PCT/ US2003/ 030252

Exanpl e # Chem cal Nane 258
wa2qoaosmed opent yl - 7-[ (E) - hept - 1-enyl ] -1 PCT/US2003/030252
H i ndazol - 3-yl }- 3-net hyl - phenol 259
4-[1-cycl opentyl - 3- (4- hydr oxy- 2- met hyl phenyl ) - 1Hi ndaz
ol -7- yl]benzene- 1,2-diol 260 4-[1
-cycl opentyl -7- (4-et hyl phenyl )-1
:Erxg # &:hdrﬂncamahl eyl - IOhGHOI 261
n\/ el onaent vl 1
i oI - Vr(]1 135%FPX}14'yi)ph gqafopgb‘l)-‘i 4Indazol-3-ylphenol
4- [ / -chl -
o | n2d324§n| @W%Wbbhﬁ?—Mﬁhi@g@ﬂ MH ifdazol-3-yl]phenol
4-[ 1235 ¢l gk fl§,@pr?py(l~z ({de9tiﬁylpﬁenyl) 1T-T|ndazol 3-yllphenol
FrT gtz o - (3 i llsop’roﬂﬁmmhéigﬁﬂ@mdaza@ -#dhknol
icycl opently| - 7- (2- npt hy| vl ) -
H i né®zol - |3-{I-pyoippeatyh{ld- (tﬂw@ggmet@ggptpnw ~1H-indazol-3-yl}-
{cycl opentyBeMbhenyl -1 Hi nd azol - 3-yl) - 3- met hyl
e ébb4 ('1' by/cldpbnfgzﬁmmtermzeyma Ma)zoﬂ-swpﬂxeme nt yT -
IHi ndazol - hvl nhenol
4-[ 7232- 1 urfm cmp@a}y# SRR Ao 51 md%%%}pheno'
rabt g% 1 S| ATSEyaBpeRtyRB-(Shydekyphenyl-tRiiszoPT-yNhehzene-
exact rmss E@ﬁw E?F’@ Exa(mp?e # Exaﬂ m z Expt Iy"]b m z
Brraor [ Mt 2307 1522 397 1521
T0. 124b26 3%51 9@1@69@%71&?@3"@96@ THdeggi3-yhpfignor
335 2 - N .
AL I A e AR AL el e
431 363, 154%[%(3210*1@@1?%13/@61 C&O?PGQ%W%C_YPZQ%V%@EOB 04
433 3. 19P4 [ fbywolcbeplyl-7{28dryl)-1H-indazol-3-yllphenol
245 4-[1-cyclopentyl-7-(2-methylphenyt)-1H-indazol-3-yl]phenol
246 4-(1-cyclopentyl-7-phenyl-1H-indazol-3-yl)phenol
247 4-(1-isopropyl-7-thien-3-yi-1H-indazol-3-yl)-3-methylphenol
248 4-{7-[(E)-hept-1-enyl}-1-isopropyl-1H-indazol-3-yl}-3-methyl-
phenol
249 4-{7-[4-(hydroxymethyl)phenyl]-1-isopropyl-1H-indazol-3-yl}-3-
methyiphenol
250 4-[3-(4-hydroxy-2-methylphenyl)-1-isopropyl-1H-indazol-7-yi]-
benzene-1,2-diol
251 4-[7-(4-ethylphenyl)-1-isopropyl-1H-indazol-3-yl]-3-methylphenol
252 4-[7-(1,1"-biphenyl-4-y!)-1-isopropyl-1H-indazol-3-yl]-3-methyl-
phenol
253 4-[7-(2-chlorophenyl)-1-isopropyl-1H-indazol-3-yl]-3-methyl-
phenol
254 4-[7-(2-furyl)-1-isopropyl-1H-indazol-3-yl]-3-methylphenol
255 4-[1-isopropyl-7-(2-methylphenyl)-1H-indazol-3-yl]-3-methyl-
phenol
256 4-[1-isopropyl-7-(2-methylphenyl)-1H-indazol-3-yl]-3-methyl-
phenol
257 4-{1-cyclopentyl-7-[4-(methylithio)phenyl]-1H-indazol-3-yl}-3-
methyiphenol ‘
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234 363.1259 363.1259 0.06 235 343.1805 343.1806 0.08

236 329.1648 329.1649 0.03 -116 WO 2004/031159
weALsAsD3/ 030252 Exanpl e # Exact mlz Exptl .PO1/DS2003/030252

Error [MtH] '+ [MHH] "+ (mmu) 237 423. 1679 423. 1678

-0.12 238 361.1369 361.137 0.05 239 401.1682

401.1681 -0.09 240 387.1703 387.1703 -0.05 241

383 2118 383.2118 -0.02 242 431.2118 431.2117 -0.07

Earipte #4 ChemfidallMdie- 0. 05 244 345.1598 345. 1598

) 07 245 1369 1961 3691

h55. 25805 d 4 féwc@pgntybé@(%%@gptﬂg?nﬂl ﬁ%‘“‘gﬁé %@ggz‘%ﬁy"
263. 2432 (.RP§MOL49 373.1911 373.1911 0.01 250

5 /0. A5d)S 3 @[1%%%5% B3-(Zhydréxl2-AdetidydhehyR- H8nGaZdR 7-

P52 419. 21 12 didD. 06 253 377 1415 377 1416
D11 254 3.1598 329 1500 0

357.3%%52 o 4B @@e@‘dbq‘%@‘y@ﬁ%“ﬂ)s@%‘"bﬁﬁ' 3‘%? -methyl-
115. 1839 418heP8kg -0.02 258 389. 2587 389. 2587 - 0. 04
YS9 4@ 18600, EBkpHenyl26)-32yclg 13¥indazot-3-yll-DBmethyl-
261 445, 22%@(25. 2274“36 g%sz Z%s?azgy?z 4l83. 15723&-0. gly

262 4-[7~(2-chlorophenyl)-1-cyclopentyl-1H-indazol-3-yl}-3-methyl-
phenol

N

N

263 4-[1-cyclopentyl-7-(2-furyl)-1H-indazol-3-yl}-3-methylphenol

264 4-[1-cyclopentyl-7-(2-methylphenyl)-1H-indazol-3-yl]-3-methyl-
phenol

265 4-(1-cyclopentyl-7-phenyl-1H-indazol-3-yl)-3-methylphenol

266 4-[7-(1-benzothien-2-y!)-1-cyclopentyl-1H-indazol-3-yl]-3-
methylphenol

267 4-[7-(2-furyl)-1-isopropyl-1H-indazol-3-yl]phenol

Table 5 is a summary of structure elucidation via exact mass (ESI_FT)

Example # |Exact m/z Exptl. m/z Error :
[M+H]"™ [M+H]™ (mmu)
225 397.1522 397.1521 -0.1
226 335.1213 335.1212 -0.03
227 335.1213 335.1212 -0.04
228 375.1526 375.1525 -0.04
229 349.2274 349.2276 0.11
230 359.1754 359.1754 -0.02
231 361.1547 361.1547 0.06
232 357.1961 357.1962 0.04
233 405.1961 405.1961 -0.04
234 363.1259 363.1259 0.06
235 343.1805 343.1806 0.08 |
236 329.1648 329.1649 0.03
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263 359.1754 359.1754 0.02 264 383.2118 383.2117

-0.11 265 369.1961 369.196 -0.16 266 425.1682
wa2®408859 0. 18 267 319. 1441 319. 1441 -0.05 -PAWVS200§030252

2004/ 031159 PCT/ US2003/ 030252 CLAIMS 1. A conpound of

formulae | or Il having the structure RI R2 \ N.-N

R3 Ry ORlo RS RBRE R4 RFP R / R NONR3 RO I

ORlo R5 R8B R6 R4 R7 wherein R, is hydrogen, alkyl of

1-6 CE&Q%I@#O'E%acﬁJnkzenW Bkp#- /L 3r IEvomt pris,
cycl|oal kyl M T*bor a[mmﬂ” cyc(malusenyl of 4-8
cargan at ons, ry 20 carbhon-atons, ryl al kyl of
7- 26 car®dn at om§'236f57% Jatd9RdPét, [urddur ht ed, or
par t|iral Tyzg UNSAT GEAHBE0 NETEEOLYSA 1 ¢ THig of ring
systlem of 4-14| atons__containing 1-l4 hetefoat ons
sel dct ed?¥% om N, 407-188¢ s; 40,1088, |Ra0-0%nd| R5, are
each, T THIRPENTENBEY, 175y 0T 0G¥7, 178Ky @fo5L- 6 car bon
at onps alkenyl aof 2-7 carbon atong hydroky, al koxy
of 1-6 cbon pt 8882148 yl|0x3p3et!1186-200 bon at ons,
hal oger, 543 T oy@ ek g, | -Ag¥.o 8, 0870, | or - CO2RLL,
R6, |RZ, and RO, are eac i ndepgendent |y, hydrogen,
al kyl of243 6 chr38R.141%nyg, 389.1415 -0.05

244 345.1598 345.1598 0.07

/

245 369.1961 369.1961 -0.06

246 355.1805 355.1805 0

247 349.1369 349.137 0.08

248 363.2431 363.2432 0.08

249 373.1911 373.1911 0.01

250 375.1703 375.1704 0.06

251 371.2118 371.2118 0.02

252 419.2118 419.2117 -0.06

253 377.1415 377.1416 0.11

254 333.1598 333.1599 0.09

255 357.1961 357.1962 0.06

256 343.1805 343.1806 0.12

257 415.1839 415,1838 -0.02

258 389.2587 389.2587 -0.04

259 401.186 401.186 0

260 397.2274 397.2274 -0.05

261 445.2274 445.2274 0

262 403.1572 403.1572 -0.01

263 359.1754 359.1754 0.02

264 383.2118 383.2117 -0.11

265 369.1961 369.196 -0.16

266 425.1682 425.168 -0.18

267 319.1441 319.1441 -0.05
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al kenyl of 2-7 carbon atons, hydroxy, al koxy of 1-6

carbon atons, aryloxy of 6-20 carbon atons, hal ogen,
wo eooftlosasoet hyl , - CO2R1j, aryl of 6-20 car bonPCFU$283/030252

WO 2004/ 031159 PCT/ US2003/ 030252 atons, arylal kyl of
7-26 carbon atons, or a saturated, unsaturated, or
partially wunsaturated heterocyclic ring or ring
system of 4-14 atons, containing 1-4 heteroatons
selected fromN, O, and S wherein the nitrogen or

g@&gr atons are optionally oxidized and nitrogen is

op nal ly quaterni zed; R10 is hydrogen, -COR11,

- CONHR11, -P(=0 (OH)OR11, or -CQ(CH2)"CH(NHR12)CO2R11
R11 i,s I n.atons, aryl of
16 20Aca%%gt%g1r?sr%u%¥|§? Ilhfjalalv (%ﬁe%? "56 car bon at ons;

R12 i s hydrogen or @02R11 n =Rp-3, or a

pharmaceutical ly acceﬁmawa salt \theregh 2. A

conmpound according to ¢l ai g1 whetein/R1 is al kyl of

1-6 carbon atong, ¢
cycl oal kyl of 3- ' ‘ kenx of 4-8
carbon atons, or ‘ GRoor
partial |y unsat urat ic \\ng or ring
system of 4-14 tglifag 1- 4\ het er oat ons
sel ected fromN, O, and S. 3. A conpgﬂnd according to
claim1l wherein Rl isglkyl of 1-6 carbon atoms,
al kenyl of 2-7 carbon atoms, gycloal kyl of 3-8 carbon
atons, or cycl oal kenyl of 4-8 carbon atons. 4. A
conmpound according to claimgl wherein RL is al kyl of
1-6 carbon atonms or al kenyl of B 7 carbon atons. 5. A
cormpound accordi ng anynereNof clajnms | T 3 wherein R2
I s hydrogen, al kyl , al kenyl of
2-7 carbon atong, -6 carbon atons,
or halogen. 6. AT § e of clalns
1to 3 wherein R2 ® carbon
atons, hal ogen or
PCT/U82003/0302~: A conpouﬁ% accokdi ng to any one
of claims 1 to 5 wherein R7 and R9 aré each,

i ndependent |y, hydrogey, al kyl of 1-6 car bon at ons,
hydr oxy, hal ogen, trifluoromefhyl,

wherein

R4 is hydrogen, alkyl of 1-6 carbon atoms, alkenyl of 2-7 carbon atoms, cycloalkyl of 3-8
carbon atoms, cycloalkenyl of 4-8 carbon atoms, aryl of 6-20 carbon atoms,
arylalkyl of 7-26 carbon atoms, or a saturated, unsaturated, or partially
unsaturated heterocyclic ring or ring system of 4-14 atoms, containing 1-4
heteroatoms selected from N, O, and S;

Ro, Rs, R4, and Rg, are each, independently, hydrogen, alkyl of 1-6 carbon atoms,
alkenyl of 2-7 carbon atoms, hydroxy, alkoxy of 1-6 carbon atoms, aryloxy of
6-20 carbon atoms, halogen, trifluoromethyl, -CN, -NO,, -CHO, or -CO,R4;

Rs, Ry, Rg, and Ry, are each, independently, hydrogen, alkyl of 1-6 carbon atoms,

alkenyl of 2-7 carbon atoms, hydroxy, alkoxy of 1-6 carbon atoms, aryloxy of
6-20 carbon atoms, halogen, trifluoromethyl, -CO,R{4, aryl of 6-20 carbon
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- C02R11, aryl of 6-20 carbon atons, arylal kyl of 7-26
carbon atons, or a saturated, wunsaturated, or
w@aookioad1by unsat urated heterocyclic ring or riPQI/E§EDEER0252
of 4-14 atonms, containing 1-4 heteroatons sel ected
fromN, 0, and S. 8. A conmpound according to any one
of clains 1'to 6 wherein RO is alkyl of 1-6 carbon
atons, hal ogen, trifluoronethyl, -C02R91, aryl of 6-20
car b&gpmal aialkydby 7 a@leksdrb@f atofns? @r casdiomtet, amsatuted or partially

sat ur at ed nsaturated, or partiall t,ur d -
ot ibegesel Detpigrar g S hieh A HLpBHE: containing 1-4
cont igataioatpmis deldméd fromt n®, arel 8cthedesif tremithgdh orasudfur &oms are

9. Ao und.accordi.n 0 gl 1 to 6
V\her%?(i'r‘?ﬁgig' ?’%d'%ﬁ‘%ﬂ %?99195‘63 %E%Orr%gﬁqg%tgﬁé%dhal ogen, or
Rig i f | isor onieydnggen, 10. -BORKympouneC@NERY, di ng -PFQNQPHIPB1 1, or
of clains t rein R10 is hydrogen. 11. A
com&?@*&g&?ﬁﬁ'mﬁm’i m 1, which is one of the

f Oldl QW AW o - afendd 8RN @ le- ¥bn htoms, lalkyl of
RI1—1 !Sn@)g;o -%%ﬁﬁ%ﬁ]gggﬁrwrg?éﬂs( %ﬂghrgr%qe%}ne?h oImS or aiaivt e
H i ndadaaridnydtdmeenol ; ¢) 4-(1 Hindazol -3-yl) phenol ;
d). 4- (6-chl oro~5sfluoro-1 Hindazol - 3-yl ) phenol; e)
R '(Sg‘-yg"rﬂg P8?'1@?25'?Hdazo| -3-yl)phenol; f) 4-(1-butyl-1
nE-d-pdazol - 3-yl ) phenol ; g) 4-(1-benzyl-7-chloro-1

H-i ndazol - 3-yl ) phepol ; h
oy k’gaf%%‘zyﬁ'qa}ﬁy %gﬁ%%?%%i?o?%%?rﬁﬁf-) -1 Hindazol -3-yl]
benzene- 1,3-diol; i) 4-(1-benzyl-7-fluoro-1

H i ndazol - 3- vl ) phepol ;. j).. . , )

24. [ 17 b%q{ggﬁur%%%pr#l}rl\%m &?_?émhylvgh_eiem R, is alkyl of 1-6 carbon atoms,
alkehy1 2201 catbih hivhas) @lcloalky)l oft (8lcdrBar ¥lomé; efdisdlieny of 4-8 carbon
H i'ndazol - 3- %benzene- %j 3-di ol ; I% L ,
a@rqsl_%eq]fﬁu_r e, Wesadurated, or partially unsaturated heterocyclic ring or ring

sYteMdR2014- ok cohtainiRg N zemadioatoms sdlected from N, O, and S.
- (2- hydroxyethyl)-1 Hindazol - 3-yl ] phenol; n)
4-[1-(2-hydroxyethyl)-7-(trifluoronethyl)-1
3H i n@agahp@mal aedoeding sto clali@01 WDe2EAARPBEL2EYI of 1-6 carbon atoms,
PCT/ US2003/ 030252 0)
alkenyl- ofedfyFarkory @fams, [YEAtY gl $-8 carbon atoms, or cycloalkenyl of 4-8
choRG@sRd - 3- Yl ] benzene- 1,3-diol; p)
4-(5-fluoro-1-nmethyl-1 Hindazol -3-yl)phenol; Q)
4-T1-methyl -7-(trifl uoronethyl)-|
4+ i ndagsthpaimdl AddANY] to claim 4- witerelM RY Gs ikyn®ft 18l catbon atoms or
H i ndazol - 3-yl ) benzene-1, 3-diol; s)
alkepyl-af@t hearben atomisf | uor onet hyl ) -1 Hi ndazol - 3-yl ]
phenol ;

5. A compound according any one of claims 1 to 3 wherein R, is hydrogen, alkyl of

1-6 carbon atoms, alkenyl of 2-7 carbon atoms, hydroxy, alkoxy of 1-6 carbon atoms, or
halogen.

6. A compound according any one of claims 1 to 3 wherein R, is hydrogen, alkyl of

1-6 carbon atoms, halogen or hydroxy.
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t) 4-(5-fluoro-1 -nethyl-
H i ndazol - 3-yl ) benzene- 1, 3-di ol ; u)
wd2¢0108ashyl - 7- (trifl uoronmethyl)-1 Wnd PCT/US2003/030252
azol -3-yl ] benzene- 1,2-d iol; V)
4-(1-butyl -7-chloro-1 Hindazol -3-yl)phenol; w
4-[ 1-benzyl -5-(trifluoronethyl)-1
H i ndazol - 3-yl ] benzene- 1,3-diol; x) 4-(1-benzyl-
7H i ndacophpodiny labEstoing ne aty 3néliobtliaime) 1 to 5 whereln R7 and Rq are each,
4-[7-fluoro-1-(2-hydroxyethyl)-1 Hindazol -
rgresesnts Phairgasi Pl o, -0-cetasy feeney ByATpiy hpioGeh, trifluoromethyl

azl-op-6/00 RemeRNBomd,; aryllillgl of 738 carbon atoms, o aturated,
{Z fi Zﬂt:hl or ophenyl ) - 6mh’§/drry§xk3!‘f eame >oras

uhsatur@wbloraoaﬂlejllbsmemteq hetetoa@iclic ribp)or4ringsysjemaxyd-14 atoms,
l 435 benzene- 1, 3-
cgéér1 Q?¥%ﬂ%§ﬂ%¥%s&b5@?@ﬁ?ﬁﬂ o) %i%phenyl) 1
H i ndazol - 3-yl ] benzene- 1, 3- d|oI dd) 4-{6-hydroxy-1
-[ 4- (trifluoronethoxy)phenyl]-l FLindazoI-S-yI}-
benzene-1, 3-diol; ee)

84-1 X gorbpmpem@ﬁwr)g B Apdeex pf slimhdalpdt Whetain Rerls @yl of 1-6
A A b RSRL OB Ay A pR L SEE A0 S5 g ARl of

7-26L carbofl brns 98 a saturated unsaturated, or partially unsaturated heterocyclic

n’:\gqu(ﬂlggayst%wgf?%i g}gn{] H}?‘nt@lmnr%ﬂ-)él%e\feroatoms selected from N, O, and

#-[1-(3-chl orophenyl) - 6- hydroxy-1

H i ndazol - 3-yl ] benzene-1, 3-diol; ii)

4- (1- et hyl - 6- hydroxy-1

9H- i ndxaz@hp&md amme ﬂam’Bodécmlf ,clgimg 14to( & -wWinedkimRg- i alkyl of 1-6
yl -1 Hindazol - enzene-1, 3-diol; Kkk)

C@ft(oI' %W?Iha@%?d?rotﬂ OI 'TQ?T bazol - 3-yl) benzene-

1, 3-diol; II) 4- (1 cyclohexyl 6- hydr oxy-1

H-| ndazol ge 1, 3-

4. [ 6- mwd ce @9 O@PYPP%?% 'm? P8 WhersiiBw s Byqrpgen.

benzene- , 3- dIO| nn)
4-11-(3- quorophenyI)-6 hydr oxy-
| ne’*a(z‘QjTlpcanﬂ gopeiingrie ciairg 1dyvb|ch |s enp of the following:

4 [ 6-4yydroxy-1 ﬁ%e@ﬁkracsmh%wm Hﬂdﬁde% Héa@nzen
1, di ol : WD 2004/ 0311 PCT/USZ 030252

pp) 41)[1 (2-f1 uﬂT(BﬁHIQFﬁzF*}H%hWHH"BQ@ZOi SRR -3-yl]
benze&)e- 1, 3-di @HHlm)zoléls g/@pHéyadroxy I

- (3- m:jt hyl pheny4 (6- chloro g?l%l%—ﬂ-? r}éaLol 3-{/]%!3%9”0'

e) 4-(6-chloro-1H-indazol-3-yl)phenol;

f) 4-(1-butyl-1H-indazol-3-yl)phenol;

9) 4-(1-benzyl-7-chloro-1H-indazol-3-yl)phenol;

h) 4-[1-benzyl-7-(trifluoromethyl)-1H-indazol-3-yl]benzene-1,3-diol;
i) 4-(1-benzyl-7-fluoro-1H-indazol-3-yl)phenal;

) 4-[1-benzyl-7-(trifluoromethyl)-1H-indazol-3-yl|phenol;

k) 4-(1-benzyl-7-chloro-1H-indazol-3-yl)benzene-1,3-diol;

) 4-(1-benzyl-7-fluoro-1H-indazol-3-yl)-1,3-benzenediol;

m) 4-[1-(2-hydroxyethyl)-1H-indazol-3-yl]phenol;

n) 4-[1-(2-hydroxyethyl)-7-(trifluoromethyl)-1H-indazol-3-yl]phenol;
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diol; rr) 4-(7-chloro-1 -cycl ohexyl -
H i ndazol - 3-yl ) phenol ; ss)
wd2¢002/08450r omophenyl ) -7-(trifluoromethyl)-1  PCT/US2003/030252
H i ndazol - 3-yl ) phenol ; tt)
4-[1-cycl ohexyl -7-(trifluoronmethyl)-1
H i ndazol - 3-yl ] phenol ; uu) 4-(7-mnethyl -
H i ndazol - 3-yl ) phenol ; w)
[ 10)( 3- chl or 0444 fmetbylﬂpduﬁmmk@mﬁhyiymlﬂmx@azml -3-yllbenzene-1,3-diol;
i ndazol -3-yl ]

{62hydroxy- 1 4[@%‘5 ?%‘lfi?@ 19‘" %rwﬁnoi

nglazol - 3-yl }4—[1bm’thy§f7e(mﬂt®rcdneihyl) sijindazol-3-yljphenol;
6r hydr oxy- 1. 4((? cﬁll'lo% qgﬂ@tﬂw ’PH %d%&l@ﬁfa@hzgf\e\l ]3 diol;

zene- 1, 3-di
6s)hydr oxy- 14(-[4 m@b]dfﬁa@yﬂq@mgthyl)-lH -indazol-3-yl]phenol;

|-3-yl ]
e ﬁ;grox v [(;n@gﬂﬁ] "ﬂ%’f@{'ﬂg‘ﬁﬂ}’ égm) nzene-1,3-diol;
ndazol - 3-yl }4~[1bnﬁhﬁlﬂe(tllfmr@m@myl?ébiamda@t -3-yHkanzgne-i,2-diol;
@y -1 Hi nd@ﬁ%}mﬁﬂé SipR ndazcm%t&h)pﬂer(é‘r

ropyl - azo henol ; ccc
b ot o- 1. oz - RO ) S ot I5dngRye-1.3-diok

75¢hl oro-1- 1 naldiol: eee)
7%hi or o 1 ?{gga/énzinﬂwl nﬂazﬂ%@b\éhi@ﬁe )pr'10en fff)

moent yl - 7- (H?rtfqocwﬂd%@mmethyw gir3-yll
nE‘j ;099) 4- [5-f|uoro—1 (2- hydroxm;th 1)-1H-indazol-3- ?/I]benzene -1,3-diol;

él )S OpLgﬁg" 4- ['1((tz[éh];c!roghre% yd oxyl_’l-l-i—lngazo? -y‘?’]bgngene-1 3-diol;
ib
i

f
Bg opy! - (4—(ba-rﬁydu§;(ymr@tm¢{hbxﬂ¢ﬂenw¢azlqhda&oyemusmaehe -1,3-

4-
H
4-
H- i
4-
be
4-
H- i
4-

H i

1
)
'_'(D'—(D'_'AAAU) - —;—A-\—|—|3r—1—

o' T

i) 4-(7-methyl-2-propyl -2Hindazol - 3-yl ) phenol

4-[2-1sopropyl - 7- net hyl - 2H-i ndazol - 3-yl ] phenol

céy ( 7- chl orpie2nyiediyyd-(2idethodpstenyi3- filkiggdrmehslyloenzene-1,3-
4 (7-chl orcﬁ 2 propyl - 2H i ndazol - 3-yl ) phenol ;

nmm) 4- (7-chl or82'2-i sopr opyl - 2H i ndazol - 3-yl ) p henol;

nnn) dd) 4-{6-hydroxy-1-[4- (triﬂuoromethoxy)phenyl]—1H-indazol-3-yl}-
4-[ 1- butyl - trlfluo hyI)-lH—indazol-3-y|]pheno|;
000) 4-(1 - butytf 6 %’n% 1 Hindazol -3-yl)phenol ;

ppp) ed) ( 7- f | uorf1Eaerompbhdnyi}-6-hytitexy-113-indagplryiienzene-1,3-
qqq) 4-(1Hindazgl-3-yl)benzene-1,2-diol; rrr)

Iy

—X‘_"'-b'o AT -h-b-b-b'

- X
- X

4-(7-fluoro-1 'hdazol - 3-yl) phenol - 122

ff) 4-[1-(4-bromophenyl)-6- hydroxy-1H -indazol-3-yllbenzene-1,3-
diol;

g9) 4-[3-(2,4-dihydroxyphenyl)-6-hydroxy-1H-indazol-1-yl]benzonitrile,

hh) 4-[1-(3-chlorophenyl)-6-hydroxy-1H-indazol-3-yljbenzene-1,3-diol;

i) 4-(1-ethyl-6-hydroxy-1H-indazol-3-yl)benzene-1,3-diol;

iD 4-(6-hydroxy-1-propyl-1H-indazol-3-yl)benzene-1,3-diol;

kk) 4-(1-butyl-6-hydroxy-1H-indazol-3-yl)benzene-1,3-diol;

1)) 4-(1-cyclohexyl-6-hydroxy-1H-indazol-3-yl)benzene-1,3-diol;

mm) 4-[6-hydroxy-1-(2,2,2-trifluoroethyl)-1H-indazol-3-yljbenzene-1,3-
diol;

nn) 4-[1-(3-fluorophenyl)-6-hydroxy-1H-indazol-3-yllbenzene-1,3-diol;

00) 4-[6-hydroxy-1-(4-methylphenyl)-1H-indazol-3-yl]benzene-1,3-
diol;
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WD 2004/ 031159 PCT/ US2003/ 030252 sss)
4-[1-butyl -5-(trifluoronethyl)-1Hindazol -3-yl]
w@b@aobtisett) 4-(1 -cycl ohexyl -7-fluoro-1 PCT/US2003/030252
H i ndazol - 3-yl ) phenol ; uuu) 4-(1 -allyl-7-fluoro-1
H i ndazol - 3-yl ) phenol ; vvv)
(1-ally)-7-nmethyl-1H i ndazol - 3-yl ) phenol; ww)
l-allyl-7-(trifluoronethyl)-1 Hindazol-3-yl]
); xxX) 4-[{ {2¢hbapberyl-a&-ydropetityridazol-3-yllbenzene-1,3-diol;

[
engp
| -3-yl

: igl 3- zl g‘lgﬁzwg{ zzg%itﬁ{' F?Izef‘r[})'l)oro gézol-%ag]%hzeﬂwe 1
i ndazol - 3- yI )dpih;enol aaaa) 4-(1

tyl bbbb
CYSKERET Y Talbrfiod e heni gl ool Bpghy, DO00)
hensd); cccc) 44[1((4=umm9n>he71yt)-|7b(¢ﬂﬂ@ommethyl) -1H- mdazol -3-yllphenol;
[
[
e

ngazol - 3-yl ) dazol-3-yllphenal;
AUNTERAT:- ﬁlelbhe%qggnlﬂ orgmeth azoln az%/ %p eno

4-
4-
ph
H-
H-
H-
4
Y
H-

uoro enol ;

4-
eeeeu) 4-(7-methyl-1H-in azol 3-yl)phenol;

?#f?' hi or 0- 2- cyGl BRGM . h-rRIBrIpREAVIRE-hFdky-RRERRIZ0I-3-y]-
4- ( 2- cycl opent yeenzene-4,8rdiRl2H- | ndazol - 3- yl ) phenol ;

g
h
i

7-f1 Qd-in-
g e dﬁégg@p%”ﬁ“?mé}ﬁf%” ‘Sﬂ%ﬁ?‘s‘ &
t

4-[ 7- f | udreszangb; rifluoropropyl)-1

H
4- Iy)- 7(tr|fluoro

H i n¥4zol - 3-yI [418- b#{@%@%ropyl;{wy 1H-indazol-3-ylJbenzene-1,3-
3-nethyl -4-[1- m’@pyl (trlfluororrethyl) 1
H

4-

H-

N |°'y| 37y'( 1Af-{)erhﬁf£$>gﬁ1éf%¢%%tmilsu|fony|)pheny|]-1 H-indazol-3-yl}-
n

[
[
i ndazol - 3- yI ]Hmlzéme?, diol3- d| ol ;
[

)
g’e g%@ntl 3. d| [ HWL mrecgph -mdazol'iglgf%nenol3 yll
4-[ 2balb)l y)-7-( t4—(f—lsupmpyle7t -imgthyt- PHHndedalz®y thepbl - 3- met h
| ph . i
A er‘é‘§| U1 - 70 CF T ERIRes Ry derot Sl Beno 1 1 - 1. 3. pe
nzendddpl ;  pppp7-dhlérp-thiopyletH-indagd -y phend!;
H | -3-vyl . .
4- I(ggg ooro % ?Aé?p?@%&y %Eﬁr%ﬁgl 1@&%%% yl?hﬁg(t)lhyl pheno
l;  fffrr) 4-(7-4M-pedyld- (tnpﬁt@p@rhetmyl) -1H- lndazol 3-yl]phenol;
i n%géfor 3- yI )4 BFE) gpﬂuo’rométﬁ?lz)m mdazol 3—yl]phenol

g9

hh

i
i
[
i

g

h)

l )

g%zol 3-yl )@!@%leroxy— (3—lhlirophenyl) 1H-indazol-3-ylJbenzene-1,3-diol;
a

n

4- (7 o- azo henol ;
ttttphl) (1- aI | y4- {gp@nylc;f-ﬁnfiuoromethyg -mdazol 3-y|]pheno|

H-i ng zoI3yI) M3-yhphenol:
4- (2 d Yy o7 chl - ARA DRRSARH indhadHE Yo fet hyl phenol ;

vwvv)il4- (1 - cycttpisaprppyiyl- meltrafkatlingazol 3-y']phen°'
H- i ngggpl - 3-yl )4%7-61&15#&2@5@@%4 mdéMMﬂ@- iphekoichl or o- 1
-cycl opentyl -1 Hindazo] - ¥/|% Jre 3y g)henol XXXX)
4-(738hl oro-1 - +E6EPIBRy#-PIOPYI-2H-indazol-3-yl)phenol

H i ndaanl) - 3- Y1 ) henzribrr-d-isdpebipgl-2H-indazol-3-yl)phenol;

nnn) 4-[1-butyl-6-(trifluoromethyl)-1H-indazol-3-yl]phenol;
000) 4-(1-butyl-6-chloro-1H-indazol-3-yl)phenol;

ppp) 4~(7-fluoro-1-methyl-1H-indazol-3-yl)phenol;

qqq) 4-(1H-indazol-3-yl)benzene-1,2-diol;

rer) 4-(7-fluoro-1H-indazol-3-yl)phenol;
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yyyy) 4-(1-ally)-7-chloro-1
H i ndazol - 3-yl ) benzene- 1, 3-diol; zzzz)

wd2¢402/0896Pr opyl - 7-(trifluoronmethyl)-1 PCT/US2003/030252

H i ndazol - 3-yl ] - 3- net hyl phenol ; - 123 WD 2004/031159
PCT/ US2003/ 030252 aaaaa)
4-(1-isopropyl-7-thien-3-yl-1 Hindazol -3-yl) phenol;
bbbbb) 4 (1-isopropyl-7-thien-2-yl-1

H- i ndggol - 3-yl )@hemnym @efuoedmethyl)-1H- mdazol -3-yllphenol;

ﬁ_ |{ ﬁ&gi 8 lpr gpz: }Ab H qhe&ﬂ}?a% 0)1 Pl-lr%%o] 3-y|)pheno|

ﬁ_ { 73[14)— I( h)édr r)xymeal!ywaﬂpbmnw -Jndazolsdy)jpbpnol; 1
i ndazo .
-[39%- hydr gx} %’5’?? ﬂetﬁ\ggﬁf%‘ga?"-"f'y')phe”""
I[ gdﬂW\Ql t E IyI ]h4}E1Halbfh@-(trlﬂlu@‘omthyl) 1H—fnﬂai()|-3-yl]phenol; )
etny Io AZ Oh =135V -

i) "0 PP g B e
gwpol - 3- yI ]4 phBuab-1-prapyHiblrindazol-3-yl)phenol;
é%éolc hlso)r/ Io] 1] ﬁf‘ﬂuc?ro 4 —|§§&B§)§?ﬂ¥i—|n&azol -3-yl)phenol;
apga)pr opy!| LV-(‘( qulm:ten_jy!l piileasptJH-indazol-3-yl)phenol;
%BE%W 3-yl )@E?Pl?tylﬂ ~(thifid rbﬁ‘let‘ﬂ\ ]IH lndazol 3-y|] henol

pro azo phenol kkK)
65| opentw(%bywtz{lwrpfwbméﬁ@lﬁmobﬁ iy | | - 1

Qi@a&’)' 3-vyl }4 [ﬁQlﬁ)ﬂ?l(tnﬂ&ér%ﬂr@hyl) 2H- mdazol 3- yl]phenol
-cycl openty H i ndazol I¥ep) Phe ol

rmnmﬁﬂegl [1 cy‘@:‘l%ﬁ'&'ﬁmﬂ‘gﬂ?wﬁﬁ@'&HdQ‘}ﬁiﬂ%ﬁ‘)" B

gaezol - 7-yl T hen eniyl-?-ﬂdubﬂi 2HJ'HH:H26I)3 yl)phenol;

n

1- | ty 4-eth

ntﬂ%ég ope;l ]ﬂ,ﬁéﬂé ros2- l@é@'ggﬁ 2¥-| ndazol 3-yl)phenol;
7.

n

bib_ibihifbib

A~ ) —rm —— —
I—‘:) O3S kS \l:)

i
[
i
[ 7-vhBhhl or ODMnﬁhasz-pmgylcmemwim B-yl)phenol;

(180! et v Reoror PP uorqpromtH-indazskrinbenoh
H:J:Jqu)n 4- [é clyfhxpﬁ-em yL(trifméammmm Hireiayd)3-1]-3-methylphenol;
4- ( 1%@& ope%t y?’p @\ﬁ 4r{Qrp”iW‘r7r$HQ28r°"§”§,\1Wﬂg]?ggol -3-yllphenol;

ssssdi)) 4- (1-i sopopi-7Airtilnbemedhy)-1H-indazol-3-yllbenzene-1,3-diol;

g ' Egﬁ?zq%{_[n)g yl )4i1 ngrgtglﬁ’ @{)ﬁt?o%)methtyf) UHiihadidl-4: yi]gé'nzene-1 3-diol;

enyl ]

H
4-
H
4-
H
4-
q

H- i ndmno) - 3- y| } 432-atytHry(trifluproemeshy!)-2idinda)ol-3-yl]-3-methylphenol;
ﬁl— |{ z OJO f hydr OXXg?tam}?lh@hﬁﬁydnleitﬂyli/%ﬂ;ﬁggl -3- 91] 1,3-benzenediol;
4- 3- p(mphydr oxy4271¢bbrgfn1ﬁwrgnyy1u4m®@ph~3}ph)~l3 =methylphenol;
B i ndaggl - 7-y1 1 2 (PLARRNS sbpfogil-Bhiindazol-3-yl)-3-methylphenol;
rrer) 4-(7-chloro-1-propyl-1H-indazol-3-yl)-3-methylphenol;
SSSS) 4-(7-chloro-2-propyl-2H-indazol-3-yl)-3-methylphenol,
tttt) 4-(1-allyl-7-chloro-1H-indazol-3-yl)-3-methylphenol;
uuuu) 4-(2-allyl-7-chloro-2H-indazol-3-yl)-3-methylphenol;
VVVV) 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)-2-methylphenol;
WWWW) 4-(7-chloro-1-cyclopentyl-1H-indazol-3-yl)-3-methylphenoi;
XXXX) 4-(7-chloro-1-isopropyl-1H-indazol-3-yl)benzene-1,3-diol;
yyVyy) 4-(1-allyl-7-chloro-1H-indazol-3-yl)benzene-1,3-diol;
zzz7z) 4-[1-isopropyl-7-(trifluoromethyl)-1H-indazol-3-yl]-3-methylphenol;
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wwwwy)  4-[ 7- (4-et hyl phenyl ) -1-i sopropyl -
Hi ndazol - 3-yl ] -3-net hyl phenol; XxXxxXx)
wdad2§od08tsd’ - bi phenyl - 4-yl)-1-i sopropyl -1 PCT/US2003/030252
H i ndazol - 3-yl ] - 3-net hyl - phenol; yyyyy)
4-[7-(2-chl orophenyl)-1-isopropyl -
H i ndazol - 3-yl ] -3-net hyl - phenol; -124 WO 2004/031159
PCT/ US2003/ 030252 77777) 4-[7-(2-furyl)-1-isopropyl -
H i nd@éad) 3-vyl ]4~@-im§1irbWI-ﬁhtareoL3-yl-1aﬁmaazc)l-3-yl)phenol;

& R ) L T e

4- (leccsopr opy| -47{1p|hmmbyI]7 [4-(methylthio)phenyl]-1H-indazol-3-yl}phenol;

ZF '{ ggtgy 1 )ogéwt e %ﬁhg{rh@ﬁ&ﬁ)(l}?heﬁ%ﬁ ﬂ"s‘f))p]'opill -1H-indazol-3-yl}-

H i ndazol - 3-yl }p!rtenolmst hyl phenol ; dddddd)
4- |{ ﬁ %% )ogeglt id @ getfy%r@/pﬁ’ﬁ'&rz 11|so&Béyl]11-§Lindazol—7-yl]benzene-1,2-
1- cycl opent yiol3- ( 4- hydroxy 2- et hyl phenyl ) -1

Fh’:}ﬁ -7~y ]‘f [ﬁ@f&ﬁﬂ@érlyé 1d|59;lrrop)fllf1fl-f Lhbidzol-3-ylphenol;

cycl openty
ggqg;g) 3-yl ]4—§ ﬁE‘t Whenﬁrﬂey{bﬂ-lscymb@bl-mdazol -3-yllphenaol;

Hazo 3blyflh4igyy z- é}ﬂ&bbhé‘wgmcl%@m@ﬁ%yl|H—|iladazol -3-yl]phenol;

liifip- chl or orﬂq[gnlypgromylgy&-@g@mppgnﬂ) 1H-Iindazol-3-yl}phenol;

n

7

n

7

n ﬁ})‘col 3-yl ]4-&-@85&5 YI=7- h F-ihdazbl-3-Y)phenol;

1-Cycl opentyl - 7-

Nkl - 3- yl ]4 gL F@wp%gr%-l(tnflu?rj)ljnje}rjyyphenyl] 1H-indazol-3-yl}-
1- cycl opent yphefol 2- met hyl phenyl) -

n
1
n

-C
( ?@id oﬁe%lt 1, ?17 M yl-gﬂﬁgr? I2-y| lﬂsl—lngaz)ol 3-yl)phenol;

| NG@ARmNd Y1 ) 4Bt asejdpﬁh@hemmihydrbiﬂphbw) 1H-indazol-7-yllbenzene-
[7-(1- benzoth g -2-yl)-1-cycl opentyl -
i ndazol - 3-yl ] ’8=1et hyl - phenol ;

4- [ 7nhdad)ur yl ) - 4-{i-symiopeniy-7 44-dihyipteny)-1 B-iyddzop8rgiaienol;

a8y RNty nens
4- (7-pbppr o- M@bwdczidntmdwmryB—Mmd@zdretyﬂqumeno|

ﬁff’g%@ggé) (7yl )Eg{ gyécgz?ﬁelﬂg}?r?gg%etﬂylphenyl) -1H-indazol-3-yi]phenol;

H
4-[
Hin
4-11
H-i
4-[
H-i
4- [
H-i
4-[
H-i
4- [
H-i
4-
H
4-
H

rreer) 4-(1-cyclopentyl-7-phenyl-1H-indazol-3-yl)phenol;

SSSSS) 4-(1-isopropyl-7-thien-3-yl-1H-indazol-3-yl)-3-methylphenol,

tttt) 4-{7-[(1E)-hept-1-enyl]-1-isopropyl-1H-indazol-3-yl}-3-methyl-
phenol;

uuuuu) 4-{7-[4-(hydroxymethyl)phenyl]-1-isopropyl-1H-indazol-3-yl}-3-
methylphenol;

VVVVV) 4-[3-(4-hydroxy-2-methylphenyl)-1-isopropyl-1H-indazol-7-yl]-
benzene-1,2-diol;

WWWWW) 4-[7-(4-ethylphenyl)-1-isopropyl-1H-indazol-3-yl}-3-methylphenol;

XXXXX) 4-[7-(1,1"-biphenyl-4-yl)-1-isopropyl-1H-indazol-3-yl]-3-methyl-
phenol;

YYYVY) 4-[7-(2-chlorophenyl)-1-isopropyl-1H-indazol-3-yl}-3-methyl-
phenol;
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gqqqqq) 4-(1l-cyclopentyl-7-fluoro-1

H i ndazol - 3-yl ) benzene-1,3-diol; rrrrrr)
wd2(o4/08118or o- 1 -i sobutyl -1 H i ndazol - 3-yl ) - 3- neCTIYE2003/030252
phenol ; ssssss) 4-(7-fluoro-1 -isopropyl -

H i ndazol - 3-yl ) benzene- 1,3-diol; tttttt)

4-(7-fluoro-2-isopropyl-2Hindazol - 3-yl ) benzene- 1, 3-di
[ ;  uuuuuu) 4-(7-fluoro-1 -isobutyl-

H i ndm} 3- vl )bph@ened)i1-Bopiiopl/: 1H-indaxalad)yl]-3-methylphenol;

R B A . T

H- i ndazol - 3- yl Jgiteanbl ;  xxxxxx)

e e
4- (7opisay| -2- Mbbwdqutyha-&%hetby%lq)phmwir%/ inslazolAyy-3-

4-(7- phenyl %) l:{OH-l ndazol - 3-yl ) phenol ;
aaaaaaa) 4- -c C entyl -7-fluoro-1

Hi n@!dd@dd)s yI )‘trlh‘eﬁxnloq@n 4 4¢1&)-hepbbBaYb H-indazol-3-y1}-3-methyl-
4-(7-chloro-1 - ép,gyl -1 Hi ndazol 3 yI)phenyI
3, 3-di met hyl - but anoate; ccccccc) 4-

- pr oggPeee) H- i ndﬁ&bpycyzp)enwbﬁéﬁ\lﬁvdrﬁm&r@ﬁaﬁrlehenyaddt@aaéol 7-ylI-

4- (1-cycl opent Ypenehd 4P @oll H i ndazol - 3-yl ) phenyl
acetate: eeeeee

o b - o T R iR b shatmI ey FieSeal -3 methy:-
-cycl opentyl - 7- phdir;0- 1 H-i ndazol - 3-yl ) phenyl

R % PR A T 5 ey LD -5 methy-

H i ndazol - 3- yI) piiay | | N- (tert but oxycar bonyl )-L-g

lHEJ.t ﬁ%bﬁfﬂh)gh S|h;] ‘E‘E) %Félglpﬂﬁ%/@b?ﬁ-%%gnwl 1+| c?e]zlo%&yl]-&methyl—

4- (7-chl or o- 1-t plheot;3- yl - 1H i ndazol - 3-yl ) phenol ;

JanJanJdri . %% 3I ][ 1beﬁ§@§¥§ ai/alnfﬂ70(%g'{"fb")'ugﬁiﬁE%gjh-%l-ﬂ]ziil-maﬂylphenol;

met hyiijig- ( 4- hy dr 6xX{+pyaopen)y-Z-(RsugihyplydnyB+iH-indazdi3ed]B3-methyl-

car boxyl at e;
4-[1-cycl openty% %‘]O’t rifluoromethyl)-
H- i nddikicdk) 3- yI | Béheeciepehtyd-7-ahicoy 1Hﬂndami°fi}yl)é|=3-[n1ethylphenol

'H( fml\n@gexy' met HJ(JE)Q Zen(éo‘iﬂiégﬁgf)ol”&lcmﬁ eril115|-mdazo| -3-yl]-3-methyl-

nzene-
4-[1-i sobutyl 7P'QQrTol|fI uor onet hyl ) -1

H- i ndagflimmy | | REALRARYI1-i5pRN-1 H-indazol-3-ylphenol;

nnnnnn) 4-(7-fluoro-1-propyl-1H-indazol-3-yl)-3-methylphenol;
000000) 4-(7-fluoro-2-propyl-2H-indazol-3-yl)-3-methylphenol;
pPPPPPP) 4-(7-fluoro-1-isopropyl-1H-indazol-3-yl)-3-methylphenol;
qqqqqq) 4-(1-cyclopentyl-7-fluoro-1H-indazol-3-yl)benzene-1,3-diol;
Frreer) 4-(7-fluoro-1-isobutyl-1H-indazol-3-y1)-3-methylphenol;
SSSSSS) 4-(7-fluoro-1-isopropyl-1H-indazol-3-yl)benzene-1,3-diol;
ttttt) 4-(7-fluoro-2-isopropyl-2H-indazol-3-yl)benzene-1,3-diol;
uuuuuu) 4-(7-fluoro-1-isobutyl-1H-indazol-3-yl)benzene-1,3-diol;
VVVVWV) 4-[3-(4-hydroxyphenyl)-1-propyl-1H-indazol-7-ylphenol,

WWWWWW) 4-[7-(4-fluorophenyl)-1-propyl-1H-indazol-3-ylphenol;
XXXXXX) 4-(7-morpholin-4-yl-1-propyl-1H-indazol-3-yl)phenol;
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0000000) 4-[1 -cyclobutyl-7-(trifluoronmethyl)-1
H i ndazol - 3-yl ] benzene- 1,3- diol; ppppppp)
wd2¢0108aset hyl butyl )-7-(trifluoronethyl)-1 PCT/US2003/030252
H i ndazol - 3-yl ] benzene- 1,3-dial, or a
pharmaceutically acceptable salt thereof 12. A
phar maceuti cal conposition, which conprises a conpound
of formulae I or Il as claimed in any one of clainms 1

to 1ny(9¥ly)a pharmaqﬂmylcmb&dpypmwmbamaeymiehou her eof ,

2004765450 PCTrH DEGRYE T Sen R

t r eabamaey i nhg- til-dsycrmgentm-bﬁumm1rh-f-lndancﬂ{36yl)phelmd pivalatd; n

adm H%bgbpng %]W%Bﬁaérﬁgwgﬁ %?ectr*@ﬁéryrlrg U3ﬁ?imthyg

corrpound of fortmhém;etel or Il as clainmed in any one of

cl a' ccbodyd 10 270 espgeﬁu inaa%psl AEAERY @Paé)m?é-t

therg atin
r heudﬂtﬂdﬂdd) art h4f-(t—cwlOpspWhWU@’@r‘H-I'rrrldgmlﬁi—yglpheny acetate;

oste rhtis, | A -
O pEBHALE) || 5 LEOHGREN G LB gt B Bropionate
conpffif§®s adni M-6t-erdapgniyb?-Euere-Hirindarolatyheed iN-(fert-butoxy-
amount of a cog%qbggﬁy|@g,cy|élggﬁg{gae | or Il as cl a| med

in any one of or a pharnmaceuti cal
accegoa®das) sal tarhytddra- (153)'C|AP%?YWOEPQSP 1!‘\"@5@4‘% -yhphenyi] N-

inhibiting i an@émthjtg;( a%ﬁ?ﬂ) ch|§t§ﬁfé% Crohn's
di sease, ulcerative I it or indetermpate c

SRR | o AntylarenbbT-Tuai U e KBbenyl SthylcarSamate;

admi Rijiigt eri ng t@-(‘ﬁ@hl@ro@fﬁ’@i 3@n1ﬁfﬁmbw3@omunt of a
compound of forml ae | one

clai #iiin to 10 HiH1- EOHHBY'T?E\&@W‘EB@}@ ggd@?ﬁzgg%{l]'%%]ztene'1 3-
thereof. 16. A gm®thod of treating or inhibiting
' d. th

D R PR P B Repr i s
anount of a conpsdowdiaed; formulae | or Il as cI ai med
I B R wgé &
i nhi biting asthdml,or chronic obstructive pul m)nary
di
adm ATSEETRG: 5 L oRaRar M h gt AT kSR
conpound of forbehzaeedl,Bdiol | as clainmed in any one of

I t.o 10
thor dopmn ) 2HsBaRler FRERHORERY) 4 AREERE SYhBorRNE 1.5-dok
st r okompobemheni 4;[1-oyclo 7 (trHluoreriethyl}-§H1indagol- wlﬂhmzene-1 3-

i n need thereof y\hl ch conprises administering to said

mamal an eff ect Ve
PPPPPPP) 4-[1-(2-ethylbutyl)-7-(trifluoromethyl)-1H-indazol-3-yljbenzene-

1,3-diol,
or a pharmaceutically acceptable salt thereof

12. A pharmaceutical composition, which comprises a compound of formulae 1 or Il

as claimed in any one of claims 1 to 10 or a pharmaceutically acceptable salt thereof,

and a pharmaceutically acceptable carrier.
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anmount of a conpound of fornulae |I or Il as clainmed in

any one of clains 1 to 10 or a pharmaceutically
waecwepsast e salt thereof. 19. A nethod of | owePCTYS2003/030252

chol esterol, triglycerides, Lp(a), and LDL |evels;

inhibiting or treating hyperchol esterem a,

hyperli pi dem a, cardi ovascul ar di sease,

at heroscl erosis, acute coronary syndrone, peripheral

asc#l eetrddsadesafing os indihitiigschromic Vrdsospaiem diseage in alrBd@mmal in

SR HYOGIR ISR, P ol g or
campegnde «f| fﬂeﬂulaﬁourqr bf as alaimpd uind aony cmr i1 | claimis ath0| 110 or a
|?’b@% aims 1 to 10 or a
ﬁ%nﬁérr%gg%:ﬁlygg? allgggbftp%[)ﬁ sal t thereof 20. A net hod
of treating or inhibiting Al zhei ner's di sease,

1209NiA iegnsieet | Itr@§tlngobr MR r%ﬁ%ﬁﬂ&ﬂ Barinfitiél Wbaﬁﬂopa‘thies

need thereof, whichl conprises adm nistering t

%@ﬁﬁh"t'SaﬁS@faﬂe@mo@ Wﬁﬂ"%ﬁmﬁ't@dﬁﬁdﬂﬁ@”@! inf RResithergof, which

cbm@ﬁsésl aAmikistalinge do | ShidMfarAal @h EfédtilEd dmodlif éfoao{:orﬁpound of
har rraceutl cal |y acceptable salt thereof.

fimulaeslgrithgs elrimashin 5Ny PR of 9'6'@191 (RS Eﬁarm"f‘cﬁuﬂPanh%Fceptab'e
sk tHieeest. t hereof, which conprises admnistering to

said mammal an effective anount of a conpound of

formulae | or Il as clained in any one of clains 1 to

150 OrAhmgﬂia)]?lrdT&fééUhg QﬂHh}blt&ECIgﬂﬁrﬁlblbﬁ)ry savél dl&é%fséotrohﬁ% disease,
I hod.of trea r Lbiting sepsis. n a
o PE POl LIt cufiir s S adR Reds tfer sy PR comprises

aslarindstermrid saidh nmﬁﬁreajtanvﬁfanwmhomﬁt dl aceompawnd oOformuIae lorll as

rmdl ae as.cl ajne
g Wi merBratclai S ¢ dp o OEE e Putely Ao B 5ol
A process for preparl ng a conpound of formula | or

rap |t f
%r ai ms | n c qféa?@l‘é ﬂ\:mlﬁocftﬁfg né)%l?ég g?rg m%{ﬁaﬁg né&d thereof, which
coglpriesd @gMirjtedrgprtot s=id imamanat @np efieclivef arountudfaal toropound of
e (% BB D R, 10 o AT i
saltthede@dxy protecting group, e.g., nethyl, benzyl or
t-butyl di phenylsilyl; to give a correspondi ng conpound
of formula | or Il V\hereln R10 i s hydrogen;
17. A method of treating or inhibiting asthma or chronic obstructive pulmonary

disease in a mammal in need thereof, which comprises administering to said mammal
an effective amount of a compound of formulae | or Il as claimed in any one of claims 1
to 10 or a pharmaceutically acceptable salt thereof.

18. A method of treating or inhibiting stroke, ischemia, or reperfusion injury in a
mammal in need thereof, which comprises administering to said mammal an effective
amount of a compound of formulae | or Il as claimed in any one of claims 1 to 10 or a
pharmaceutically acceptable salt thereof.

19. A method of lowering cholesterol, triglycerides, Lp(a), and LDL levels; inhibiting
or treating hypercholesteremia, hyperlipidemia, cardiovascular disease, atherosclerosis,

acute coronary syndrome, peripheral vascular disease, restenosis, or vasospasm in a
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or - 128 WD 2004/031159 PCT/ US2003/ 030252 b)
acylating a conpound of fornmula XI or X | RL R Rl R2
WO DBO4MBR3Y NN R3 RO RO OH OH | R8 R6 5 R4 ReP@BUS2013/030252
R7 R XI XIl wherein RL 9 are as defined in claiml1,
with a conmpound of fornula Hal CORL1 wherein Rl1 is as
defined in claiml1 to give a conpound of fornmula I or
Il where R10 is -COR11; or <c) reacting a conpound of
fagymall i need dheriol, whichdedmprises sdovristaring, tea said rpaumal an effective

&% ALbs g% d of f Lhﬁﬁ; 4 RldmedfeERY Bnd of Eié&n@m% 10 or a

are to give a ‘conpound
phmeathallbacqqptahm]%alfethmf i s -CQ( CH2) nCH( NHR12) C02R11

or d) reacting a conpound of formula XI or XIl as

defi ned above with a conpound of fornula R11 NCO

20her &imetked of Beatingsfnhiriing Nzbeinens diseass, QP%ﬁ\@ decline, or senile

dER\@HﬁBthda Afanfrd i héed tHéFedf |wmeb&n§4&sleﬁimml SehhiRid s&8 mammal
reacting a conpound of fornula or Al as defined

ag@ggg’cl\@, grpoupnt ofyp @ﬁp@p%g@fﬁﬁg@l@e bPr H & Fiainged in any one of claims 1
1644 8r Por&hielcButiosiiy bedaptdBlelsdisthaoflef i ned in claim 1,

to give a conmpound of formula I or Il where R1O is
-P(=0 (OH) OR11. or -129

21. A method of treating or inhibiting type Il diabetes in a mammal in need thereof,
which comprises administering to said mammal an effective amount of a compound of
formulae | or Il as claimed in any one of claims 1 to 10 or a pharmaceutically acceptable
salt thereof.

22. A method of treating or inhibiting sepsis in a mammal in need thereof, which
comprises administering to said mammal an effective amount of a compound of
formulae | or Il as claimed in any one of claims 1 to 10 or a pharmaceutically acceptable
salt thereof.

23. A process for preparing a compound of formula | or Il or a pharmaceutically
acceptable salt thereof as claimed in claim 1 which comprises one of the following:
a) deprotecting a compound of formula IV or V:

wherein R4 are as defined in claim 1 and P is a hydroxy protecting group, e.g., methyl,
benzyl or t-butyldiphenylsilyl; to give a corresponding compound of formula | or i
wherein Ry is hydrogen;

or
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conpound of formula OHO OH | | HOCH (VII) wth a
whganaziltne salt of fornula RINHNH2 wherein R, PGI/ES2003/030252

defined in Caim1l to give a correspondi ng conpound

of formula | wherein R2 and RB are OH, and R3, R4, R5,

R6, R7, and RO are hydrogen; or g) converting a

basi ¢ compound of forrmula (I) or (I1) to a

har revylatibg e @btmpouratafdptnaldd &I seXll or vice versa; or

h) converting an acidic conmpound of formula () or

(I'1) to a pﬁ&%r__r@celﬁ?i cald,y acceptable ﬁ_a_lN't of2 vi ®e
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wherein Ryg are as defined in claim 1, with a compound of formula HalCOR{; wherein
Ri4 is as defined in claim 1 o give a compound of formula | or 1l where Ry is -CORys;
or
c) reacting a compound of formula Xl or Xll as defined above with a compound of
formula
HOCO(CH,),,CH(NHR 15)CO5R 44
wherein n, Ry; and Ry, are as defined in claim 1 to give a compound of formula | or Il
where Ry is -CO(CHy),CH(NHR15)CO5R s ;
or
d) reacting a compound of formula Xl or Xll as defined above with a compound of
formula
R1NCO
wherein Ry, is as defined in claim 1, to give a compound of formula | or Il where Rqq is
-CONHR11;
or
e) reacting a compound of formula X! or XIl as defined above with a
dichlorophosphate of formula
R1O-P(=0O)Cl,
wherein Ry is as defined in claim 1, to give a compound of formula | or Il where Ryq is
—P(=0)(OH)ORy;. ”
or

-129 -



WO 2004/031159 PCT/US2003/030252

f) reacting a compound of formula
OH 0] OH

(Vi)
with a hydrazine salt of formula RyNHNH, wherein R, is as defined in Claim 1 to give a

corresponding compound of formula | wherein R, and Rg are OH, and R, R4, Rs, Re, Rz,
and Rg are hydrogen;

HO OH

or

Q) converting a basic compound of formula (1) or (ll) to a pharmaceutically
acceptable salt or vice versa,

or

h) converting an acidic compound of formula (I) or () to a pharmaceutically
acceptable salt or vice versa.
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