3- AM NO- | - ARYLPROPYLI NDOLESAND AZA- SUBSTI TUTED | NDOLES
This invention pertains to 3-am no-I|-aryl propyl

wa@ nmsns2ont ed het eroaryl conpounds of the foll orETIBP2006/068649
formula I, their use for the preparation of
medi canents useful for treating di seases associ at ed

1M 10 o RRASIH, BHRE ke oL

vphahFeeeut i cc;hl%lH?/ accejgtﬁ)g%?% @gﬁm&ﬁeﬁ%ﬁmmgr%mnw% S 3
is O 1lor 2; Yis Nor CR; Ar is: (a) indolyl
sel ected fromindol -4-yl, indol-5-yl, indol-6-yl, and
i ndol - 7-yl, each optionally substituted; (b)
i ndazol yl selected fromindazol -4-yl, indazol-5-yl,
i ndazol -6-yl, and indazol-7-yl, each optionally
substituted; (c) pyrrolo[2 3-b] pyridyl selected from

B%ﬁ {2*1 %Jrfs%lt ri\%x{lon 1Sé:oX1:e’rng Witl? nglfe% 1% (Ii) l)gé/ tllngm%rﬁlhdlinyl indolyl

pethapboég Q@rBzab}/epyﬂned ﬂarwlfactleacpha@mcwmlaﬁllwnwbgbns canganing them

é thlaﬁ Lﬁ%gér}{%:né eﬂh%%k&% do ulﬂﬁgl 5f me%?gs&llt 1ﬂ’véﬁlt10n are useful in
en2|n1 azo benzi m daz

H@ﬁf@ﬁﬁ@ﬁ%ﬁmﬂTﬁVﬂ(ﬁeﬁ@ﬁsopt|onalIy substltuted (e)

benzof uranyl sel ected from benzofuran-4-yl,

benzof pureculdr, We, pre@AZ e e Btayds to asvép @@ft&%ff ltli@%%n@ra]/fo.rmula
each optionally substituted; (f) benzothlophe

sel ected from benzgi hi gphen-4-yl, (ﬁenzothlophen 5-yl,
benzot hi ophen- 6-Gl , 0: ZO\hIO! en-7-yl, each

optional |y substituted; (g brnzo.azolyl sel deted from
benzoxazol - 4-yl, gAzo> 70l -H- yI oxazol -6-yl, and

benzoxazol - 7-yl, each optlon iKTet tuted; or(h)

benzot hi azol yl selected fron1benz t hi azol - 4- yI,
benzot hi azol -5-yl, benzot hi azol -

benzot hi azol -7-yl, each optionally s stltuted (1)
benzi soxazol yl sel ected from benzi soxazol - 4- yl,

benzi soxazol -5-yl, benzi soxazol -6-yl and
peaginsoxazol - 7-yl; (j) benzisothiazolyl selected from
benzi sot hi azol - 4-yl, benzi sot hi azol - 5-yl,

R9n21s%aéae@ﬁe}n tﬁegtf Wn! egrz% Sty 9I1o%ea/;11ky1(1ks);ver hydroxyalkyl,
r O

|ndoI| seI 0 |n 4- in-5-yl,

i ndolq @ Towerorals %ﬁ?o Pyl fgpve i&;doa&y?aky d

I, 3- deBjdﬂ@npﬁﬂl@bveﬁalﬁ@Wcaﬁehﬁcloﬁfér tya@balkyl, lower alkylsulfonyl,

: : g: %%g@g@ﬁlﬂ gvgllefe%ti g%:@?’:fﬁllllrin g may be unsubstituted or substituted with one
I : 3 Di hlyu\rocgrbmph;ihd@eoderﬁlyyslel’eatndi from lower alkyl, halogen, cyano, lower

I,

howsgli
o BB AARGR Bt T X oy 3 B B81 s
or (Bl}enwb@wb&rrtyredﬁ [seRtigEed PEhoNA@S P LiouRg alﬂ@pwdently selected

pyri di ﬂwn lo{vbi Ihaus géhamh@ 1@%14 HﬂlﬁgeﬂMitlk?rlphéWefj@]kthower

pyr azi ZOo th| soxazoly
isothlféqé?)g‘i?lox]i V@TEY%Q%@%Q qui nol i nyl ,
isoqhwmophﬂmmmqquﬂnmmahhm@kmynemgmhhbanmhﬂkmunahxsubmnuwd“Mh

b f

oo TR LRGP ORORSEL Y 5. v e
aryl al k@lbgenpd%yb tvico akoky; le\méashaiqganeedlkmtaed detvar hatkoxyalkyl; and
(e%( Hé’t&lo‘aﬂh 'ﬁﬂéubsﬁtfu)cecpéfcshgﬁltﬁﬁéh%Ehr%e’or%vo HJQF 0 Besbnily

each i ndependent | ¥ ( ydr ogen;
(b) a| Wcted(fg)m W&W&l%ﬁﬁr -alkoxy, halo gen  lower halogenoalkyl, lower

halogenoalkoxy and cyano;

R® ishydrogen or halogen;



(d) al koxyal kyl; (e) benzyl; or (f) R2 and R3 together
wWth the nitrogen to which they are attached may form
w@noogpsisenal | y substituted four to seven nmenbePE€DEPI00g068649
that optionally includes an adgltlonal het er oat om
selected fromN, Oand S; Ra is: hydrogen;fluoro; or
Iky al kyl ; hydroxy; al koxy;
Iuorgéﬁhﬂ% roxygﬁkyl or one of R2 and R3 together
wi th one of Ra and Ro and the atons to which they are

akta may form a e lor six nenbered mRRNgRT hat
opt i i ncl udes| an laddi ti onal het egQat ogy'sel ect ed
from and S; Rcland RRd each_ i ndepend NS/\‘CH)
hydr ogerd; al kyl ; ON“Rc t ogetthér [forn =0, =S¢
or =NRf, wh rein Rf id.hydrogeny alkyl, oAy R’

wherein’ Rg i s hydrogen or alkyl; or one of pand'RS
togeth@t with one of Rc agd Rd together with the atons3
to which they are attached may forma four to six
menber ed ring1that optlonally i ncl udes an additiona
het eroatom s and S; and Re is

hydr ogen, f afﬁﬁﬁ Tﬁe $%€Zagign al so provides

phar maceut i cal dﬁnp05|t|ons t hods of using, and

nmet hods of preparing the aforenenti oned conpounds.
Monoam ne deficien has been | ong been linked to
depressive, anxiolytic and other disorders (see, e.qg.:
Charney et al., J. din. Psychiatry (1998) 59, 1-14;
Del gadtereast al ., J. din. Psychiatry (2000) 67, 7-11;
Resser et al., Depress. Anxiety (2000) 12 (Suppl 1)

2- 19n1aqg0H113phfeld et al., J. din. Psychiatry
(2000) 61, 4-6. In partlcular serotonin (5-

hydr xytry and pi nephrine are r I zed

s ot By LR RS RGP R Bt R e prc e,
i mport anhalbgﬂnecycﬂbaﬂiqmdowagnlyblahlkplnlkyﬁaidelobvenqﬂleaghﬁctyhn| n
reupt ake inhibitors (SSRIs) such as fluoxetine,
sertrali; ,1&qfoxetine, fl uvoxam ne, cital opram and
esci tal opr'am have provi ded treatnents for depressive
disorders (Masand et al., Harv. Rev. Psychiatry (1999)
7, 6% 84ylowwrlkdk enal i ne or norepi nephrine reupt ake
i nhi bitors such as reboxeti ne, atonoxetine,
desi pram 0el @ nortryptyline have provided effective
treatments for depressive, attention deficit and

10 hyperactlgltg Ji sorders (Scates etal, Ann.
Phar fawt'hér’ %(2000) 34, 1302-1312: Tatsuni et al.
Eur. J. Phar macol (1997% 340, 249-258). Enhancenent of
ser otoniinsedastedrforme GiR & r@red Seur ot ransmi ssion i s
recogni zed to be synergistic in the pharmacotherapy of

depr @SStV &° atd RarR(7i Rllcl’atrl'dq{@hl%&ﬁ)gﬁde%ﬂ 'fﬂ&n?@i&ﬁ%ﬁl‘le?%h selected from
W th enhancenent O %fy serotonin g nore | qlea?o rine

neur of r aWerSH G SalHe iRes. Byesdl b iaydoxy, halogen and
Psychlatdmuﬁﬁﬁﬁﬁa(ﬁ78 234 241; Tran et al., J. din
Psychoph o 2 Dual reuptake
B inhibito s g‘?%ﬂ]geé? %ubéﬁgo repl nephrine, such
as duloxetlne nllnaC|pran and venl af axi ne are
cur r &t Ilyloamdelﬂ(yldevel opnent for treatnent of
depreSS|ve and anxiolytic disorders (Mllinckrodt et
al . -Jgtﬁﬁka. ychiatry (2003) 5(1) 19-28; Bynaster
et al. Expert in. Investlg Drugs (2003) 12(4)
531-543 take . in ors of serotonin and
WH#E%?H@ﬁﬂFF%&’ 9§<@fF%V %F ntial treatments for
schi zophreni a and ot her psychoses, dyskinesias, drug
addi Themm pagnis of teenmdilsbard @ansgoibtz hed/oe il versd agaageat the histamine

20 g?&g&%}¥ﬁ3§&g8&&five behavi our, attention
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deficit disorders, panic attacks, social phobias,
eating disorders such as obesity, anorexia, bulima

w@em7/hk9age- eat i ng", stress, hyperglycaenm a, PCT/EP2006/068649

hyperli pi dem a, non-insulindepgndent di abetes, seizure
di sorders such as epil epsy, and treatnent of

cond ﬁéta(%ﬂlﬁ*s ?%?r?_%itn agglyf’)\"gﬁ}gdm #Q)olls ‘89& Sﬂhqu'nﬁggic neurotransmitters

resul ting rauma, cere

whishdewidsly digeiblutes oy chad thebestys hagthe @etatintestin sket (Burks 1994

iiRhRidOr R &, I@S}El@ld@?b@tkﬁa@sﬂ@ﬁﬁ&hﬁﬁmﬁétnﬁa@h%eégflﬁ?rpp 211 -
got enti al treat ments for disorders and _di sease states

12)t Hstaming 5580 latgsactariety o digsptive AR oRAMipIgra GveRts Bl gastric acid

Moregioh i@ 633tih 1 .motility (If!arsfe&lapt]ﬁkIePharﬁ’[chl 119>91$102 pp 179-185),
ectrum anti de ressants”

whi
RO S TD b B e AT TR CEY BERSTR <A g (Raithel e
hia\et. heen Alleey dminpe]. A995SIOB L2 7 133) tTheh¢ meatomeiah bozim histamine is

ERRLER8) Ry AR P LDy N SRk nd BRBIangln - -
atberon@nmsﬂapha\aﬁﬂtsot the( poG3ior eyl hypolgpug Frag thgg, the
TReHANESicREE 86 8ibOBHoYecBto R uf Braif @nﬁa%lutahata aP®c. Natl. Acad.

ﬁgf@%aé%ta?? g S s A e Ekfsz'foﬁm' SB35, 22 783100

i nhi bitors, and/or dual reuptake inhi b| tors of
ser ofcrirding nocepim&pbwledge, aistinoine doplzungsndl, itsarctidns iplbeth the CNS

f r d
%rg %%h%ﬁgpﬁgg Itlgjo @{ foul dlsﬁﬁgtggétgﬁm ﬂﬁ&%torgﬁgg hfsg&'ﬁﬂneﬁq H2, H3 and
Hérfp@l;tm;&, in the treat ment of depressive, anxi oI ytic,
genitourinary, pain, and other disorders. The present

| nvVenBirgRp &R itr%fpk&ﬁ)n{lhﬁﬁﬁl 10&888d in Ak 8STrPhBEHWE $8tem (CNS). As an
st at ed, 5 foIIovvln terg;rgﬁedlnthls licatio ?h
wtereaeﬁtﬂlg REFCRIPER S LV Bit thezvpihesipafesecrsgion of histamine
ftefni mgthmdmﬁglg ine@onbeAoiv g dttal. INStrd EI8303(2083h 837,, A2Sing et al.,

HI%uros 1%r%cef §§§ Q%CMQ fﬁa?; gsnhe fggretc?% orspﬁﬁngceegtors mloduﬂ?e the
reéefaefr eﬁﬂthennﬂuecggmtstmettammcew acﬂtﬁehdlyleddcqqaanefs serotonm and
%E Fiéne a 6tﬁ£‘rs if E{ﬁ%rtﬁe Eﬁ‘ltlaéll GONBRURGFNA in erllaheral organs,

S the ac IVIty of anot her conp or re

§1 as' lmawtaf ipEgeryar %ewé\gawéwteﬁtﬂrwéHﬁctdﬁla@ba%gé@lpatrm Br. J.
PRAre{a2b 12 4981y 00 029-0323: BRh&hY et golﬁsmtm@@nﬁ@é HB)Re@éptor (Leurs RL

i]:%lc{Jgon and hyﬂ ggjg?ga @r i ]\é‘If«Vg %{% ﬁmﬁ%ﬁgﬁa&d@ H3

gice[@ne:s alr@cmstth.ﬁplb(antnaﬂ; oiesnin g theat e@n-vatleduk y&ko gehwagipktasiine, the
Pefc%tﬁl)k%ltoﬁgﬁwai{/ﬂgd F[Ilg ﬁ}es%ggr oot% qn}%}) tonb} I{J&i&)?oqr shih 135 tthe IH3 receptor,
thay ](nhbl@tlyé]lCtIVpE nzuysts tomch@lxlpttlonmfmymot@g@{gﬁ‘ser rel@aqq:j "Jih]qgefore it may
bd #€portdt ﬁfh@ Q?ﬁ%l@hﬁyéomﬁ%ﬁﬁi AISOPHe RWersela8 QM A ivity to both block

tert-but gy ene" neans a linear satiurated
BIfOREN At 1%%%“66‘ Bor¢ tegihifhthegpeepina fiam i gonsiFubygly active

ahpiRoBy) fanbtanshrchl sateur at ed di val ent hydrocar bon
radi cal of three to six carbon atoms, e.g., nethylene,
et hyltl‘}ﬁ anide dis Wl elhtleon (%)i—tl[gfec ltgpsem t [ Og%lénea%gn gl\ﬁ,]md catigs the
pwsm«gwal nfda néthas neodpeoty Tbt‘:refdne tlfedhmap«altlccmtemmmsex movR drug
[ npl es of

B P e B o B o
rret hoxy et hox i sopr opo%%/ tert-butoxy and the like.

" Al k&R amRipistrakian AEHAR hgprdsy %@ntaﬁemﬁféflﬁtﬁrép agRNisfy agonists or

EagBnistss ﬂi}klﬁﬂﬁﬁﬁe aiech iR amiirse la{féiﬁéﬁytha&cﬁ&folnﬂﬂ(ﬁeurotransmltters

ﬁf‘ﬁ ilzg% Elxé‘? [@ Hé{t%la)kag§¥al er e:fgs?ﬁli &el ude nﬁenk%%f sev%ral disorders.

Budhetibprer? imobt decobgatyh yMasalki ¢t2cﬂ rRptdoonuy@t IQOB) }431— 2741-2748; Hancock
met hoxypropyl, and |-(2-nmethoxyet hyl) - 3-net hoxypr opyl .

"Al kyl carbonyl” neans a noiety of the formula -R -R",

where R is oxo and R' is al kyl as defined herein.

"Al kyl sul fonyl" neans a noiety of the formula -R -R',

where R |s -SO - and R |s aIkyI as defi ned hereln

o s o o o, Y 4 M Y
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substituted phenyl, naphthyl, phenanthryl, fluorenyl,
i ndenyl, pental enyl, azul enyl, oxydiphenyl, biphenyl,

woreionpbeedi phenyl , am nodi phenyl, di phenyl sul PCTIEP2006/068649

di phenyl sul f onyl , dlphenyllsopropylldenyl
benzodi oxanyl , benzofuranyl benzodloxylyl
enz I z
LT ERNSI  PRIAEAE SN P IREISAEL I oy s wen
a;@lmqmrygcpagdﬂgl mfﬁjttloq;é@mymt@m Q@gyme dy;prders such as attentlon deficit

ﬁ&ﬂ’éﬂc@iﬁ}ﬁ? §RXMRPEAYHD) aRd Atlih%lﬂlérl'%ehsehﬂachéigbﬁglcgladlgdr@éﬂs ¥uch as
dro enated derivatives thereof. "Aryloxy" neans a

17eplrepfa, F@C%S&HWEH’%?PSBGBMW%Pé|d11§eP@e|a§déﬁZ‘HP§/Pf GRsivalsipns, sleep
aisordefs| ﬁlzﬁdolhpﬂyﬁpaﬁn gaé%[r(ylhwlsﬂﬁydl disafdrs, AEstibkl dysfddtioh such as

%o\fglgs nlg{elk %ugg:]a ﬁg&? blgﬁ%n %lgl}%gsa gﬁ%%}{/ﬁlaaﬁﬁg/leﬁgéﬁgm 1990, 33,

ddfl).ned herein; e.g., phenylal kyls such as benzyl,

phenyl et hyl , 3-(3- chlorophenyl) 2- nethylpentyl and

the h 14‘1@161%?&6 G %B‘#E@& tﬁ‘%ﬁf’c@éﬂt%\%ﬁhon ta @khﬁ’gé{leet[@arﬂﬁecﬂy acting

moi ety of wher el n an ar al

H\§|f%<t69toésm%f>mﬁ‘é deREFREN. 1““6)A$aﬁgﬁ@é‘lse9uchéla%oﬁlstjr/ élwrsefagomsts

hleenséfar zgmh@fa fc@]lﬁac@lr\}@ SLQfstatn\b@s pzfrtlalﬁll}iﬂ?fn tm treé@nenxand/or

and X4 |% V% é IS Qe ﬁ 3

PIRY gt glse t?@ 36%%%5%%%{F ya sty 88“ 0551 JefePIRay

herein for heteroaryls, at position 1, 2 and 3, and at

any of positions 4- through seven that are not

ni t r byén prespraiesdgition thhigsmi alidylidgene or in combination with other

%t%f)g QLRRYA 'a'ﬂr&ﬂcﬂ@& OT Qfalélhechgfﬂqﬂgnéﬁ hﬁumra%bﬂatﬁlydrocarbon
are N, "pyrrolo I nes e above

1‘961#%1’%9%@ CBPIHY s@_rbaﬁa 0}@8 reerpply 099f%ff11<t6@waa‘%¢rh@t§m%more

pRer@10¥ge iveMdhdonhgrei.n X1 and X4 are N
pyrro opyri di nes" of the above fornula wherein X1 is

NP LRI 0ES: L PO L A LB s
Anin er Bianehred-chpyr albylgpoup dithé s 8ohrbohatah pecférabiyal seraight or
P\Qﬁfslﬁ%dnc}éél é@l%mq(/ﬁﬂ gﬁb I@(:larbogea] S %J@%ﬁ%&’laﬁy p%@?red a straight

ene as I ned
anerarehedscheipaalieyl grou with 1 6o 4 C@;b@n SRy Exanilesref siaight-chain and
PRAGYRI @NE; AR W AR ArCRAEGE Kbyl ff)rcqm &lopr&RMLudil] @&blﬁﬁ tert.-

or bIC clic rings. Cyg IoaI ¢can option
B the o qaniyis dee ispmis By b@lﬁl%oa&%{%éwp tﬁe isomeric
eagl, efosibiy eyl drsi dtndepe nasnpleferfeddneakyl, al kyl
al koxy, hal o, hal oal kyl, am no, nDnoaIkyIan1no or
di al n PeL
By n*g?(é %m(‘)lf %we‘ﬂ %k%ﬁil gt be net %%l%gnsﬁ Gl fone 8‘%"{’1{ %&i@ﬂ%ﬁ@%@%fies a
ptirnghttedhaingor hrgdmh@é mqhyblcarbey a:flth@ﬂmngrl@yg ropkefiniglbond and up to 8,
ﬁﬁé@ér&’[h? 1¥ko 6 QRGN ap%fé:’fl?@ glpttgﬁ chﬂb‘&ﬁ atdrﬁ§ IEbghi B of alkenyl groups

partl a unsat ur at € | ves her eof

argyrEes iwrewy L, ZrRIOPRYE [1IPRIRERYY | hmtﬁnc/h kel s biggenyl and
Isobeefy1an g eddtad, exary 1@2@1&@1@@1 ) the fornula -OR

wherein R is cycloalkyl as defined herein. Exenplary

cycl oal kyl @ 8 GV | o }Q cycl obut
cycl g@eﬁ%ml ')(f)%wer aﬁvn?l hex@? %%yﬁ;}ﬁ d rcﬁ'l oIrXIkcomHmX%lon signifies a
St@gﬂta:hlaklycbrdjrkl}dhed hpdiosarhonuésetug comprise gfagripiglband and up to 8,

I
%1% Ir%el% ﬁg(?gﬁ)naﬁlcdla} %ﬂﬂé%h%ﬁ %E;{l d cgboh%t&r}{g EQQllnb)éL of@lkynyl groups
argyeelingl kyr%nkﬁdw 2- pmn@% Avpig ﬂé@d%@aplem PR eabl v,
mean a group of the formula -OR wherein Ris
cycl va¢ &yﬂla"cydéaﬂagﬂ Qﬁ”f@ﬂe@cbalk@l men@éﬁﬁf'@dtﬁlfa&’ed carbocyclic group

g%{ilggl&t %j/]"ﬁéy‘ﬂ g)@rbo&%é:%i’ éﬁ@b r%(flﬂgg&pyf(xyclobutyl cyclopentyl,
cyetdhekg oy eyaotepxy. spekidllyeprefekred areldgtlepalyk yyclopeaghsndoyclohexyl.
al kyl radical as defined herein, including a branched

CA4-C7- al kyl, wherein one, two or three hydrogen atons

have been replaced with a substituent independently

selected fromthe group consisting of -ORa, -NRbRc,

and S(C» an (mhere n |s an |nteger fron10 to 2)

I T 1. i " e . Y
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"Heteroaryl" nmeans a nonocyclic, bicyclic or tricyclic
radical of 5 to 12 ring atons having at | east one

Wwa@e@nati9e7 ri ng contai ni ng one, two, or three rPCYEP2006/068649

heteroatons selected fromN, O: or S, the remaining

ring atonms being C, with the understandlng that t he

atta et er,

an a?%@ﬁ%ﬁ%c‘ﬁ)osr}/& y&%ﬂéﬁﬁkgeﬁog a? X}Lclgaﬁg)l reﬂ‘?s tl%rlower alkyl
gioes a1t defliagd alsm@e’fher@m ahlepstione om&rm @gelbﬁtomswé rtlafalpyvler alkyl

BB labelpﬂ)}‘gféloaﬁklﬁ AP rfeNRl echn'i'iBlE %Qyt:l@prdf&@frh&ﬂﬁl ly

substltuted i'm dazolyl, oxazolyl, isoxazol
th| Jsot ol vl oxadl t hj d azo
pyr a rm @ﬁﬁ%}? izerst% th) & (? g\/éﬁ n kﬂ ﬁ<y1 and the term

nywerohrm'r hasphe pmlkusly@mﬁsrghmcanqeymm;dyd of lqwerm]lkd)dy)groups are

I SO benzof ur.yl enzo Nyl
bRy PR e b P TR s e e oy and tert
beuozy)mefeﬂayly m@bnm»daﬂﬂh@zwcdnyllmos&b erefordd methoyy.,
benzot hi adi azol yl , benzopyranyl, indolyl, isoindolyl,
t ri aZod erm “lovwenaikeyyalkydtph oxiast 4lkgay; C pualkyly refers to lower alkyl groups
vl ol L 21 y
5 tdee?ilﬁé? %l!})/ ’ \%hg?fgfé gglleélsl% ’OH%(I lz)fe t&?%&?{o@éﬁ lat%hﬁ Jf ’t}11e lower alkyl groups is
eplaced hyhn alldxyt greup, preﬁerabbcrhatdiiongorpcahox}alAhwn gthe preferred lower
%&gﬁgyatedsg%rH¥¢ 5Xﬁ%@ﬁ°f egnhoﬁﬁﬁésﬁoarylalkyl
K
|nterchangeably, mean a radlcaI-RaRb where Ra is an
aI kyﬂrm@rrgﬁ alkplsa]ﬁfmbeOn 1 3-dhigimitfoayly refgs mmle@sou‘jERl—&«EWherem R’
1s o er a er Cc%ﬁlqur hlower al?\g h%sllﬁe prqea/b uslytglrjven srgWance Examples of

angea y, re 0 a ent

ﬂhM&ﬂﬁmyQQOﬂmuneeglmﬂﬁumhhhqabkwhymmmans al kyl as
defined herein in which one or nore hydrogen has been

Lglploiﬁ?(% - th"& Sf%g‘glsg[éﬁg}’gh{ ql 5 m‘%g%ﬁgel.ﬁﬁ g]@nga]ﬁyly refers to lower

pleyif drowgysealdkfihed(aboge whel€hn @)leastoitk dffikee hydfegen atoms of the lower alkyl

BHGP S TP DY AR BT RP 6t PG R PTHERHERY; A xample for a
ﬁe&ﬂd%wafaﬂbﬁmrahiﬂ@myl dioietsizemeiyBulfgdedethut are not

mted to, trifluoronethoxy, dlfluoronethoxy,

et of 8 e SRR o Bl S e L Botp R-sc0)--

pakleinCRI idTowed alkil aldkiit teimi %Wer&ﬂ(ydﬂfals RechreaEb el gf&v&ﬂ&rgmﬁcance
IS substjtute mnth one or wo&g@a reffrably one,
u

BramPlFSRS USRI SRS Are HEJUF et Of ﬁaylélalFPély}:ar bon
at om does not carry nore than one hydroxy group
Repr t at, xanpl e ncl ud but. are not
FERuR, hiBeg B b DBy e L RS Ry ingia St Muorine,
aﬂhymemxy@mﬁpyébmhgphﬁﬂnmxynethyI) 2- et hyl propyl ,
2 hydroxybutyl 3- hydroxybutyl 4- hydroxybutyl,

2 3 3 ﬂ%gﬁo%gﬁﬁ?dgeré URAT ﬁrogbﬁd)%@% ffeyergonwver alkyl groups
hipad é‘?@ﬁﬁéffhﬁ:wﬂ} at legst RYel Pf)g/by @W@rmgpn at}qéftsaf Heg/lerearkgroup is

retpwaéd sahlebat a0 pfwermMz F8bA @tchl@BSiofBefeiadl MRS Among
Nh e renalnln rln

an
b2 e lopt Sl b et B e TR S A R 28T Loty
fadronatied and t:lﬁbqu@tbylSWEh it arbmetisl bﬁng brrpeﬁalﬂy meerred.
I ncor porating one, or three or four heteroatons

cho 0 A ‘e I
ge i e’?@@ frnjlﬁyﬁﬂvwrth %%aﬂbbﬂ% &0 }%F?%?/:H éul :%Ik(%xyq?fgers to lower alkoxy
geuphadiaiare iabpvemrmn éele@ﬁ'c Ohépfefﬁléélyéll%ﬁn ptoimstaf glke lower alkoxy
biRd&b 4R p1ab byPX EalBQetn altbrm f)r%ﬁtrﬁtﬁy ﬂQ@rtd &%ldrM most prefera;bly fluoro.

ubstltute e raziny perazin
Pre%ylie Jla O@Fw? lop or Ak grawmre tri%%a%% fhory| |
|n1dazoI|d|nyI pyrldlnyl pyridazinyl, pyrimdinyl,

oxazol i di nyl, isoxazolidinyl, norpholinyl,
t hi azol i dinyl, isothiazolidinyl, quinuclidinyl,
qui nol i nyl, isoquinolinyl, benzimdazolyl,

thladlazolylldlnyl benzothiazolidinyl,

o o L T S 4 a I Y Y 4
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optionally substituted thienyl, optionally substituted
pyrazolyl, optionally substituted pyridinyl,

woroophedopnocar bonyl ,-(CH 2)g-S(OrRf; - (CH 2) qpadRgRIvD6/068649

-(CH 2)g-C(=0 - NRgRh; - (CH 2)%C( =0 - C( O) NR th
- (CH 2) - S2-NR gRh; - (CH 2) g- N(Rf R;

@ﬂﬂfgm&)}m)@ Pgéﬁ%&w@ngp@l %fﬂ%@xé Vﬂﬁ‘gtrlf}ﬁﬂ%rﬁetﬂokfbe% g

Wmd@ﬁén@@ﬁﬂﬁQ i s hydrogen or alkyl, and each Rlis
|ndependently hydr ogen, al kyl, hydroxy, or al koxy.
LeaTh@@rlﬁr‘*lR?Wsr h‘?&l@f)’(%l{(ﬁg OQVIW&POW-CPg—MEﬁ” ﬂ&t@r@&@ S wer alkyl groups
conventi.ona associ ate etic or i C
&4 pYpvejwherein gileast gpe 8%5#18%’%8‘? %ﬁf&gé@ IBWEE%E}Q group is

&mb&édbwhhgﬂokﬁgmmpoﬂmm@nﬂuﬁmmmﬁhyExawﬂkﬁggmﬁmhﬁahyhganahﬁ
gr EQﬁgx%HF ude, but are not Iimted to, hal ogen,

al kanes arylenesulfonyloxy, such as
met hanesul f onyl oxy, et hanesul fonyl oxy, thionethyl,

benzghﬁgumf“d@l{mmo’f cfggqs @;(She shonp t gﬁy\r/hﬁ(yin R’ and R” are lower
Qlkplaa!nﬁﬁﬂ@%' "RV QH(X/I" Hap ¥He%@\l'1l)l)’sl§§ ubst él%ﬂ-iﬁ@ﬂce A preferred
enZépgxy, i sopropyl oxy, acyl oxy,” and
o eroupdn AN AYREOY| e that interacts with a
target. The interactions include, but are not limted
t o, ﬁ@@ﬁf@t“lov%ﬂtd@loﬂzirﬁmpamyﬁ 0fr|‘f€1 l; Hiaﬁ{ylmmd@ﬂglﬁt&ﬂyl refers to lower
QJE%I Sgémll})e nat%eﬁraees bov% BCI'CRI at(fea(s)tror%:/e Ofﬁf?r%]¥dro %en atoms Bf 1‘the lower alkyl
gl@eﬂ lmmplao@bbbra diahkglantiag gtoug, pll@ﬁa:atblpthnmﬁhylmlnmd éspreferred lower
nBtance occurs and
| ns %ﬁggga%i%f pélﬁglﬁﬂl%ﬁlglsagﬂg Iroﬁ% sease" and "D sease
state" nmeans any_di sease, condition, synptom  disorder
or i Mg i drveralkaneyl” ssfers e hespRnt @ Ry whergin R is lower alkyl and

el t&l@fﬂt‘lowﬁfaﬁﬁl”hbﬁthﬁ@ké&@dﬁdy Gvann@mlifiddnee Préféi@ed is a group -CO-R’,
ndi tions qof e reaction belng described in
SRR O By P Gnirae R0 BGPRG o exanpl e benzene,
toluene, acetonitrile, tetrahydrofuran,
N N- Ehmmyﬂcfvmmﬂqwmrbcam oroCosmakoxptanydretieretns orthdgroup
o}
SR ARISIE MO R R Dt PRy e
@Elhl fice. Riglspaména 2ipep pﬁ%owherﬁ@rl% punahol, di oxane,
pyridine, and the like. Unless specified to the

cont TR ¥rmt d@rbadbyenefrsus ek iroup heO-Napgt i ons of the
present invention are inert solvents.

eut.d.c accept ahl s. that whi
usor B Fip R BB BRESE & G R DS b ho Bl ah s gpue
+6OgR&Y ’a&hqwels & end ROmretloweicalkdradd tled tetrer loeohlbgi’ das thy
I .
B AA S pDAS A A ORLIRR i Wi
pharnaceutlcal use. Pharnaceutlcally accept abl e

salt$ mé‘lwﬁ%@c%gyz aslléyl’t’ 8r ‘t‘q%]agrdlg];kélcarbamoyl C,.s-alkyl” refers
phidhveBsIR W dr & slay datapibatd @heraﬁl Aedakinad df@lﬁfelhﬁi,ro @ﬁdltoms of the

hat possess.the d ol.ogi ca
et pRVEREIR e Dy iR PRR NG GE R hinbin gfore. A
pﬂ%ﬂﬁﬂﬂoWﬂHﬂdkwthbmmoﬂg&m]goamudénnﬁhﬂcabmhyﬂnmﬂnﬂor|c
acid, hydrobromic acid, sulfuric acid, nitric acid,

hos el i
DO -S54 ph BRILNE i LORTP o W 1981 s s dcinca
BRaVE STherein: ket PaEIPF A hydieasmiatogysof ﬂte lav,vr:@alkyl group is replaced by a
phdmaNasubf mifetredtdwor pheRhilk(l 6 sh ar@bstz f&gi}@ﬁétﬁylam d,

aci

gl uconi ¢ aci d, glutan1c aC|d glycolic

PO Y R e P YRR G 6 i can

oempladei caneatsiodqr thee hmssstldcwdlfmrmmtnh gemuxygencangi¢ordsulphur.
2-napht hal enesul fonic acid, propionic acid, salicylic
acid, succinic acid, tartaric acid, ptoluenesulfonic
acid, trinmethylacetic acid, and the |like; or salts
formed when an acidic proton present in the parent
conpound elther |s replaced by a netal |on, e.g., an

. o oy
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conpound of forrmula | are prepared by nodi fying one or
nore functional group(s) present in the conpound of

wo o091 i n such a way that the nodificati onfG)EPBY6/068649

be cleaved in vivo to rel ease_the parent conpound.
Prodrugs include conmpounds of fornula | wherein a

PRI ARy 80,5 ST, 06 P8P 2 BIRBNIR Sfidiny
thaenyd, mxmlyle@melyhﬂ@thlmlﬂr @@zq’iyld moidgrolylaer mroldr Especially

H%%RMQ&&Em?&QHQ)1H?§peCF'Ve|y Exanpl es of prodrugs
I ncl ude are'not limted to, esters (e.qg.,

car bbelege v HeeRp A ROk g BHROELBOTIIY tFerhipde sk

bionpt asomﬂilne@ awsNhenem anfeaxti 0ds obithe hedragk@atom sNdelyd lower alkyl

derlvatl nlch bases, Schi ff
BB I hEE 7 RerRa R e Bl o oups.

oxi mes, acetals, ketals and enol esters of ketone and
al d eﬁly@@rmu‘he@rmdvl”gefewg ajspiugaberpoliprddy phsafgated|Sa of O-membered
AR %W‘h'[bﬁ dah k6mpsigeoRURAE 8RR atJ)'fns sé(-l%:c@écgf'ﬂgrﬁfnlt% éé‘ﬂr H}@%en and/or

seV|er New Yor k- Oxf

Wlkléuf Ew 8te .h?éer@%u&arm%%mla%Pl@éltlﬁhﬁ@l @Wé{fﬁlnyhééﬁ?ényl
pﬁeolgﬁ@ﬂ,q)ywnoﬁhmgg Inﬁmamaﬁiyy 1@&@@&$dlﬁ>y1epyrmac;ﬂ |p{y@1d511flﬁ

L t hat
i bar Ed T et B e BB b §lagi G, hiacoriains,
tnplobbditleql, déadrefueyl setrah yidnoftibyd, dlhé}aillomganyl tetrahydropyranyl and
' t
AR pr PR LBt e PDRMONET o el
upon the protective groups to block reactive n|tro%
and/ bke E&iyg &weéthsﬁocgﬂé@ﬁwl 9rn hetseocyeilcE antlkyl” pefers to lower alkyl

@%apPhLdefnBe ab (ﬁfer{ﬁlerfﬂﬁnaﬂl@as@ bR¢ BEthke MY Qoo @torr]rﬂ,ﬂﬂ thebllower alkyl
nitro otectin r i nt er changeabl y

FePBiiTeRRe &Y Shepstyaly ety el GE%&YBS [ nt ended 10

protect the nitrogen aton1aga|nst undesi rabl e

r eacThorsmdphamgcsytivhiptdceptpblo cathlrefers tasenpbadis yhich retain the

Pi!oi({ é?cg?&f&{i%n%gst zinlag)rrgﬁa& (Tfltﬂé:frgéjﬁasesb&tfr a@1d'§ %}tl%h ﬁre not

acet am do

bietpajdadx 9t gt,h[g{-yqu qum\é‘ﬁgyalﬁ)@e fogg@)l w1th 1norganlc acids such as
RIEbAASMbERIN M%MY& sulbrrid dADRARZ ¥éiaX f)ll%lﬂyziad and the

t - but ox and the Ski per sons
fkﬁ Pf%ﬁaﬁﬁaﬁr eﬁa%@nﬂ 0@%38&&%%@%%8 aéag%a%é propionie acid,
gl@cmwabldapﬁufm racﬂdhexyﬂilb latid} yaletr doid; hsd@ncadidigaliclit asitl g ccinic
gf‘ %Iumarl ac1d gllrtv C a01d CILT 1§ng’1d5t9| Vglgtacﬁd((:jlhrtlzlln%lg:sécfdorrnggdehc acid,
contarn el flrher Storc TT'eetan ¢ or’
mwdwoﬁw@hemnwmlamamﬂmﬁbmmagdnveﬂanSWMEn@am@@wmdbchadéﬂ
cht %gtl%ﬁlc%dttﬂe ik&@Rn ad(ﬁlltlé %e@PL nﬁdﬁrtﬂeg) ggare:tﬁ# Yl%rh'ﬂdltlon of an

eS|ntecr st al |ne ormn
510§$ﬂn%fa‘23ée of 4n pIgaNis GRYFALhY %emcb Saltderiygy ﬁrafrbarf ]@PF@BIC base

mmefwlﬁraeé ot 1MANEA th h@e%@dh\iﬁlnboﬂa%uﬁhclﬂhﬁim afrﬁ}ﬁoﬁil@hi/ ahleium,

formed is an al_cohol tes are forne
Rt ST B RN B bR AL S e
of satthef murhsityasecesdarpavhiectinry heinaf sebstitetediansnéstiscluding naturally

gpclu?rqrg%&{b st?ttu?%td eﬁcgthc %Hﬁges G g%flﬁ@ oe&cll?a%l 0 gesﬁ’gl Sglﬁ% Qs

e or by ect™ means '
oprofrplamancs truwatﬂmhrrsnwémﬁlsylanylen@nﬁ@iarmﬁe,ttherqm}th@ a

Eth@SSam e H/gihg G gifite, RO%h V1P iFEti@ e tfiper 4IRSy reHIRIA the like.
&rlnates such as chlnpanzees and ot her apes and nonkey

peeqraroundpifpapt Ad can glse he st the forp pEgyittedpre particularly
peddred ;ﬁ;@ﬂn&d@hﬂ@iﬂy‘i@@ﬁdbﬂ@sa&@ b @InSp Eal oA rimabkii 4rs the

ﬂﬁﬂsé g 3ts | aboratory animals including rodents,
ﬂlﬁgn At mice, and guinea pigs; and the Iike.

Exanpl es of non-mammual s include, but are not limted
to, birds, and the |like. The term "subject" does not
denote a particular age or sex. "D sease states"
associated with serotonin and norepi nephrine

neur ot ransm ssi on i nclude depressive and anxiol ytic
dlsorders as mell as schlzophrenla and other



10

15

20

25

30

I mpendi ng danger, powerl| essness, apprehension and
tension. "Disorders of the urinary tract" or

wO 20epedohy” used i nterchangeably w th "synpt onBCDEP100€068649

urinary tract" neans the pathg%qgic changes in the

urinary tract. Exanples of urinary tract disorders

i ncl A t SS,. |

ur ge&l?%%%lqn#éeuﬁl?e%f E)‘Hnullzi maﬁtgagstoabt%l ngﬁ{egee: % hgrﬁﬁa@éd gﬁ%ﬁvatlon can
e dfactediin ithe cogeseral sles mhlylpfecrtneflg exdeass oy gan @tke place e.g.asa

&Qfs&ﬁdé%t:é Sy st AL YrdpeRRLSPEY 1n1tn£B/ta'ﬂf15/@r0u§JEdtﬁ Whd of formula I
gencyé overactlve bl'adder, pelvic¢ hyp ersenS| ivity

i Qte tﬁting) Sﬁltéﬁr]@a%tlﬁaﬂyﬁgqgtahl% saltls d? Wﬁ]tuidgs phys1olo gically
hcastdele sblymes.sensitivity, and the like. "Disease
states associated with the urinary tract” or "urinary
It Ltaglr‘ C% Ialﬁres’zgee c%tn\aﬂtot%ﬁds. ot hz%vré%)entt | tﬁéél%(ﬁuﬁarnfgrrn)}ultafr: gtétt that differ in
theanturher tiaatmq;tetmgc of lachaimwcsf their ateensuariim dreartangementof their atoms
%faéén fstotrfé?s tq’ifat él’i'ffepﬁrt}{e Qr%%ﬁfen? HP&%@ ath'ﬁ'sCtlnes e até fermed
ervation causing di sordered urinary storage or
v%rrurlﬁ@nera/ éﬁﬁtreqtﬁoreffrs £hé axgr o FHfrof r%&es Phenqaethesgge termed
edigste0bisdrh st el tter,eoi@me@crhm\aee ﬁ’(brg@tﬁjﬁiln(@swe Kﬁﬁ%nﬁl@ges are
out | t obstruc

detr eragctivit

telrgta ?n(alngﬁtgt}e;rs aqtcfogtgrbte& OP]W }SQISLS; ﬁlcgllr og; atom%onged to four
hawiderschl sbstitherdd értérnoed 4 ‘hdimusaterhyper acti vity"

i ncludes, but is not limted to, the changes

SY P { f ;

ol t o] SR DAL AR PRI (4 BRDGna. AL BN formula

t hreshol d, unstabl gy bl adder contr. tions, sphincteric
spasticity, detrgSory %

exii (neurogenlc
bl adder), detrusor i n{ d the like.I "CQutl et
obstruction" incl yge

o8 N\t not ted to, benign
prostatic hypertrophy (BPH), \ret r‘alm>st ricture
di sease, tunmors, |ow flow ratBs, Qifficulty in
initiating urination, urgency, sup ~C pain, and

the like. "Qutlet insufficiency" i ncllld&s, but is not
limted to, urethral hypernobility, ™trinsic

sphincteric deficiency, mxed incontinence, stress
wheent i nence, and the |ike. "Pelvic Hypersensitivity"
includes, but is not [imted to, pelvic pain,

Bpgg{ssr%ﬂe%t&? %I'Olgl lg?d)yc c%fnlmtstlng(%r Ly grsotégrtt g?%:(/ glgfl lower hydroxyalkyl,
overaUWna&obWéUdépw@emﬂogheﬂkﬂkb“mrQ@kmﬂqwﬂams the

mor €1R_fer aﬁéﬁo§lqg%f ﬂﬁ Syé?t%%fﬂzl' f&'avepéy ﬂbg‘lﬁ nfoWeI' a],kglsulfonyl

di stress or agony, fromt | mul at i
spe cpléﬁmykgﬁorné Mhéreérh e nYlTH’érféaSétt?eeuﬂf?HhﬁﬁltFS‘?é @& systituted with one

pﬁ' nt biNGHoUSH gk 1n@éi{enﬂ&itly| el ﬂroh?],ovdef giRYINh NP edd2bH o, lower
ant o al nNs ot 1 NS, cute
P BP S ek alif b R o o By ind dowes Jvdrpapatkyt:

pai nphanglin@sugbtéy ted @u soipaitdtyd withadnt be tho keupbDordeperdiestly selected

'l ust t

B, Sga n%gttrtﬁg&g{eﬂa)ﬁ%algeﬁ égfgtq? rlﬁvverz}?%%eﬁgéll&{élol%Weﬂﬂqexy, lower
treatnbﬂ@gmba%axmmﬂbbv©rhﬂﬂgﬁﬁﬂ@he degree of severity

of pﬁ)'\x}@:r Bﬁ&ﬁ@iﬂy}@ dyiYeift thd ll?r?eﬁtm g n°'1'€l§’b§ GhsubstiawdaRahbitfuted with

pai n"* neans "t heé pain resu from functiona

di st urw&waﬁﬁau%r dgpsp Aty gF %th ERanigwer alkylywalpgegscyano, lower
noni nfhaageﬁb@m(yt loegk amsxy, mowaelap%emcpimecrxalanaecrweglt@droxyau(yt; and
syst neur ain include, but ar

ot FFRerBAe P oo R RAf oyl g Bbfeahdency

t her nmaselestedrfeph dnwear alkyl Ilcb\m]‘yiﬂkoay, Idilegent lowepailogenoalkyl, lower
entra i ke. "Therapeutically
effec??%g§£§%%ﬁ¥ygﬂﬂ3%£§an anount of a conpound that,

when admi nistered to a subject for treating a dlsease

state, is sufficient to effect such treatnent for the

di sease state. The "therapeutically effective anount”

wi || vary dependi ng on the conpound, disease state

bei ng treated the severlty or the dlsease treated

1 1 . o a1 - .




The ternms "treating”, "contacting"” and "reacting" when
referring to a chem cal reaction neans addi ng or
WOR0706IYIWO Oor nore reagents under appropri at ePCT/EP2006/068649
conditions to produce the indigated and/ or the desired
product. It should be appreciated that the reaction
e ..ndi cated and/or the desired
%?od§£$ﬁ§%§&§§¥&ﬁé%%ssariIy result directly fromthe
conbi nation of two reagents which were initially
Gddeld a grow selactedfeormy be one or nore internediates
whi ch are produced in the m xture which ultinmately
Iﬁ@s o0 the formatigngofy the indicated ang/ otfsthe
j@l, t he nonenﬁ%a used in

on AUTONOM t AN0, _a
i R syst (CHQJ//\\E
generation &f | UPAC systematic fomencl at upe. j’cal

structures shown hereRn were prepared usin R’

I SI S(rgsyersion 2.2, Any ogsn val ency appearing on a G3
carbon, oxygen or nitrogen atomin the structures
herein indicates the presence of a hydrogen atom For

conveni ence, R e LAWPAChu ilng of the positions of
repr esent tivéhﬂhdolé3 refdat ed conpounds descri bed
herein i& hommlby the fornula: Whenever a chira

carbon is present in a chemcal structure, it is
intended that all stereoisoners associated with that
chiral carbon are é&rtonpassed by the structure. Al
patents and publications identified herein are

i Nncokpefet ed herein by reference in their entirety. As
al ready descri bed herei nabove, in one aspect, the

i nventiaon provj des conpounds of formula | : or a
pharﬁhcéﬁgﬁéﬁr#y acceptabl e salt thereof, wherein: p
is 0, 1or 2; Yis Nor CR; Ar is: (a) indolyl

sel eBt edisfeleated framl lowerydliylj lnsvet hBoganpalkpldajcidligl,, and

i ndol - 7 [ I ' . .

i ndazol y?Mé%elnggtgb&ﬂ&’g?n@?n §1g§1]\é91§ﬁ<% , tdlqg gz@?e-n %%ﬁy}’

i ndazol -6-yl, and indazol-7-yl, each optionally
subs#i t ut @d:01(%) pyrrol o[ 2, 3-b] pyridyl selected from
pyrrol o[ 2, 3-b] pyrid-4-yl, pyrrolo[2, 3-b] pyrid-5-yl,
pyrr & o[iRloebhiRyE i d- 6-yl, and

pyrrol o[ 2, 3-b] pyrid-7-yl, each optionally substituted;
(d) benzggi géglyl sel ected from benzi m dazol - 4-yl,
benzfni dazol 2’52 yl, benzi m dazol -6-yl, and
benzi m dazol -7-yl, each optionally substituted; (e)
benzaf urisibyll orskl ect ed from benzof uran-4-yl,

benzof uran-5-yl, benzofuran-6-yl, and benzofuran-7-yl,
each Aoptii @tddyrsik oK IR'Ut@dnd 6f ) benzot hi ophenyl

sel ected from benzot hi ophen-4-yl, benzot hi ophen-5-yl,

benzat hisopbhen- 6- vl .and pzot hi ophen-.7-yl, . each

opt | S B aho R R g Sl RGN ot i SRt ar ifeted from
benz oxazihlk-gdouyl conbetizoadadrdloeden ylowebakg okatoal,-Halogen aadd
benzoxazgl . ch optionally substituted; or (h)
benzothiggo(§¥t%%$%cted from benzot hi azol - 4-yl,
benzot hi Bzald K- yogethge frot hilewtde beadsl | and
benzot hi azol - 7-yl, each optionally substituted; (i)
benzir8 oxarley hik§e! ect ed from benzi soxazol -4-yl,

benzi soxazol -5-yl, benzi soxazol -6-yl and
benzisoxazol - 7-yl; (j) benzisothiazolyl selected from
benzi oﬂﬁéﬁgéﬁﬂﬁiyl, benzi sot hi azol - 5-yl,

benzi sot hi azol - 6-yl and benzi sot hi azol -7-yl; (k)
amtphdrmpkewsehlgcaceeptivlomlistidatofn- 4-yl . i ndol i n-5-yl ,

i ndolin-6-yl and indolin-7-yl; or (1)

|, 3-di hydro-indol - 2-onyl sel ected from

|, 3-Di hydr o-i ndol -2-on- 4-yl,

|, 3-Di hydro-indol - 2- on-5-yl,

|, 3- Di hydro-indol - 2-on-6-yl and

|, 3-D hydro-indol-2-on-7-yl; Rl is: (a) aryl selected
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substituted; or (b) heteroaryl selected fromindolyl,
i ndazolyl, pyridinyl, thienyl, furanyl, pyrimdinyl,

w@yordewdnyl , pyrazinyl, oxazolyl, thiazolyl, PCT/EP2006/068649

i soxazol yl, isothiazolyl, inigﬁfplyl, pyrazol yl ,
qui nol i nyl, isoquinolinyl, quinoxalinyl,

benzgt b e@ﬁl%%ré/ lccorﬁﬁ%q{ W 8hlula PS uz%é{%ﬁ{]%{%pcgg B)(/ésan invention are

benzoxazi nyl, “eac ionally s
B@fﬁrmdawhsfrem Si sqlw@ofrqnyh%nmp cosyting®ti onal | y
subsfd-bt&d1IRE ﬁ]k?ﬂ [d&l/@ Ih'§bh‘ov<ye(]§)l 16§»(/€1l %Mﬂcyl (cf\))’er halogenoalkyl,

cycloalkylneth branched al kyl ;

eac hloMsHeY&de! %ﬁkﬁ m%ﬁr@@§°¥§ﬂfogen (b) aIkyI, (c)
hygrmm&ahkykuﬁdmug@%kOﬁyalkyl (e) benzyl or (f) R2

an t pget her, wiith the nitrogen to ar

ot sty Ry Dp o b A Y s 2y sla’ HElp A dGnuy slected
sev efromeniyer dklyly halgdeh atyaoptlp weal dlyzeh padkyldiesvenalkoxy, lower

addlEM8§%b?RS%$&Rﬁ$Q%}$§J?gkgglfrOWlN Oand S; Ra is:

hydr oge or a hydr ogen; al kyl ;

hydroxy, al koxy; fluoro; or hydroxyal kyl; or opne of
and M91¢ BgETIRSrarhoRe enfepymdRaf fEiuil, RaraithR léts%}ﬁ"‘éeci gom the

rrg Roh §i@h st @ yailole@t heWleriyy1 hd v b Ser@alk§i, ¥vith those
i ncl udes na

rin tionall an addif;i
it St RN A i A RN Rt MR SdeRer
haldgpentitghbeiy g esecihiyipeierd. BosaprifetablyR' Rarifindrokehyl.
together form=0, =S, or =NRf, wherein Rf is hydrogen,

al ky %

one 1(3) rt}% pr% %C ! o]g(;]ﬁ{’]g roﬁ%rhﬁllm Ae ‘a?%%c er%h g‘ is loQkr cyanoalkyl.
Ewngeinheprofireed is heyanosthyl trsomenitlelhey are attached may
forma four to six nenbered ring that optionally

i ncl Aﬁ@%r%&r&ﬂﬁbtbﬁg@hndﬁﬁ%ﬁ&lﬂg Mbﬁ@i'e?)%s@ﬁjt 1f1ff€9W0@; whkrein R1 is
an r..a
Bt R 06 at Rortt 2@ MEe terembly, RE 5 et from the group

enconpass2h yhiokyanyly3-hhdroxgrrbpyls2-insoimedysthwhanc 8- mayh oxypropyl.
exi st but also the various m xture of isoners which

ey bﬁulftl%rﬂ?%?e cgfﬁﬁgﬂﬁ(ﬁmfgrmﬁlg o?ﬁl%g)?fés%%t 150?1tf6§193?§8116ferred

|nvent|on al so e asses SO vat e
ehASHUR ds heﬁﬁrefabylwmdasntuted or wdptitaiod Velifoori PO Ps

fn@l@ﬁéﬂd@nﬂl sd{éc’ce% fﬂom HdWweFRny1 %W&%M@?LI%I nf@fv@iulll%o denoalkyl, lower
ar e ar e e aln e 0 nts Q
E%P%ﬁﬂoé Xy ggd %Yﬁao %ﬁowg%tn Iﬁlgfy’ ﬁ%&ma% Is HYH ?ﬁlé%rtpé(l“ﬁ“dmyl

enbodi ments of formil a I, Rc and Rd are hydrogen. In
cer t BT i hgdivaeh mehdlsgant Cbmpm]hm of forvslaCRehertin REéy dedricted from the

ERBLLIERNS, ¥y BALI ko all Brthd Akl Do ment s

Especially preferred compounds of formula I according to the invention are those,

wherein R” is hydrogen.

Furthermore, compounds of formula I according to the present invention are

preferred, wherein G signifies

R
\\N

Gl



In many enbodi nents of fornula I, Re is hydrogen. In

certain enbodi nents of fornmula I, RL is optionally
waeamshedot ed aryl, preferably optionally substPC/ERING/068649

phenyl or optionally substitu;§f_naphthylenyl. In

certain enbodi ments of fornula Rl is optionally

?/HQI%}HI %1‘15 694 Hry %«1 Iﬁﬁlts sélech fr@rﬂe}{)\lvé(r aﬁ%@&%}i{a?%eﬁ&ﬁﬁﬁfydoamyl

certain enbo
Balbganoryrleadkyhrlgiver qrelopkkylefityl arklowgr ghgsstalkylit ed
naphthal enyl . In certain enbodinents of formula I, Rl
| S OWﬂh‘i’fﬂﬁhé o8 btﬁbéetdé)hﬁ%uﬁﬂybf foFhulad @PpreRl %(/hereln R’ is lower
tuteg qﬁ thalen- 1-yl. In certain enbodi ments
- 1%“@%?? naIIy substituted aryl, Rl is
optlonally substituted naphthalen-2-yl. In certain
enboBiefrerddsarothokocampaunds oRﬂorfrmlmbWherea‘ﬂ hnyis $uthss inteatiad
I ¢ted from
B SR e S RSBl o Ep R BT o m iy,
pyrlda2|nyl yraZ|nyI oxazolyl thlazol
i soxAbepyiferredise kpmparyds of ifprnatle biwhereip i tﬁzO@ fhys meaning
8th P RYWherbid QiUis R rbRMted bl pYB6e@tingY &roup.
benzothlazolyl, benzofuranyl benzot hi ophenyl or
benz zin each opti na l.y subs d. In certai
o TGRS S RaPRIRLT o e SERgRtine HafheprempStTadeBare
pnwﬁkylwhhﬁmdésgaﬂmsenbodlnents of formulal, RLis
i ndol -2-yl, indol-3-yl, indol-4-yl, indol- 5-y|,
i ndol -6-yl, or indol-7-yl, ajh optionally

substituted. In certain ments of formula I, Rl
is indol-5-yl or indol- ach optionally
substituted. In certain f formula I, Rl
optionally substituted is yndol-2-yl¢ In certaln
enbodi nents of fornmula I, optionatly substituted is
indol-3-yl. In certain enbodigﬁyts of formula I, Rl

optionally substituted is inddf<4-yl.,In certain
enbodi nents of fornula I, Rl optionally substituted is
%QMHmMSoffmwmal R1
optlonasleokgggﬁFﬁ?%d I's Imdol-6-yl. In certain
enmbodj ments of fornula |, Rl o tlonally substituted is
i ndoflsg pygferrgdmarg é?@gpﬁn%é%Wﬁi accordingfiedn yentigy, wherein G
gpiifienal |y substituted quinolinyl. In certain
enbodi ments of fornmula I, RL is quinolin-2-yl,
qui nol i n- 3-yl, qU|noI|qf4 ryl, quinolin-5-yl,
qui nolin-6-yl, quingkin-X, I or qU|noI|n 8- yI each
optionally substltute { ment s of
formula I, RL is opB|o ally subs F% %uinolin-G-yI.
In certain embodi nents fal, Rl I's optionally
substituted pyridinyl. | ergéi n enbodi nents of

formula I, Rl is pyridin-2-yl, pyrigdn-3-yl or

pyridin-4- yl, each optionally substituted. In certain

enbodi nents of fornmula I, RL is optlonalhy substituted

phetiet misB, ylor Lrq ek 1 ai ; Airoldete fiom GR RS, uard $;,an®1

RS R;’pkﬁ ‘ﬁqaw 3%7S$b)$a'hﬁtﬂm efiepY% r{degﬂ? fr%myéacT bfhe? %{)ets@IeE‘ted from the

enbodi ment s ormul a IS optiona stitute

gipup gppsisting|of hygrogest, tl%\ivfﬁ adahdyraenhalogsn fmsir %hkalammmr

RSamPRI*enaki ey feiabsbtmE 8gngui noxal inyl . In certain

enbodi nents of formula I, RL is quinoxalin 2-yl,

qui npxal j.n- 3-yl uin aI| -yl .

i e sgmpatRaRly Pagoye B Bt Giirtign are

pugstadt whedin Grigodes ai n enbodi nents of formula |, Rl

is optionally substituted quinoxalin-6-yl. In certain

enbodi ments of fornmula I, RL is optionally substituted

benzot hi ophenyl. I n certain enbodi nents of formula I

Rl is optionally substituted benzothi ophen-5- yl. In

certain enbodi nents of fornmula I, RL is optionally

substituted benzoxazinyl. In such enbodi nents the

benzoxazi nyl maybe 4-nethyl -3, 4-di hydr o- 2Hbenzo[
,4]oxazin-7-yl. In certain enbodlnents of fornula

I T Y I o
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In certain enbodi nents of formula I, RL is optionally
substituted thiazol5-yl. In certain enbodi nents of

wo oroméz91, Rl is optionally substituted benzoxemBP3oh6/068649

In certain enbodiments of formyjal, RL is phenyl,
pyridin-3-yl, 3-nethoxyphenyl, pyrldln 2-yl,

2- met hoxyphenyl , 4-net hoxyphenyl, 3- chIorophenyI,

4- chl or ophenyl, or indﬁr\ﬁ/?FXCMn i n enbodi nent s

of formula I, Ar is indol r4 yl, ﬁ‘hdol % yl, indol -6-yl

or indol-7-yl, each optidtally substituted. In such
enbodi nent s Aw is preferably indol-5-yl or indol-6-yl.

In certain enbodiments of fqipula I, Ar is indol-5-yl.

In certain enbodi nents of formula I, Ar-is

i ndazol -4-yl, indazol -5-yl, indazol-6-yl or

i ndazol - 7-yl, each optlonally substltuted I n such

ehbet qer), $ AR, R'sis pvest efabind Rnishwetr abslyl  or

i ndazol -6-yl. In certain enbodi nents of forrmula I, Ar

is i pgﬁéﬂhﬂﬁ*)ﬁ’elferrédrcoﬂ‘siohﬂHpoiefgmgiarf%@'{ﬁ: @rfese%?fn%t?onl are the
Ar_is benzim dazol -4-yl, benzimdazol - I,

f8dle»ing: dazol - 6-yl or benzi mi dazol -7-yl, each

optionally substituted. In such enbodinents Ar is

pr, edeyxakthjon@PE o1 -dazo| 5- bt b ppybgipaiidih degioky)6t-y2,2 Parifluoro-

of formula I, Ar is

ﬁ@ﬁ@gigggfmgﬂﬁre ggﬂ?B?azol 5-yl, benzoxazol -6-yl or
benzoxazol - 7-yl, each optionally substituted. In such
élnbddixnshtosndkphb@-ﬂf}é)f-@r—éﬂb1syp1®emlzp)ipatz'<¢ih=45ylyky)oer—ind01-2-y1]-
R@ﬁﬁﬁ%@@ -6-yl. In certain enbodi nents of formula I,

enzofuran 4-yl, benzofuran 5-yl,
benzof ur an- 6-y| or benzof ur an- 7- each optlonally ,
élubgtqwb@anorpholém ét¥lshb sapioamt & (NSOPEPP@/F BiPEFig-9r yloxy)- 1H-indol-

benzettaasn®-yl or benzofuran-6-yl, and nore
preferably benzofuran 5- yi In certain enbodi nent s of

. t
Llo%zqg |tlelir?néor§/)i18hn g;' 1so yl yrroe %1 i I?)g a?oxg%x*—ﬁ indol-2-yl]-
sghsnpoeit ed. I n such enbodlnents Ar is preferably
benzot hi en-5-yl or benzothien-6-yl, and nore

f[@f(?rla(m)})[o ﬁ’ﬁq"ﬁl%rﬁbﬁﬂ’llaﬁﬂe 4EcaW0nlyi)rb' Fﬁ[st)ﬁilo‘i}yﬁﬁf%&qéhﬂwgfl%xy)

for mul Ar i s benzothi azo
BeRY bRy Bhn%zy?roﬁgﬁﬁbthlazol 6- yI or
benzot hi azol -7-yl, each optionally substituted. In
EﬂJbenmrbc(dL1mbpy1¢p’1perﬁhrpn%ﬂ@fyahwmlalenqu]h(1alz dloxb-W°- or
B@umhii ?g IncatwneMmmnmnsoffNWMa
iomorpholt ethan
yits soxazo y1 sel ect ed from

ben2|soxazol 4-yl, benzi soxazol -
e hronsox dsapro@y ot (lamplbevﬂzplsmwl YWX}?HH-IHIdOé@cﬁ] (1,1-dioxo- 11"

ghibadigmenh st Iﬁéhgﬁﬁgerably benzi soxazol -5-yl or
benzi soxazol ©6-yl. In certain enbodi ments of formula

en2|soth|azo el ect :
L(‘éhrzqn%% f{q FSrony )Hlperlélé% éllyiqﬁyp“l %gqé Srltg}oro ethyl)-1H-indol-2-yl]-(1,1-
bierai 19.6tHibaoophdinyd-ypndethemaiesot hi azol - 7-yl . In such
enbodi nents Ar is preferably benzi sot hi azol -5-yl or

B RoA o e P L R ARPRBARR, 2y P 20
( nbididxa- 15"'\—yhlommnmllmél@l)yme@aﬁdommdol in-7-yl. In such
enbodi nrents Ar i s preferablyindolin-5-yl or

unplfaidxe ﬁﬁ;thfoni&pﬁaﬁmyn annogbﬁ%szp ?érlcflf?ﬂln}ll)}?y)ll, (A

on sel ec
rlfélolf?fﬁﬁt&%?}?% il f&ﬁﬂdl -methanone,
|, 3-Di hydr o-i ndol - 2-on-5-yl,
[1, Q-thlbydpwidindeyly-3- ((1Flscﬁ;—ryj)quﬁpkridin—4—yloxy)—1H—indol—2—yl]—(l,l—dioxo—

hké era%&%BEhQP@}H%g9%P§%OI ;coﬁcgpyﬁngcdinents At
I

3 Di hydro i ndol - 2 on-6-yl. In certain enbodi nents of
for mul a I, Ar is indolyl, indazolyl or pyrrolo[2, 3-
b] pyri dyl, each optionally substituted. In such
enbodlnents A« |s preferably |ndoI 4 yI |ndoI 5-y|,
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4-yl, |-nmethyl sul fonylindol-5-yl, |Hindazol-6-yl,
| H i ndazol -5-yl, 3- nethylindol-5-yl,

w@20mpbppbsul f onyl i ndol -5-yl, 7-chl oro-i ndol - 5- p¢T/EP2006/068649

3- car banoyl i ndol -6- yl, 7- nethggylndol 4-yl,
3-cyano- 7-f | uor oi ndol - 5 yI 3- nethoxy | Hi ndazol - 5- yl,

Hi z 0
302005005 (1 e ha B e RoRBT bl iy sivesigigr oy
Inidoi- md@szlopﬁanytlrl,le 3-nethyl - | Hindazol -5-yl, 3-chloro-
IH-|ndazoI 5-yl, pyrrol o[ 2, 3 b] pyri d-5-yl,

L Vi =k _

PRl B30 R ABPHRLCEqULy- ovimidin -

w@ﬂw&yﬂnn@hamrw 4- et hoxyi ndol - 6-yl, or

7-met hoxy- 1 Hi ndazol - 4- yl. I'n many enbodi nents of

[6361!"8#1'1@51(1 ﬁqﬁopﬁ p'i?erﬂﬁ}iu%ﬁy;» 1hapdine@i@Ry-amd1)t e-igddrex yl] (1,1-

[,S aﬁw %eeﬂa Q In certain enbodi nents of

figrpnlftathio Oﬁpl}oéml )§n ‘?@5 Rb, Rc, Rd and Re are

hydr ogen; A i s indolyl opt| onal |y subst ituted with

BRbront wd; ( 1tikapeepipifavidin-d ety -t u@namstheagpropyl)- 1H-indol-2-y1]-(1,1-

j ] I e | kyl, al koxy, hal o,

Eﬁgggﬁkgﬁg&ﬁﬁﬂggiKgi qn%%%ﬁg% alkylsulfonyloxy, (CH
g-S(O) r NRghh; - (CH Z)d S(OrRf; -(CH 2) ?%

fq By 1 Ocpacy P I R ok bR (L1

ai@x&m&nﬁoﬁ@@ &in-&h)-fR@tha@éie, Rh i s independently

hydrogen or a kyI; is phenyl, pyridinyl, cycloal kyl

I ndol.yl, .each of tional | u
R bt Cegrob ey B S R DB o 2111
Wiixohl 4° shlomd&pboﬂdentyﬂ)ymséiaeon@,d from al kyl, al koxy,
cyano hal o, hal oal kyl, hal oal koxy, alkoxyalkyl or

e 3_NY; - 4 ,
YAyl o PR o TN . SRR Ml n-tviox)

bdﬂﬁbﬁ%@“ﬁ@“%ﬁybe i ndol -4-yl, indol-5-yl,

i ndol -6-yl or indol-7-yl. In such enbodi nents, Ar is

g{)ei-@lﬂbhsﬁld)mm - @rioth oholifl @l cafboylyl)-3- 01l - ﬁ@pﬂo@ylnp RBerldm 4-yloxy)-
Pﬁbggﬁe s.of fornulal : pis 1; Yis CRe;
dRORIMY VS ogen: Ar is i ndazol vl optlonally
substituted with one, two, three or four substltuents
Ethcychendpmmidin: 4sdbeptleidofropyh B Haydo)-2aylk 6 ky-didwar b)-
cyano, -0 al kylcycl oal kyl,

hﬁiﬁ?@}ﬁ%?gni; o%‘%tﬁﬁ?(%ﬁ 2)g-S(OrRf; -(CH 2)qg- NRth; or

C(=0 -NR gth wher e q isOor 1, r is fromO
?161 Eharglﬁde“élé%%% e ryts eiErTrn i s | ndependent | y
hydr ogen or al kyl; Rl i s phenyl, pyridinyl, or indolyl
eﬁc hFle[hdM’ﬂoﬁ}é] t}hes%mmamlchlyy aﬁ:ué;ﬁﬁblé salte @f vneldanqmandi ¥fformula I
t e or four.supstit t
PGS R Y SeebB R SRy oty oF ympda 1 ndividuany
bl sofuté ptegeattadyeim b odarh ereth kbshy pr@blktoxyfalltlloyl or
hydr oxyal kyl ; and one of R2 and R3 is hydrogen while

t he @Bﬁgﬁuh& (ﬁlfgﬂﬁula@hﬁ 5P la%r‘ld AB4iRYH Csjalltsr{mﬁiégdﬂ'(lis such as

nts azol -4-yl , indazol - 5-
FW&%@MMWH&CW%@Q&%ﬂcepztak}lp amriﬁ %&@‘I%H’@#Pddd’if‘ﬁ%%@%de/\r
hﬁdrﬁbl%fnﬁﬂélﬁh%splﬁ&ﬁééﬂta@'ﬂﬁnaﬁa&e lnﬁkﬂ@eﬁ@salﬁ:yléke klﬂpﬁﬁé IBiivate, citrate,

ts of formul
gatagen gag elgtreeta tﬁrd)]teo et/&lan sy p%yp?t& %’Fﬁfrrgg Bieptg)ia %%o%lorlde salts.
Apbisolvaties ynshyaisatet olﬁc@tthpmutnkls offermtilad,antlhh@esabts fédraupart of the
g#%ﬁﬁhh%ﬁﬁ§§ each i ndependently sel ected from al kyl,
, hal oal kyl , hal oal koxy, cyano,
alkylsulfon ony, -(CH 2)g-S(OrRf; -(CH 2)g-NRgRh; or
_ ( CHComgowp dsoyf Tm g i carphisie@ng OF &nqge asymmmetric carbpp giangs and can
&Qstdn tRIHrB ¢ Bﬁﬁ’éaﬂ urdGhan 86 eRNmix@ured Qﬁ@ﬁﬁﬂ@ﬁ%fsysgclll as, for
or indo

hydr ogen or al henyl , ridin
B A S TR A b AR A
three or four substituents each of which is

i ndependently sel ected from al kyl, al koxy, cyano,
hal o, hal oal kyl , haloalkoxy, al koxyal kyl or
hydroxyalkyl and one of and RS |s hydrogen whi |l e

' o, Y T T
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where gis Oor 1, r is fromO to 2, and each of Rf
Rg, and Rh is independently hydrogen or alkyl; Rl is

w@b@nps299pt i onal | y substituted once or tw ce WCTEP2006/068649

substituents independently selected fromalkyl,
al koxy, cyano, hal o, hal oal kyl; and hal oal koxy,

. : £ is ..
AP P A O B s
aqiive &mnesi oan dariobdinedrfoksexg plobyrgselutiomhethe rgcengtes, ynagymmetric
RathdR or Bym Ret R Qﬁro?’l@at@gﬁ%)lg%@g%ﬁﬁo gItaPF'fy SitRia&tral adsorbens or

conpounds ‘nay. be represen jy formula I'l: wherein:

R RINERERD ieHPEYEH Al At 1gs& T8y dr ogen or al kyl ; and

Y, Ar and R1L are as defined herein.In certain

enboliwik bt spmtcibied ndihetht com¥osn dSkbf gbmeralefotranla I in this invention may
RO DI MR URAD i€ poSy iy Ry it Syl ofpoversion
bankttaitle parbgdiompousd of viverFhysialdgicallRacceptablpiain d metdbplically labile
FiRRLLdUh AR AFYdapaRE OF HERAREN o« AR 28R o pRUREL b dth 84| formula T
phenllS [ agfly sﬁb gtedb hgﬁ. shita) formula Lin

] or option bstit O napht In certain
wirp gt onvishipthe ssppeiphthiyinvertiops opt i onal |y
substituted aryl, Rl is optionally substituted phenyl.

I anA_rftu&hé} aepé&oldfﬁe@t@emfm@ﬁﬁﬁ :islathb brochgs_ fbﬁtlﬁgﬁ:irﬁiﬂﬁiuhﬁé of
subst | t ut ar | S tl ona substitute
SRR BTG ala 1 aecieinte, b SRR USROS 11 Ru

is optionally substituted aryl, Rl is optionally
subsb) teattog aapitdvalded farmylla Il n certai n enbodi nents of
formula I'l, Rl is optionally substituted aryl, Rl is

optionally Sébgl t wted napht hapen-2-yl. In certain
enbodi ment s Gf fo I N\\_RV/i s optignally
substituted heter dch Net eroaryl may be

sel ected fromA*AdoNy, pwridiﬁQH, t hi enyl, furanyl,
pyrim di nyl, pyridazinyl,\pyrazinyl, oxazol yl,

t hi azol yl, isoxazolyl, ithhiazonI, | ror dagie thereof,
pyrazol yl, quinolinyl, isoquinolinyl, quinoxalinyl,
benzot hi azol yl ., -benzof uranyl , . henzot hi ophenyl or
benzgﬁg?1 ﬁ%dégéﬁegﬁ%¥%ﬁ£ﬁP$H% dfituted. In certain
vrth olok aremiesf dfe honmiallH 11, R1 is optionally
substituted indolyl. In certain enbodi ments of fornula
I'l, RL is indol-2-yl, ingoffg-yl i ndol -4-yl, indol -
5-yl, indol-6-yl, or iqﬂpl-?-gffaeachﬂoptionalIy
substituted. In certain &nbodi™ents of formula I, Rl
Is indol-5-yl or indol-6-yl, each optionally
substituted. In certain enbodinents of formula Il, Rl
opt i mnadthiy asisbglouhdbécheifsrminddl - 2-yl . I n certain
enbodi nents of fornmula I, Rl optionally substituted
is indol-3-yl. In_CertakQ enbodi myts of formula I,

Rl optional ly substit ndgl/-4-yl. In certain
enbodi ments of fornuljg R1/opt\onal |l y subsk i t ut ed

is indol-5-yl. Ing enmNodi ek of formula I,
Rl optionally substituted is j{nd -6-%;. In certain

enbodi nents of fornmula |1, Rl optNonally substituted
is indol-7-yl. In certain enbodi nent 380 fornmula I,
Rl is optionally substituted quinoligyl. In certain
enbodi nents of fornmula Il, RL is quinolin-2-yl,

qui nol in-3-yl, quinolin- 4-yl, quinolin-5-yl,
quinwhﬁﬁm@RyR,mﬁhﬁ@@?%ﬁkim9¥h@?mdwﬁﬁélin-8-y|, each

ot iraBadely substituted. In certain enbodi ments of
formula |1, RLis tionally substituted ) .
&QﬂVﬁG}rﬁgﬁL%‘EWPO‘}W Hipsd e frpBatpashy doay agespiphlegeidaddition salt
Rl is optionally substituted pyridinyl. In certain
enbodi nents of fornmula Il, RL is pyridin-2-yl,
pyridin-3-yl or pyridin-4- yl, each optionally
substituted.In certain enbodiments of formula I, Rl
is optionally substituted pyridin-2-yl. In certain
enmbodi nents of fornula Il, RL is optionally
substituted pyridin-3-yl. In certain enbodi nents of

e
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In certain enbodinents of formula I, Rl is optionally
substi tuted benzoxazinyl. In such enbodi nents the

“ubammmxazinyl maybe 4-met hyl - 3, 4- di hydr o- 2HbenrGI/EP2006/068649

, 4] oxazin-7-yl. In certain e di ments of fornula Il
Rl is optionally substituted benzothlazolyl In

cert :
CoL T PGPS TEDL B BO7R b8, PR s v
adidg, fm@arap]emydmhlogldgmydmpnydes obesphpigt aggtate, fumarate, maleate,

pﬁ@ﬂ%héumlte %yru)(/hte élf}at"éel%tﬁienmﬁﬁ@é?ﬁb MRAtSe Md ﬁl@ﬂh@ﬂésﬂlphonate
i s _optional substi t uf ed benzothlazo - 6-

ly
P%?f%%dtaé? Hleéﬁ‘BERﬁhFPéWFssalé% Iy tdigpny these F‘&fOFléloE}ibﬁ%l@r%W Gpntain an
sqihiedlért B @6l alikhli aFlotidé sald, uchels tlieh idmedhida et erestiem @hloride or

fqgnula #IﬁrRl S optionally substituted thiazol-2-yl.
PRATEIM & W gﬁbodinents of formula Il, RL is optionally
substituted thiazol-4-yl. In certain enbodi nents of

f or nlxl motd detfll thescooptauodabf fprmuladtdan be ethnulicared By fHe methods

gl%l{;ﬁél&@ t%@lﬁ%?lhéﬁ%ggﬁ\r%n% ey EM s br b&n d1§ o%@h&éi’l‘i'@ds' Yhe
ubsti tuted benzoxa tain odf ments of

pisPaidtign pf conmpoyngls ﬁﬁ @qmula Ip?/ﬁ'thg pfpsgltylpventlon may be carried out in

seqed tho ¥y pdieeydent fHeﬁb fowdey SyntReRBbNAX YRREAYA are shown in the

met hox hen chl or ophen 4-chl or ophen
f'%la&vﬂngesc ‘éélfl{l%ﬁeﬂuléﬁ@ﬁ%a. %féml% gl R 4R pSfcation of the
rESu]ltlngq)kethc;sl are kgl tcbthybe, skilted dh 16e-art. 'Rhe suhsmimlen?s- apnld, indices used

Slat% gﬁfa%%x%ugg@és o]i)tﬁgpéfltthg Fﬂ:o%gs e% }ﬂ)é/% ﬁ?@mgﬁm 2 r 10&1S hé/ixlém before

@ﬁh@dhﬁ@ﬁ@@ubﬁcﬁonWmWa I, Aris |ndoI 5-yl . In
certain embodi nents of fornula Il, Ar is indazol-4-yl,
i ndazol -5-yl, indazol-6-yl @ghddpzol -7-yl, each
optionally substituted. In such enbodiments Ar is
preferably indazol-5-yl or indazol -6- on In certain
enbodi ments of formula Il, Ar is inda 1=G5. yl.In
certain amomwmnsoffonmlall A(%s

benzi m dazol - 4-yl, benzi

benzi m dazol - 6-yl or benzim
optionally substituted. | pg-sStc nbodo nents Ar is
preferably benzi m dazol -5-yl or benzim dazol-6-yl. In
certain enbodi ments of formula Iy Ar (s HO ;0"
benzoxazol - 4-yl, benzoxazol -5-yl » benzo azpl-§ ydr or

benzoxazol-?-yl, each optMﬂﬁhL;% substitded. In suth
enbodi nents Ar is preferably oyazol - 5-

-yI ) N
X ¥l , each

| YH X

benzoxazol -6-yl. In certaln enpodi ments of rmula 11, ﬁ/o
Ar is benzofuranY 4 yI benz'8f ur an- 5-yl ,

benzof uran- 6-yl b WZofuran 7- yI each optlonally

siak ed. okn suchGenb%dPu-~ i SEtpr ef gr

ben r ap- yl—or—benzofura Aod nore

peefefablly benzof uflan- 5- y~ cHrtaPn enmbodi ment s %f
formula I'l, Ar is benzothien-4- yI benzot hi ophen- 5 yR

benzotHWophen 6-yl or benzothlopﬁen 7-yl, each
optionally substituted. In such nbodlnents IS

pref erably benzot hi ophen- 5- whldr bgnzothlﬁp en- 6-yl,
and nore preferably benzothlopﬁe -5-yl. | ﬁrféqn
enbodi nents of fornmula Il, Ar is Ybenzot 'azolk\/yko
benzot hi azol - 5-yl , benzot hi azol - 6- yl or
benzot hi azol - 7-yl, each aptrormakly sulftit ut ed” In
such enbodi ments Ar is pref prenxot hi azol -5-yl or
benzot hi azol -6-yl. In cert@ nbogi méht s of fornula
I1, Ar is indolyl, indazolyl, or p?rrolo[Z 3-

b] pyridyl, each optionally substkiuted Where Ar is
optionally substituted indolyl, is preferably
optionally substituted indol-4-yl, optionally
substituted indol-5-yl, optionally substituted

i ndol -6-yl, or optionally substituted indol-7-yl. Wen
Ar is optionally substituted indolyl, nore preferably
Ar is optionally substituted indol-5-yl or optionally
substltuted |ndol 6 yI V%ere A« 'S optlonally

Y

1 . " g o
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each of which is optionally substituted. In certain
enbodi nents of fornmula I, Ar is: indolyl optionally

weasheat ed with one, two, three or four sSubspPCT/ERPIVNG 068649

each independently selected frp ¢1alky| al koxy, halo
hal oal kyl , hal oal koxy, cyano, a kylsulfonyloxy

AR P A Ry s SO ST
Rg, and Rh is independentl|y hydrogen or aIkyI RL is

pheng! Thasyrihgsasyf ethers arqaistclyl deseriited o litgratiss ang the procedures are

RSV P RAbYe B URS ﬁﬂt?%ﬁ@adﬂoﬁ RoRMieiond ¥ cribdarif €it@htufOMtecting such
substituents each ch.isindep dentl sel %(t}ulgeto

FREHANSISRS 0T XTI oregrghgnsnﬁ r(ganlﬁ %f% ations:
Fﬁﬂ@@hkl@l}bupﬁrk@xa&ajnlsﬂnd@dlﬁm IR'ML&&H @yLaroE{It %l@l—lwlhn& Sons, New

pr e A a%ﬁnﬂ%eﬁg Tns?qrnxlglor? %an lr)‘r%o (flﬁc%d ‘t{y en%lgﬁ;%lre%ctlon é/ondltlons
whtblarddeorhmonlyduilis&l i the sanchdlied 6Myisuiprbui naaoion’7wiaich i3 known to

ﬁ%@@ netﬁpgﬂ allg %&el @éschﬁecﬁ%ﬁ{@%@@aqu]? leMit noBﬁ reaﬁlon Organic

|no ﬁg‘i@{ certaln e rrents ormu

Reactippgyy wrkob‘w&ﬁa}ﬁﬁ@é A %e find it can yngant &m@upﬂ%phenohc
hlbsias Ier1ﬁpM£olﬁﬂl§3HU Guﬁ%ﬁh&%ﬁlrﬂlé}&mﬁﬁ@ﬁlﬁﬁlb ¥r BRL&MIEBY methods
fronwgfgl al kox hal oal k

| oal k
ﬂ%ﬁﬁﬁ% rﬁggfegt‘ﬂ:sfoa |na)gz ods linely"nztil dl\{esz(rb)a? ﬁggrop?lgal) under conditions
&hg}obﬂgﬁfphoephme fuChi2g Gﬁlﬁ(tyl@wsiﬁﬂin@l?h triphetygphgsplain®amd the like and
g‘dgzo cgggo?ﬁ% Blﬁé Qe 1 QZQ)%IC%%T ﬁ SOIer%jartl1 %zodqlcgl;’béx%zlate (optionally
afh

en or  a
p%fm@r hgund) ofih tﬁﬁdmt);lam@la@rb tetfamieth yb pzqdmaqu}mlde and the like

ﬁluabs%tlvetn%' E&Qm\é\ﬁnljh LOG slcWRrantBIREHAHS 1@ WraBYB ki hH 8Bl Rne,

each whi I's i .ndependent |y sel ected from al kyl,

5161%@%@}%@9%@01 tha like. Thareia R PRIty iy sesfnigsiep on the nature of the
adlkemx Ycﬁbdﬂé’[hpl@&e é%@%&h&Mt has\ﬂosacﬁkl;se affett oA ¢hdifeadtdnadidhe
t

FF@E?@? 1n¥/1()jf¥o§ ﬁtbch ehtﬁp re@g@tﬁ El)( #eﬁ%tgé gén%é %gtrsﬁ/t. The reaction
camd'akcppla& giler a widtazote G-teyperaturenaaizibb pl‘fec;sb reaktiors teatperature is
Cfgﬁ’fc gtﬂ’?ff ?ﬂtﬁ)npﬁ’\@ef fﬁ{(ﬁl? %:%migﬂgﬁlz%l ofut He reactlloin w1% heating

certaln e
frgm yhiewf] t@l[nze@tus}e By yaflyyd Theptme rguirgd iQIHb@ feagfiasdmay glko vary
AnRly, B¥YRndil¥Rem ey Fa%fs ﬁHQﬁIy' thé‘?é%t%r?@ﬁﬁ)erature and the nature of the

|ndependentl sel ect from al | kox

IFAEGAY KAV AR 51 3 rorg ki fo %ﬂVR%?@ éﬁﬁywﬁy suffipyq vield the
2)rap&(rdsoRfarmul{ CH2) g- NRgRh; or - (CH 2)g- C(=0) - NR gRn;
nhere gis Oor 1, r is fromO to 2, and each of Rf,

ph ngr grna lVell}a cé)lﬂﬂggl?&do%@%n?ulgl ¥9 grggg ?u%‘r}%:?édﬁxla re&wh?n which the

Diptriotin H yilbuthstiutadt vk VK cibie commprcialy ssilgrie poaacessible by
BRIk he&nbéd ﬁl%féré?lfcem l%hnétﬁoﬂpﬂ?&ﬁpﬁecﬁé Ly, Sebgripete).

from al k cyan hal o
ﬁan@apmﬁa}nmanla/d%%}nkwh bYpeh 9@#@&%%@ arg widelydesgriged in
pieeatefe AR kabn i3 thdse My the@@eThealigg bhfipaX BaY bd syadlakdtkn group or

RLRHE haR s (4 Bﬁqoa()%e?}wﬁneaﬁnesﬁ&nz?Wﬁ%ﬂ% wlfogy

pietiranbso]l f2n @-anHplye likk) 6T reactiomymizht b§ arBeddyntyin it ﬁre;dnce or

lﬂﬁel’?&%} %ngg Jﬁ%‘l}rgf @Vb in the Je%n%?% %bagse olventsdhké:
S SR S L e S D

helinr e, Bl taAbné BEPlrediic¥ |areod%tn'vé}ﬁ§ﬂtlyYus@élJ blshtelré Whe %ai/ﬁc‘hnir restriction
one or tV\D sSups uents each i nd epen dent | Yy sel e

o1 g rléﬂtlp(r§|of thy qQL\sgg}t torpsg eglplwdo]éqoly%ed thas ptdigs FQB)@gVérsedeffect on the
eatadsh, orathk ydagen th arvplved vind tHaC can disSf1¢) thfreagef €Hht least to some

LU R S0 T PP By bt ss et

i ndependent|ly hydrogen or alkyl; Rl is phenyl
optionally substituted with one or two substituents
each of which is independently selected from al kyl,

al koxy, cyano, hal o, hal oal kyl, hal oal koxy,

alkoxyalkyl or hydroxyalkyl YIS CH and one of R2 and

' o, Y T T
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i ndependent|y hydrogen or al kyl; each R6 is
i ndependent | y: al koxy, cyano, alkyl,

wae@yoioedokyl al kyoxy, halo, - S(OrRf; and - C( =QrREBHNG/068649

wherein r is an integer fromo1 o 2, and each of Rf,
Rg, and Rh is independently hydrogen or alkyl; R7 is
f
L5 95 U AL YA O D onccan
thiedikei Thevieaction can takamplacs owptd ‘@ﬁam@ge@@ Ipsperafpeed and the precise

e T dmplerardRgs CATRREAAGS RS 1ntvé]§10'nn%rﬁﬂdqpcd'fﬁf¥m@§t 3RG &y out the
specifically,. of formyla I V: wherei

R3, R4,
regctiqewith Agatine frgna ag@%fﬁ%ﬂﬁ@ﬁ@.rﬁﬂuﬁ A he élmegrﬂ%ulred fof the
aabes menhiso 0dryWaddidld@péndingd Sremai D FRedrs, HofMdbOLIhe Sedtlyn

re s | cal |l f
%Tpe@ureﬁ%%%éanatﬁge (yfége reg%%lthi{aoﬂege 28 paré(}/cf %Q%orﬁzjrﬂ ﬂ& several days
will esubbylsuffewt to yofld fhertitiglcamipountieVHi n Yis CH and Ar is
optionally substituted indol-5-yl, the conpounds of

the Bw&%&)bﬁ’ﬁhsw cpl?bggfbjec?éaec%' frbgc%lthn %uﬁﬂﬁgﬂld%le\’NH will be

wher el n R7 are as
ebptitnaed heloaenalkylsubsiteetth béWbﬂmsr‘éWF%tso‘fﬂ(ﬁo%lh‘iﬂoal apd arylsulfonyl
theticehi, et th?&@%%wﬂ&&ﬁﬂﬁa@kﬁaﬁrﬂ,ﬁ akylat dr)éul%nylatm g agent

I R,
(R TL e Ol Vi er el T R S P B R B or oy

fettrods &nbdwvn whereer t) aapprétiand Topicdl sxoppleooiadnl alkylating or acylating
%%kﬂ? W li}eergeﬂhgﬂ% d%dg' ”X—Ilofontltggfr ?91{@ Q#Qqé‘ffﬁf Véwetf'l%l 'n'i]é{ﬁgﬁ Egl?onate

Rezthapesu Ry IcRBrideer plagndloRForylehleridal 6bhdisign herraimanlyied in such

Bk & tPhnSraPRdiioR Mesviatly ti@srcﬁg&ﬁm\ﬂtera%ﬁ@ aS@RhGEH to those in the art. X
conmpounds may be nore speC|f|ca Iy of fornula. Via or

YR icyhispun & 2HAUPRICh RANYREI02RY 2roRB, <Clﬂ8rm%nba0mmeawéll§§ or pseudo
Hgb gdrm@@r (@JgntriﬂmOedmgﬂylﬁﬁﬂﬁ@eaﬂfoﬁqgr wﬂaa)hhdnsmlﬂ@rﬁlrﬁethanesulfonyl

t d d |
?rhdZthg é@ Ha geasﬁoq ﬁgg}ﬁ \e/' gﬁ}é}eg ?rgy % é)?%rlgcg o(r) absenXe Of a solvent and
peé&Talily ﬁaﬂlﬂey)r@éndemf alase. $blven tohiles BilN-dimetRylforRPmiB8, N,N-dimethyl

5% a e, t5§ah ﬂq}\ @ﬁ%ﬁly@ftrgle E‘h Qgrge &‘F[(?dlgﬂe I‘tthﬁl%E}E 3ha the like are
I ments o rru e su onpo may
%Wﬁ@lp@ﬂ&swéu Tlilfzfalslfy) R tigudarrrastECtiAT %p the namrb of tfje|sglvent to be
’yedé\ﬁb%ﬁdié@i thht iRkas ﬂ:@adva%e efféot oRRPhe RctiN¢ tFe re'%@&lté'"ﬁwolved

e i ned herei Ln certain enbodi ments o

%‘[ ggar} ihlssol‘fe\; e Fe@gentf \%leav to yRme %en sue{%féhe ngon is carried
Mhﬂ in the pi@senaé ofA bize. Siﬂﬁblafba&z irgdtedeR3diusn hydiidegan and
etﬂ%dﬁ%ﬁégﬁ%&%% %diu OIerlf% 1¥d FeSu et IH f:@blo{l]%ggrrl(ﬁ %rllk\? The reaction
&4a, takdplasd Qvel/i a/,lde\ﬂab ge Q,ﬂtbmp&,(iatm@s and thre pbemsém_eaps'oﬂ tem’perature is
Q&tdrﬁ’ﬁgﬂ thhéMQé{tiotnuWﬁrﬁf i L:om%lne n_EtoocfﬁhI g ﬂeyreactlon \¥1th heating
substituted phenyl. In certain e nts of
framnam igny tenpenagire faeflugviie time seguirggh foryhe reaptépn yppalso vary
Mldely, Véﬂeﬂdm%ron\fhhrby faalard ﬁo@BIyl tﬁé‘ﬁiabt‘{orﬁﬂéﬁﬁfefatuh&te%ﬂd @dhature of the

B FNET R PEFGH B F Rtk 48 SRR sy i pagally Gicho vield the

Mg cobpodids IXi a, VIb, VII, Vila, or VIIb, Rl is
optional Iy substituted aryl, Rl is optionally

b - - i . ' .
S U S& ' Tﬁ@%ﬂ%ﬂﬁ% Pﬁ’ ﬂﬁvﬂa I re Q/g&frﬁfd @toe&’%bl% 'J}%HE @1&’&} basic
mrbhtlcxm for gxaraple by uying fthign hyér@@dq paRYh Ylraje bsa basat B free acid
8f My offi shfeab@@;antqgléédpyedst@ Qﬁfo'rﬂd%f)ﬁ&lrféap hfdk@dl@@arahlasedl M Syntec,

C@M 6i\()l) %t e\pﬁoc res %41% ¥ﬁ glosq/}(%llrtmél\lgﬁf g)lrlrleﬁctlgp FBndlpans described
Inslitefatire affbdtiv gShkﬂﬁlteladitldn@ Qedvet emnqﬂyl(:on@mneﬂ@ﬁfe ereafiy |

;lrrﬁa%gtblf?%nzsltel%ri/s“ S?udl ny unc ?n%é}zrl()%?repsr 18 ?gllfi’%ﬁ}/tgdn, Richard C.

oxazol yl, thiazolyl, |soxazolyl I sot hi azol yl ,
inidazolyl, pyrazolyl, quinolinyl,isoquinolinyl,

qui noxal i nyl, benzot hi azol yl, benzof uranyl,
benzot hi ophenyl or benzoxazinyl, each optionally
substituted. In certain enbodi mrents of any of fornulas
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Vib, VI, Vila, or VIIb, Rl is indol-5-yl or
i ndol -6-yl, each optionally substituted. In certain

wendodsayent s of any of for rrul as 11, 1V, |Va, PODEPM)6/068649
Va, Vb, VI, Via, Vlb, VII, Fgor Vilb, Rl
optlonally substituted |s |ndo 2 In certain

%ﬂ&&%}g@.{‘/}xﬁm\% 9% @Ew\){%}}m\fﬁgbé)oyve{;“‘é}lg& }{%fnlffyll?ent\/o use 2-(1H-

bptzotreableyl - slidd st 3. 8-tieteangtBylp ey m 3etydfluorgbagate radl n

%g@%%%gyﬁ{ﬂ/l}ﬁar%{ng%%llng&h Rfrﬁ%blﬁﬁea Iyleldm %/5/ corhyéhnd MornYula Ia.

opti |1y subst dis ind n certain
enbotl 4ok ?baﬂ‘%ﬂ% © flisr i Pr| é}lgtsm?wewat heypyghtpptionally be

Mebjechdl, todlspbdéqaent\lkylatMigireackibh as deeriddd dbové&inder point b) to furnish
%tde %II soubatituted is indol-5-yl. In certain

Enboc Pany of forrmulas I1I, IV, IVa, |Vb, V,

Va, Vb VI Via, Vlb, VII, Vila, or VIlb, Rl

opt i 6hqma§iveé5u sempoundlb ¢ Herdiollatel 91l arylpted deratbirpnic acid or a

@%ﬁ%lbégfep Bﬁfo%uw (thef %IHHJ\G}?&aﬂyI alvallalblé 01l a¥@ess1b¥tby nYethods

6$§Etﬂafﬁiam|r9fegeassstqrtbmr%h?%9 ke o Th‘i/?rt " ﬁpler@t)flateh Conditions

&ﬂ‘bﬁt@hm&@ 1erfucH BYpeo bf fravsfidth@sioh late ddsdfibdd\A litdrMare dbd known to
|

VI b,V VI b, Rl
BBt Bt & Bt thTe Rl 4 e Ny Gl 1o, . Tetaahedron
Y93 IPEHT)s Rbtandfvwamrfarﬂmymwlaﬁcyl driHeterbaryl dovtapoulndk,, V,
Va, Vb, VI, Via, VIb, VII, Vila, or VIlb, Rl is

qui n %}t&ﬂa@vd coﬂg tri:tg(? Ilﬁca% Bé aryl%ﬂ 'Bg lcbtﬁ éu c? of %eneral formula R'-X

qu n qgui n
GrithaoFaRmgLaAlly aé%tl«:ih ed)étap‘éffﬁ?ablr?)‘k’ys%ﬂﬁ%‘tqstd@ﬁcéé’ed fihregapRegp Ar by

ﬁﬁﬂﬁﬂls [{ﬁ&bﬁ iDfh ety a@zﬁppfr@p”tﬁﬁﬂé)aﬁ"hé trhmsfér\tﬁatioﬂ&:an |b¥§ffec\t/ed by

BB bledrPartn 688 B LW G i ioR g ose i G atvidely described
eng)@mtmmﬁeslvleﬂxmyanmf M.oYamibmastol Tl; KoleVY, Tataghetiddm, Letters 2000, 41,

| |
%/p | oné? BN ﬁ% t%t’(?égh’éhwm&fs Egoﬁqz‘t’é Uﬂp %!apalss A Antilla, J. C.;
Hwb@gtl??mBﬁQhW@fd anly Johmg Gﬁﬁ‘nl %@ 20Q1, 128\7727)\/5116 legpng group X can be
Y@gen%bup dcﬁloerelbl?]rogﬂlhe i04ih& orcﬂseu\@ol }palog'gﬁ gir&up (e.g.
g&tlt%?fapthyl\{%%steﬁtltﬁné{b Patatple@wﬁ Wléﬁﬁt@atl%ﬁ%vl 6fld fhglike) and R’

&fn Beanfak@%r hbteroakW.grdid®, 1Vb, V, Va, Vb, VI, Via,
ViIb, VI, Vila, or VIIb, Rl is optionally substituted

pyridin-2-yl. In certain enbodi rents of any of

formulas 111, IV, IVa, IVb, V, Va, Vb, VI Via, VIb,

A/ [ I

pyr : éy ldsrib b}?v%: gtrl% %ﬁ@@@g?%ﬁ{%&% fets#i‘ftﬁrgventli)n can be

as d1 ntsifymthe wreatgment wpd/ox/preved tipn sea hi reyassociated
anm@ [feapthe reatyent yhd VPVVH?QfI sgp whiol grey

Qz[th‘t/lhé, &odﬁﬁtlbﬁopﬁBlrQ&?tdré{ substituted pyri di n- 4-yl. In
certain enbodi nents of any of formulas IIl, 1V, |Va,

Vb, V,.Va, Vb, VI, Via, Vlb, VIl,. Vila r Vi|]b, Rl
is oft @&FQFFW%%%’W?SE}P%odl%?fﬁé?ﬁf:’iaﬁglwlﬂ‘l ‘%eéré‘?‘{“g*t“r?n of H3
s disimehss d)ieaﬁlyvhdxfh danrbremfea&:dlahﬂ/ or Ip¥&vehidd by imdalulafion of H3

%éu?pr%/%a§uéh déseafes eﬁ/éok?nn%x alb’ut é%l rdr 18 te}{k%)%gfﬁﬁrz kl_%‘ilalb’olic syndrome
epo droxre Xn n@nylogquhdlmml 1n¢1u¢mg lAlzimqusn srebsease; dergentia, age-related
ﬁt%ﬁﬂ)r? Q%s‘ﬁﬂ{@ﬂoh}’mﬁﬁl Q@éﬂlﬁ%t ﬁ‘%alrh{énf: %B%ﬁh% @éﬁéﬁdétféﬁmn? d@ﬁcu

or nmul as
h/mfraomty diyprdgr, estlepw |rt§urmthlspsﬁtlp8ﬁama§0r§ @B’élt F‘tlg.ﬁ“éla
Batke¥@k dRefie ythultiple CRFGR, E’tr(ﬂd&b@ﬂtlmts‘&h@f) l&@ﬂlaodepresswn

%}f({lc qll)iafsna?ltllohlslc@/ ssan%ile?ps(gg%gfaré Hbthuyn%[}%rg? ei)/%}/taaél& othér diseases
benzot hi ophenyl. In certain enbodi nents of any of

formulas I11l, IV, IVa, Vb, V, Va, Vb, VI, Via, Vlb,

VIl, Vila, or VIIb, RL is optionally substituted

benzot hi ophen-5-yl. In certain enbodi nents of any of
formulas 11l, IV, IVa, Vb, V, Va, Vb, VI, Via, Vlb,

VII \/Ia or VIIb R1|s optlonally substltuted

o - . . " o - o
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Vib, VI, Vila, or VIIb, RlL is optionally substituted
thiazol-2-yl. In certain enbodi nents of any of

woéeromubas7 111, IV, IVa, Vb, V, Va, Vb, VI, VieCT/EPI06/068649

VIT, Vila, or VIIb, Rl is optigppally substituted
thiazol -4-yl. In certain enbodinents of any of

(7‘% Mﬁarfstﬂnlla ’all%;ﬁr balllg% 1h¥1pcgg¥}r8vngrcis gnSsSVIé: n %és on \éilpdmc

pbitaetive Eﬂmonamﬁl@eemmdrgaetn%@vﬁsmﬁk SQfﬂerany of
formulas 11l, IV, IVa, Vb, V, Va, Vb, VI, Via, Vlb,
VI, VA I%ferélﬂea@ |e@c; th%sz &s@d’lﬁﬁ)&leaseﬁé/&d)éi’ét@d Fith lmodulation of H3

%c%{a%&%%ﬁﬂy}besngy b lécpﬁép'gﬂme (YR B&@é@kﬁg}ﬁ%thaﬁtmg disorders,

wrtH@Ibes’itayydemlgrespee[aﬂlaprefamzbd| ments of formula II1,
IVa, Vb, V, Va, Vb, VI, Via, VIb, VII, Vila, or VIIb,

R4 | ?hmﬁ%@%mg,g&yﬁggm %gtgges%arm%euagmmggg B bl Fising a

@ﬁmp@r salefingd aho\ye and/g phammceupca%accv@tab}ﬂcarrw and/gr pdjuvant.
VI, Vila, or VIIb, R5 is hydrogen, cyano, carbanoyl,

or aFMer thé e eRBoh ﬁemlemlconﬁfoeheg asbieﬁngiflaﬂo%matmlas

In certain embodj nents of . f 11

t\yerz\pguth%ly agjjve svi)%‘[ancgf @art;ﬂufar Y | ragﬂltle/iaqtﬁfe s%?stargces for the
hyﬁmgeﬁnd/aﬂ Hiylention odildlsydssawvhiohyite dsboctated wittiRBodulation of H3
eCgrte sR8 is alkyl). In certain enbodi nents of any of
Fomoi®as 111, 1V, 1va, IVb, V, Va, Vb, VI, Via, Vib,

VI, Vila, or VIIb, each R6 is |ndependently hal o,

al kyn, anoylarsmbiedimetkiie inentipik paates torp metbee farabe reatrgnt and/or

bl%va{tﬁ)fnedf@@eyses fvh1earage as%‘&hﬁ&@ Wlth rtﬁ’érf?podﬁfahf)ﬁ HPH@ FeleP¥rs, which
cyano, or nmet h oxy Mor e gre erab R6 | uor o,

HWFWOHH’FIS%%%?W@“I“& at ?r@e%wé%b%aivwﬁ%ntoqf aginnound of
foomiid B ol Hdman Beind Meanil¥h A iWeth¥a for\Be trvatmeMt and/¥ Prevention of
VIlb, mis O, 1 or 2 and each R6 is

VI, Vil 0
PW&%{S&P&%WF@ fluoro, chloro, or methoxy. In certain
enbodi nents of any of fornulas I, IV, IVa, [Vb, V,
Va, Vhe inventiov farthes tglatagitp thaiseaf compatiiids, of flerinml®] asldefined above
f')or Wtr@ﬁﬁllantaﬁld/ S nﬂr@%ﬁ%ﬂ QL? Hfsjza)ée%lgh al%l A§%’ cmtél’i \lﬂ'?ﬁ( Yhe%odulatlon
c ano. I n certai mbodi nents of any of fornulas )
13 reggptorsyn, vV, Va, Vb, VI, Via, Vib, VII, Vila, or
VIIb, mis 0. In certain enbodi ments of any of

f or Nl @Rlitidnl, thd iNvenltida,reladdd to Me u¥@of é&mpdwﬂnds Vg ﬂ),rm‘uﬂabL as defined
at

s A Pl O RS g Sy P SR ST R ameases
ehivbdirerendgated withyhomoflolatroh aSHBIrégeptovs. Thvase dfdompédunds of
\Qjﬂjas\é!eﬁné{i z?oovyk(g th%/ lz ar\éltlblq'oﬁﬁ{eﬂl\{&lngn B e gneatﬂ{e‘ﬂ and/or
cyano or a position o
Plfﬁléefltmd?f@b?fmgsw In certain enbodi nents of
formulas IIl, IV, Iva, IVb, V, Va, Vb, VI, Via, VIb,

VI, Fﬁ/ﬂtllléimo% th/é ﬁ&senRﬂn@ﬂﬂorR@lélés&o hﬂé}lﬁ&gﬁ@ coin oGfdl bBfoRmula I for

nb 2 d I nt S o&a éne%aglenv?o'rr r‘gllilqﬁ??aémelafr an\dl Hrsvengﬁlé ogbbe@fy in a patient
a/hd 15RBsd 1$:cehy1d ¢ agatmeandith hdipatdiahibiter ahKydrticelydnovhehdh che lipase

certain enbodi nents of any of formulas
?’F‘qu sz’%(r a{'] Vb, V, Va, Vb, VI, Via, VIb, VIl, Vila,
or VIIb, mis 0, 1 or 2, RLis optlonally substltuted
phenlflis a fwithep peefesfedrbiesh alf 1R presemyiayangien tantpvidee wethed for the

treataiehv&p pleve%fu%ﬁ%l@wesﬂgtam lobes!itlr,l r§eld aiserce@vxgdmeaﬁl riGds

%lmquaflon g? f gleraﬁeuin:q }éf ef Fﬁt’rVg aglouilt Bf,a @mmuquaccordm g to formula I
pdongiriadtion (&Ui@ﬁciahuh @ﬁth@@ﬁi}élpeutﬂj’aﬂy effecR¥e afduiSofiosher drugs for

e ot
IR P A tlF o R e n e o Bk el et reter
any of formulas Ill, IV, IVa, Vb, V, Va, Vb, VI, Via,
Vib, VIl, Vila, or VIIb, mis O, 1 or 2, RLis
optionally substituted phenyl, one of R2 and R3 is
hydrogen and the other is alkyl, preferably nethyl, R4
and R5 are hydrogen and each R6 'S |ndependently

o Y .



In certain enbodi nents of fornmulas any of 11, 1V,

IVa, IVb, V, Va, Vb, VI, Via, VIb, VIl, Vila, or VIIb,
Woreeog/0629971 or 2, RL is optionally substituted PCT/EP2006/068649

pyridinyl, one of R2 and R3 is,fiydrogen and the other

is al kyl, preferably nethyl, and R4 and R5 are

t tLo g

g%lrg%’bgﬁgcﬁtﬂfr (Hl gss {ﬂ%ﬂ dg F[;ﬁlg I‘ifné‘ifd? hﬁ}ll%g r‘]cg 1 z{ﬁ?kéc%lg é?&? é!age ?ﬂnbltors

sastise serofonm Ileunt@ e ightthtoss wﬁﬁl) aldkagsyts theag anmulaltmm@tabohsm of

B@(i}p@{ KW bifal A bK QXY cia@d s YiRd dB¥hve fenkiHi PNy éﬁcgi}ﬂpassﬁrﬂ; separate,

such enbodinents R1 is preferably pyridin-3-yl

e opsipultapepus @AmAR i ¥ Bodi nent s of any of
formulas 111, IV, IVa, Vb, V, Va, Vb, VI, Via, Vlb,
VI |, TM team ‘dlpaée’lnhlbbltdilﬂ "irsfe, to ]:omlpoﬁndd?&hlbls aﬁ:p:fapﬂﬂabf iyihibiting the

acltll(%%tqlﬁ 1%5 ad fgly éxlagll Fl]%%alstrf%nar%gfpgrrl% B?tlcrl%gts% #or %%mg%% Eﬁat and
hp@athy@rdvgce:rbed ambIT e&etenRBoi %SQ&QE@pienpletnnﬂ iphipatoo of lepeagsoLipstatin
f3fa rﬁltL'ﬁQ rodh& o? ﬂﬁ&o@fﬁ’ qu 1%ﬂh%rl‘?s@§t 19@1@'&%1@)‘1‘ B ?Hfdﬁ%ﬁglon of

yrid may pyr optionally substitu one
]Wéatg)r Wré@a@q 1%@)1twstlﬁclgfiq@ plassagf @ggpyou@@ gqmmonb}{ r@ferred to as
za{cgalhk%ncmmscm k@MyguedbReptya@t &Mhtdhret Ay d9@¢§y"ﬂhé<ﬁekm lipase

B T o S B R Bl e

froemmuatiasal Phient Applichiian WVB9/3¥780Ud5eltvbo Phafimackitacals\hda). These

g&%ﬂhtelytala?mda%a% %eg I‘m {Hak ﬁleg 1h %Zl%reng 1t@l‘ute& w(ﬂgr 618@%'11{&6 groups that
inhébibliprses. ke éﬂrIIny%/ pasgrlelﬂlértelbl ajsorgerTipyises mr@n@bumsalbfraeceptable salts

BM@E&Q:%& oaRds. gfe ferRbipasd ARG RIS 1NAKL s t&ﬁéﬁf@%rd?&hpstatm
koxy. In such enbodi ment's .optionally substitute

%ﬂ1§ﬁratw&wfaéh?rﬁwtwl%fé%%mm%@ @bacrnaeerf gcardipge formula
DirnI dolﬂﬂgﬁ?ttdnhrmfaswlciahoawiml a thafabﬁlit}blallﬁ ytaef]mge ﬁraballatkofl |
a al oal ko xyal kyl or hydroxyal ky n
RRRR R e AR R BTt o mul s 111, T,
Ivb, V, Va, Vb, VI, Via, VIb, VIl, Vila, or VIlb, mis
0, 1TgrahgdraRpstagn @tpithlst@ﬁa!s b ynewmswmpqmmhusspmlrﬁ@i tlhnybntrol or
eron oBRY: Fﬁ%d'h é}}’l daae] sendr & gt Rer 4'5§8 @éd<¥§sued July 1,
ol met hy R6
%8

er ab are rogen

6 Whish @%ﬂ@éh&cwempeesseé;f%ﬁaaleng arlks&swnd Urs. ?ateﬁt No. 6 004,996,

Q/Htéﬁdilsféﬁi@&ssap@p@pr& HaysdBesitichlWoathoditioRQ IFu Ay br tfﬁ‘i‘t)ibl@%harmaceutlcal
one, _two 0Or hr ee

q?ufhgé)sllt:}ﬁ% R f‘a‘ﬁ)qég,q PRERN Q0 b %:J&ptalﬁ%f?n'ﬁgnal P%g}toﬁ%zplons WO 00/09122
had VA @@)’)@9123&%&1)(1303111@1)06@3’% fydhepsephiayibn of orlsarmpeutidised in

rgg?zﬁpﬁ%tglglAprP azgkﬁl %b\%a 1091%%”6’ 18% 345 09R® B‘ﬁ‘ 3 z%t% 449 and 0 524

ct “conpound
4%bresented by fornula VI mhereln m Ri, R2 R3,
R5, R6, and R7 are as defined herein. In enbodlnents

of f grifleBanlokectd ﬁg&ﬂtfﬂof\ﬂ&? ng'(‘)rﬁ‘ﬁﬁaﬁn With QI%BIn?BﬁhJi ¥f the present

substituted indazol - ounds of
gD igRl ﬁﬁﬁ% e eﬁeéﬁ?@%l?%p RIS AME F%bloral amphetamine,
mﬁﬁrea hen”q)hmmlrl%zbumplo%chla@heﬁfeﬁnﬁ{é dokerasrestedlofoesk,

(I;]l Bnnor{sx cporgermmg:s6@%@9*&%@@8&@81 (?%(gh V Io(i% fdeylgfgnﬁluramme
de@rocamplhmmmm diagh yipropioR] dipRemeR® xidRe:, NR8hylamgh®7maire

aemﬁbgt‘?gia&e?en@lﬁfﬁhlﬂe ﬂaﬁls&@%ﬂﬂ?@%ﬁéf qfudfogeggﬁhlﬁldogex

ereln IS optio

ﬁnalazlmeﬂssdg}nph%em@olmﬁm@lm lewehagsiepsiansnmagydgemefenorex,
Hi‘éfa@hf‘é@@ﬁi iofhk CabthY¥m@hethoim) heetrlepth Qf(ﬁ‘p i&uﬂbeﬂﬁ%drn@ pemdrex,
5 I' and R7 are as defined.her rtain
HEHAE: BRERTFAFNS, Rhen{fming B ‘é‘?:>t1pr88 ARBS- Mgy Yes
rinro@ asgne Cdithu tcoab ihy, SDN3ﬁ9),rSNAIa79@ SR 14X067 MRt @iabant), stétoidal plant
, : , r : n.
el 50 v MO LBl o

optionally substituted indazol-6-yl, the conpounds of
the invention may be nore specifically of formula Xl:
wherein m Rl, R2, R3, R5, R6, and R7 are as defined
herein. In certaln enbodlnents of fornula X, the

o o s o - o R



10

15

20

25

30

phenyl. In certain enbodi nents of any of fornulas

VITE, IX [IXa, IXb, X Xa, Xb, XI, Xla, Xlb, XI,
wXedoa/o62997 Xl | b, R1 is optionally substituted apgl/EPHR16/068649

is optionally substituted naphﬁ alenyl. In certain

enbodlnents of any of formulas VIIl, IX |IXa, |Xb, X

op t i ona l?gefere?”&béa%no%&{? %%Ilrt)s/ in%l @tnaﬁﬁng(:rflngonnagﬁ‘ntl and phentermine.

substltuted napht hal en-1-yl. In certain enbodlnents of

any Ofitabiy elgrtaye seratenin reuptakeanhibyprs of used, cogppinagtjon with a
&apoutldof (K preseflt ifen@6n Mcldle: ﬂﬁiloydeﬁn@ Pluk &Rl ihy, paroxetine and

?%%Etri%%ée‘tgrrptceuv%@mea% SBLHRb S of sy of

formulas VIII, IX IXa, IXb, X Xa, Xb, XI, Xa, Xb,

Xl 1, Suftabd, agents Xidt BtimRIate me@pbdliiomal bydysfabimtiutetbed are not limited to,
e % ba)TBY be sel ected from

gr%g&tq H?‘;rrmé%/er%gﬁ F’ 2 a@g%{) “furanyl, pyri m' di nyl ,

pyrlda2|nyl pyra2|ny oxazol yl thlazol

i sox&RonsEiof aicampRpagd 8f farmuiad laalzeamnufagtwfatm mpdicament for the

gedthehi M reb&@féﬁ'o@@béﬁw ln a ?h‘t‘leﬁh@ M'oh@é/llso recelvm g treatment with a

benzot hj gl nzof uran th|o
bRk Sleﬁ’ﬁ ré)é% cSpPERRISsng Bg% Pt e narb@totr gtig agent, a
sitdecick mbﬁln(lfeuptﬁke ohidior and as aMnk kthat bt)ﬁnulam ;mdtanlisK, of body fat,
1>§asoan becto?% rsebtl Vent Xlla, or XIIb, RLis

onétﬂ t)% uted” otyl In certain enbodi nents
of any of fornmulas VIII, IX 1Xa, IXb, X Xa, Xb, X,
Xl a, Tg@ Wse offajcomyppad of)form[ulqgl infe ingnirfagtore efaamedicament for the

tr@gﬁ{ent?’ari/d pre{féh%h “Fobbsit 'npgﬁhtle@ft Yho i¢ AdPtecbivinl ’trlement with a a
|.ndol - ﬁt each op tlonaII substituted. In cer ain

Epse bnl%l rst&fer%l—HyW&h tetEAMCRE O P415 alpogan plact 4T Pigent
Maentidn. XI, Xla, Xlb, XiI, Xila, or XiIlb, Rl is
i ndol - 5- yI or indoI 6-yl, each optionally substituted

: ;acﬁrlsg&? rs‘?%pﬁ% er b;ac? o%l)ro 1d%¢a n];&g(?ntr of %a]\{ment’ or ;%:Yegtlon of
Pstped@thabniat [I}Dﬂsllllblslm depeadenitglidbatte meﬂ;tw (NHDDMQ} ingd mman which
@Jmﬁqébe@%ﬁnﬁfaéﬁﬁ%f thhefr%éﬁ‘t’ilzﬂﬁl e\t/t'e%trve ah?fvunlt ?)(f‘a cér?fpour?& according

@p‘ﬂ’prlaﬁkt ljig ool PbaspEATITID 31mrapquﬂ0@brqf%f>thve amount of a
%@ ﬂﬂﬁlﬁfﬁrspz@tlotﬂﬁlﬂl Qfhefca PR li})ise\ﬁhhibltolr 15 tetr 268:drd1¥atin, Also an

ey et by deied3hosd bR tpugpeous, sparac o
snpoediaiedihimiafatianyfaicofmppmmd ascoMihg to foXnulaXdandlaXipaseinhibitor,

- X1, Xila, or XIlb, RL
égwm%%%¥%£Mh§%§PP%%$%d is indol-5-yl.In certain

enbodlnents of any of formulas VIII, IX |IXa, |Xb, X

Xa, Maus a farthexpeefersadpbjegt to prryvidg a nagthod phtreggment or prevention of
PRl @QABIbb%s minlsﬁﬁ'ﬂ @éi)eh&:ﬂt RBkred rﬂéﬁhtui (N ¥8j # a human which
enbodi nents of any form %] , | Xa, 1 Xb, ﬁ
SMPINSS ag@ml%agon le B thg@geutl% fyg esttvem%lnt a compound according

apforaRlIliy csmbifatibhbedssbSatidiowlth 4-tlydrapduticlBrdff@dttive amount of an

e dinments of any of formulas VIII, IX |[IXa, |Xb, X
%&‘rﬁ)‘a Rl 2 b, X1 Xita, or Xilb Rl is
optionally substituted qU|noI|nyI In certain

enmbodherenns anti-dabgtiofgendr iefer siw dgnpounfixseldcied, franxishe geoup
&smﬁ? o?qz) PI)QI@{ ag&lﬂts s?ﬂ:ﬂ as []?ﬂ) biazde (agtt)ﬁ or E‘)émglﬁazone (avandia) and

g\lél l{ffg; 3) r‘plglawdes &%h%m;lqtnfo(gmy} gh&]qu?:pgggql) [ne t}yq 111@If 3) sulfonylureas such
Hb@h¢1£ln8ieyghm@ﬁﬁﬁb @ﬂ{drﬁm aéllbﬁlcﬁt(lgﬁlhbttrbﬂl) eglybdr{aie((@ﬁd&tal) and the

% aigong%ﬁﬁs)n)i}lraeas %/Hcg as Rﬁeghn}@ﬁ: %tsYarhig) %pla%hm§ (Pgangin) ahd the like;

HPPP AlRk@tylagosists st it ast@W - 231 noH ithe iceyd) DRR I ¢einhdiitors such as LAF-237

enbodi nents of any of fornulas VIII, IX [|Xa, |Xb, X
Xa, Xb, X, Xla, Xlb, XIl, Xila, or XIlb, RL is
optionally substituted pyridinyl. In certain

enbodi nents of any of fornulas VIII, IX [|Xa, |Xb, X

Xa, Xb, X, Xa, Xib, XI, Xlla or XIIb Rl IS
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Xib, XIl, Xila, or XIlb, RL is quinoxalin-2-yl,
gui noxal i n-3-yl, qui noxalin-5-yl, quinoxalin-6-yl,

wa@eionosabi n- 7-yl or qui noxal i n-8-yl, each optiPCEEP2006/068649

substituted In certain enbodlﬂgnts of any of fornulas
VI, IXa I Xb, X, Xa, Xb Xla, Xib, XI,

§ bst
gﬂdg%h ?013%?@0@?5‘15){1@4%8%& c§r('t‘1 3§dmd the Jike; 7)

Bropkiinase aqtlyqtorsm)(ch ashe conrpounds dxgglosxbhin exg. WQ| Qﬁ)/ 58)295 Al and the
Pikd: 8) dldRco@aslhoitdRd such oQ B&dr@&%l(b%c&ép%; tntlgﬁtgld( lyset) and the
benzot hi ophenyl. In certain enbodiments ?

mulas VIII, IX 1Xa, |IXb, X Xa, Xb, XI Xla Xl b,

Xil, Xila, or XIlb, RL is optionally substituted
benzatsbianpb ot & thé invemi@es tied nneems‘ddd deserib&d gifovalfiyr thé
%{f%{u atlgﬁaqsusvslelgzllr'asel qr Seclll]éia}tlal a>é 1{11 6%%?11 otx b Xl élaccd)r%i‘m 2'to formula [
bechz theaapieniidally effecsiye hmenbbdﬁ ameamtsdlaMICbteﬂztox azi nyl
maybe 4-nmet hyl - 3, 4-di hydr o- 2H benzo[ | , 4] oxazin-7-yl .
f)eét @&@u&'ﬂf@@bﬂﬁ)@ﬁﬁd of fo"ilﬁlmsplf 1nfth75 Hi‘dh@ﬁct\ﬁé (I)f a Ihéﬂlcdl’é%lt for the
freateyshi yubipeyersigpHf To B aseles ot haison $iho 1§ ffseispeiging treatment
efthadiafendisoedt agdny isaflsof Or dBjdcast MelpresehtXnvdnk@n. | Xb, X,
Xa, Xb, X, Xla, Xlb, XII Xlla, or Xllb, Rl is

gﬁ%lo nal Séy ?rsetferreldt P O%I%tgl Ie%IZnict)efthod gg(% tr?%tgrllter(ftle %ﬁ)re\sentlon of
&:ahpl)dbmlaxun a)hpgnan)w}bch wrnprlséls a@[nlmstra)mon l@f a R]_eralgeutlcally effective
%ﬁ%h%a&%nﬁ}é ﬁH'aEéﬁ)tr%q 1g g(r? ﬁttuli]sl Ptﬁ‘%lom':_blﬁlzltronld? ags%E%ﬁbﬁ] with a

odi nents o
shgraprpticaly effsqtiye alxpﬁnt o3 hplédqut:rm@rag%tl b, Rl is
optionally substituted benzothiazol-6-yl. In certain
enmbothéRAhS1ipld 1awyrind adedt MefedsSto\bhpouhds sele¥ted ftodd theXsroup

Xa, . Xb vy Xl Xilb, X1, XlI Xl 1.b, RL i .
sptiORaef ) it Fursntniudi FroRnrioup (fist. colesipol
et nedt the boke; AN YINEG-ECoh neduasise/inhibitord§uch Xaatol véistatix (lipitor),
@tvag@mr fﬂa’_yc Lq}uvgglt?tm (ﬂshol%l;ﬂ %@aﬁtaﬁ}t (fﬁ:ak/?choﬁlmhﬁfastatm (zocor) and

opt1 ona stituted

ti,wdﬂs@t ﬁteh@eswolaqbyor@tlon drhbiters S“Vlhl 3s ezqtixnibp wad thepike; 4 CETP
iibitdRs su>éhaas t@r@etraﬁlb JTEGDS and 1. liker S)mFAkROL— ists such as

‘E?Pﬁﬁfgt lﬁ@l bSt @ gdfft h:ﬁgraég(lw?{ l) qugﬁbqai%j(%e;aj@) and the like; 6)

Xeoprétein s¢htheXik nhibikdrs sukihl as n¥cirfan dthe Xké;landR] niagin receptor agonists
0 |onal St tut thiazol -5-yl. In certain
SRRl iy arctiytHoﬁlg? ormulas VITI. IX IXa IXb, X
Xa, Xb, XI, Xla, XIb, XI'I, Xila, or Xilb, RLis
opt i Ahakn @bﬁgb@ftth@ untverttiqrhie tiyd methodps desseiped/above for the
§Hﬁ§ttah$dﬁts es@pﬂﬁtlre'ldi“ &iﬂenitt%t(lrhd?rﬁﬁfsﬁ‘htﬁbrﬁmmtnﬁ a@éorﬁﬂﬁg to formula I

formulas W I
%doa therapeutigally effegtivepmguniaf 4 1EPid lvaFINg aggiiti di n- 3 yI
3- nmet hoxyphenyl, pyridin-2-yl, 2- nmethoxyphenyl,
4- rre‘t“hmlxsepﬂewmpoan@ bf furmptnelnnlthe ﬂtaﬁhfa@ﬂhﬁ@&t&ﬂtylkdlcﬁﬁent for the
i n.enbodi.nent

z?t{ne f éﬁ/(i }’I)rﬁyolentlio& otf%/(shp eml%om a)aa ICI}& vgho élagso r%e V1n gl treatment with
Xlipd, lowering ddont, Raljosanhyigecd géthe pegsamion vagdobanoyl , or

alkyl. In certain enbodinents of formula VIII, IX
| Xa, 1thPurther fﬁ%fer?ga obﬁgct tc?%t%mdglatfnetﬁ%d of ﬁ‘éétfﬁentodr é?ﬂ:\l'elﬂtlon of
R7 i s hydrogen, alkyl; or ‘alkylsulfonyl

ny
byagrtcptien & Reunan mhv@tu somnrﬁe%:f’étmlatsmté%e W@tﬁpsuféqaﬂaﬁtfectwe
ehohier 5Tl s pdluh i ,acdoﬁhnlgk@forhﬁ&ﬁh I ﬁﬁ,co?ﬁﬂmaa?ﬂ@n 0§|assoll<1|aﬁon with a
I naepenaent |y

ﬁ(‘ﬁf "‘é)ea(%t‘f% F%fe%%ﬁ%muﬂg‘tfoaét W%@Fﬂs V&?y% n these
cases, R6 is preferably, fluoro, chloro, brono,
trifluoronethyl, cyano, or methoxy. More preferably,
R6 is fluoro, chloro, or nethoxy. In certain

enbodi ments of any of fornulas VIII, IX [|Xa, |Xb, X
Xa, Xb, XI, Xla, Xlb, XIil, Xlla, or XIlb, mis 0, 1 or
2 and each RB 'S |ndependently quoro chloro or

L, T . o o r o o
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In certain enbodi nents of any of formulas VIII, |X
| Xa, I Xb, X, Xa, Xb, XI, Xla, Xlb, XIl, Xlla, or XIb,

woreiog/o6991 or 2, Rl is optionally substituted PCERRI006/068649

and one of R2 and R3 is hydrogepn and the other is
al kyl, preferably methyl. In cé€rtain enbodi ments of

any ?ﬁﬁ {?Pﬁl%{-ﬂ%%%runswk Xgan]lt X « bllgg%i Bé’ss lovxépm %!;ent refers to
@pﬁp@ms Isgle@,eﬁbﬁfpmttbt: e@upW@nth&ﬂfé) dh gRpengindeqRaeiting Enzyme

bﬁ%ﬁ)&&ﬁﬂn@@@n&ﬁﬁn@ﬂéﬁﬁz@ﬁl ?bt‘éﬁ&m) Eﬁﬁgﬁfﬂa@hﬁot%t Qﬂ/dlaprﬂ (vasotec),

hydro I.n certain enbodi ents of
fostnenrihem e qnril). fitnopigy pripgy, zegtri )(énowrﬂkﬂnw%rsb Pel%l%oprﬂ
Wolversuth aguitipriKl ddoupril) i rambbril X aledce B tralRdolaprilo@idvil) @hnl Yhe like; 2)

bsti t.ut h |, f . and [ d d
Aesloh it Re R A= ErahabpRasr s et e S dan
éacttan cinbdRértars (avapie paosietan I(gozaal) gelntiyatea (oricatidepxyplsaltan (diovan)
e%ﬁ@ Q%?'Ag?gfe?%}g dé:ﬁ&@l(%éf é%lépﬁgf Eéﬁttreaﬂ sB By he%@%ﬁbﬁirenerglc

| Oha one ree or
&oﬁlscgs el g0 toml Regyol) cyenstol (eaponim ek (kerfone),

B@&ﬁ@l&@i%emwcﬁﬁwa (Ifeyﬂtro@)" njlfb‘l r\@/ﬁl’lﬁb ﬁessorlt)e(pfo@may Kadolol
as

@g%n%%bsut%ﬁ%@ piqolo Xwﬁslaemol?romnslol .ﬁﬁnﬂgra§ tlin%?l
ajlodk'hdteﬁ) apd therlie] ylpisubeah adineha@lcpydsakérsnyéludlag daieadilodicoreg),

f(])(lj gbqrmosd nydr QQFQ hl?eng Elhel gepn%%%% l%locteiré(mcluldﬂri/g prazosin
@nbspnessm@dawm (darmiyra) n@yazbsn plyytrldb mhenopbewmaaling (dibenzyline) and

1A ggrﬁg%ent{ %@ rﬁgf ){cﬁér Wllr[g]%éﬁhléd’rle} (hylorel),
54‘4@6 @nwlsmékn h%?@%ﬁ%ﬂﬂ pRd &urcl ?ﬁéﬁ?pgrgmblp@ers
ﬁlﬁ:ﬁlfdﬁfgad]hl\ét}{%yddpdl(ﬁlld&rﬁé’t) &bnidie (dataﬁ%s)y sanlaBerSAfityBdnkin ),

dI rge ﬁnsexg)éfgiatrﬁﬁlhg &&ﬁoodx?efsg}{ Hd t%f asoiiﬁa[tgrs 1nc&1>§a}g

EydrEi]izms (appedoting)l, in sudis tlotiterd clpyidinke (oatapraanendfheMRe; 5)

ﬁgj‘?ﬁl Ch§m£@( %Lo%ﬁglg hr?c’(l}gdug‘ggm?otdﬁﬁﬁe gﬁor% n‘lé% dﬂlocﬁ]ﬁ]ﬁf %151%9&1}’) isradipine

ma@rﬁil nigard ipiyst (caugtreecst b yufedip gl (praggrdive aggiat) diippldipine (sular),
@Mdz&ﬁ%kﬁr&z@ﬂl‘?%&ﬁﬁéﬁﬁ%&?ﬁl) atna h@flké: @F %r%ﬂlép%ﬁc%st iazides and

kyl oa al oa
diagdey é1kﬁ9gen6% lﬁbdrl%&pmworthaélé%ﬁwéﬁ%whﬁwfr@ﬂﬁ@ s
giiefogiiakitly (dayiil) ddhlordhatidofé (HR)grdtein 1) m?d'a)bhmlder(ld‘zﬁm @ketdlazone

&3%%%)@& the %%qg% %Ere];tél%fr rgllilwl”)aa?s b\llllnlae!rtég&i? Ebun}ﬁx.') gn% %irfséér}lde (lasix),
@ha®inic scidjgedesria), ltyrsealist( demamb pyd {hehiliky] potowienofpaRRg diuretics

&%ﬂﬁﬁ?g Ar%%&li’dg(ﬁﬂg &ghtrfaﬁﬁ 54}”%1211&2 ‘%ﬁggrﬁ@%ﬁg% fa%a\étone) and
HisltBInca b sHRCaD kOAYIC ly: SLEOSRDBeiRsNos: koptiionaliguding
fehe &dlﬁ@@&s&y ahd 'tHB/ﬁken@yNQﬁra@Eﬁﬂ%é’ﬂ%’das@ﬂhhi@ﬁ@fs' Mcluding BMS-

i%%gé;(,gnl{e@pgﬂlgt eHgf %&30& éfaélgpwrl 1:% %‘%11 thgn) BP-1137 (fasidotril),

BIKkD30al( é@ﬁipaﬂﬁlai’))&dﬂ@b@llﬂtd( yhd 9) PndutiedlineArragh niesingluldin g t8zosentan
r y or pyridin-2-yl. In certain

BiGhG0REN: Ag(ygmg I T AR L IX 1Xa, IXb, X

Xa, Xb, X, Xl a, le X1, Xlla, or XIlb, mis 0, 1 or

2, Ralspgn @biepbﬁatht ';nvglmtbm isthe methiodde Hescribeghaboye fRzhand

_Bﬁlu'ltﬁné%grs‘éﬂﬁﬁte@ﬁlQe(iJéﬁtlQltJ?l%{mis§at"i’éﬂ(8ﬂ a cdMFJudaBlt ding to formula I

¥ é rogen, each R6 is independently
heapg% P%Wﬁ?mo}lﬂt %fwc%ltle%&éq%vﬁ ageRipt i onal | y

substltuted i ndolyl may be indolyl optionally
substituted one, two or three tines with alkyl,

al koxy, cyano, hal o, hal oal kyl, hal oal koxy,

al koxyal kyl or hydroxyal kyl. In certain enbodi nents of
any of formulas VIIIl, IX 1Xa, IXb, X Xa, Xb, X,

Xla, Xlb, XII, Xila, or XIlb, mis O, 1 or 2, RLis
optional Iy substituted quinolinyl, one of R2 and R3 is
hydrogen and the other is alkyl, preferably nethyl, R5
S hydrogen and each RB S |ndependently halo cyano

. . L Y 1
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In certain enbodi ments of fornmula XV, the subject
conmpounds maybe nore specifically of fornula Xva or

woz/oedeerein m R1l, R2, R3, R4, R5, R6, and RICHEPR208&068649

defined herein. In enbodi nents f formula Il wherein
Yis CH and Ar is optionally su%stltuted

pyrr '?f(lé){l% o% a % hﬁld gf %rmu;Jﬁncf?@Pﬁ#E@gtu% ?ftJ]t%:/‘iicament for the
i nvention maybeé nore specifically o or nu
twhamen han pIRS[_entht_l of RgperRy sioRH a Ratieng M oRyalgg eeceiging treatment with
Q@&hﬂﬁgpﬂﬁhﬁhgag%P1§£&$ﬁi&n&ﬂQ@ﬂkﬂﬁ&kﬁtﬁRaﬁﬂh”U|a XVl
t he subj ect conpounds maybeé nore specifically of
fornula XVla or XVIb: XVla; XVIb; mhereln m R1 R2,
R3, R4, RS ,and R7 ar s .define ein
o t 3 st thudte SrmEGRP Pt 5 Sihfie Phgiiccuticall
adcefaabXIsMby, poXdéss villabloQtmnrmxadlo gl&ﬁYIpaomtléé\/Sﬂbplfmmlgf a@fhaRBeen found
l
ﬂﬁ?hh%%ot-rﬁ)ﬁmég{ fgclﬁg pgegn% gﬁ‘\%nﬁ{ﬂ? Gle éo%d%léf%ﬁl?l g{eggo%Q!H%R)
a@tagoms@ and/oq WaEersodadpistsxv, Xva, XVb, XVI, XVla or
XVIb, RL is optionally substituted aryl, Rl is

opt i m@fdmwﬁighé;twa%ﬁ%e@ BRI ordbinoGRc R teehadifRpti

of an of formf &§ X1, XIV, XlVa, Xl Vb, XV, XVa,
S_BPo MDY XVI b, Rl is optionally substituted
aryl, Rl is optionally substituted naphthalenyl. In
Baudire assaymbi tdiHreRIcs nedh vdlnytaofing or mul as XI 11, XV,

XI'Va, Xl Vb, XV, XVa, XVb, XVI, XVla or XVIb, Rl is

optl

20 Sy MR R A B B g
Bigpaisfl ap é@sm;b inyjajkphaskg, ¥, Tkigm S., otani, Bof(20080d; Pb@mlacol Exp.
RdrapetiVica3@r, 2Xd/blpg. R1 is optionally substituted aryl,

Rl is optionally substituted naphthal en-2-yl. In

;:(Ie{/;gn QPEF%%%%?&{?} 8&7\1}611% Ofe (%Q{ﬂngd @g? PI})g\‘}'!fl]:} weéi wa§ incubated with
mptaasm gbmcesuhmtnstaﬂfﬁmmemmlmhmll&mmyhmoamaw0 10 to 10 nM).

g% ﬁ c?f?c! l%ﬁ&]ﬁ%lv&%g 8@%&19&%11 ¥1L %Q&b? %lggJ(Cess J}Ic?ﬂiy R)o-

esindh itminciBsdphion e 65820 final doseeriraaizsl yiihe incubation was

LdHERZ R 3)f|r®orﬁ3f&ﬁ5&laﬁﬁlre (ifl l(!l'eéplwlaf‘}ﬂates sﬁﬁgh@; fb‘i’ltl'n%¥ hours). The final
qui noxal i n enzot I.azal yl , benzof uran

b@H@@tﬂh P%faﬁ@fﬂwasc?r b%ﬁ%&%%h%gwn Wé%n@&loays% by Fapiq fltration on GF/B
S8 { preubaiekd with CE k10,58 BBDinMRM %) @M anykingfat DOV M &8 two

SATS) @i}llﬂtgatboatw%ﬁ%%%l%&%\%@awr AAb et Flafés perg then

enthed ifive fitres efithacscodd whdimgibwater Xphtajning W5 NKN&]. Aftevbarvesting,

?ﬁ\é &)l saWe M y g%}‘ 80 9{% X}(_kg we @&dédssgil{ﬂf_ﬁg %ﬂx d’(Microscint 40,

14(91amrol7m;ﬂach é/alé)rﬁndﬁhf: émaunsxofga@@@qttvw ed thg ﬁlt@efrqs aiﬁwrmmed in
be@k@lqi ﬂ@ﬁ%ﬁnf& aﬁé}yshgﬁmé AHdPLh@SToXkwb hodds Wit 200 Man atdlo¥hh

XV, XVb, XVI, XVla or XVlb, Rl is indol-5-yl or
Fqﬁﬂﬂmﬁﬁyl each optionally substituted. In certain
enbodinents of any of formulas XiIl, XV, XlVa, Xl Vb,
XV, BMdjn @8dfter X60m MXWligaHeH pKVI.b andRE nodtMe@bk bK,O pH 7.4. Washing

BARSL 9 Mo R Aty VBRSBTS RO 7+
XVI, XVla or XVIb, Rl optionally substituted is
i ndolndiregt measpregrant af affiihokll AR iversepeamsts:diele inpitasis g

&drckatraflovis (Pﬁ'ngﬁ‘vg fPQrﬁ/@O KVio 0/amM)X¥ehe Qé}ékted)éyhﬁ\)oﬁﬁds were always

tiona substituted is
@éﬁegé}? FP%H"%B’&PR%@ ﬁg BIPCHRMPEY SIS REM %anRP?ﬂ% n HR3-CHO cell
Pﬁhé/a\.n %bkﬂprlaﬁéméﬁf& of Mem}%/g ap¥iixém atel S0 m Bindm g of RAMH at
RRobr et AL A Pl s i 2 B lorg g o6-wet
XV, XVa, XVb, XVI, XVla or XVIb, Rl optionally
substituted is indol-6-y|. In certain enbodi nents of
any of formulas XiIl, XIV, XlVa, XlVb, XV, XVa, XVb,
XVI, XVlia or XVIb, Rl optionally substituted is
indol-7-yl. In certain enbodi nrents of any of fornulas



In certain enbodi nents of any of forrmulas X1, XV,

XI'Va, Xl Vb, XV, XVa, XVb, XVI, XVla or XVIb, Rl is
we@pio7oexabty substituted pyridinyl. In certain PCI/EP2006/068649

enbodi nents of any of fornul as L, XV, X Va, Xl Vb,

XV, XVa, XVb, XVI, XVla or XV]% RL Is pyridin-2-yl,

ridin-3-yl or -y, ti.onal
RS P o o R i 2R PRS-
flekific bXidvh g Whteterinial usig a 200efpld@Koess ¥¥/tqld XR)@-Methylhistamine

&?obﬁﬁni optionally substituted pyridin-2-yl. In

ai n enbodi nents of any of fornmulas X I, XV,

lea, XI'Vb, XV, XVa, XVb, XVI, XVla or XVIb, Rl is
opt i OH&apmposdssere tastediatysingle errgeydrationnin daptightes. Compounds that
SRR B BitRh 'E%H RAM:PI 'Byh?o?e Ml 5020 ¥se t&dtdPagarll ¥ietermine

@%a 2 feaiaﬁ?lﬁgﬂn. f‘éP?fﬂﬁe% R 3 wereé?eleﬁ%lr?dé%%%w@ﬁf@ Q¢ Cheng-Prusoff
equatioh (TChieny g Prodorl, WEXK M73XBMahenIPHlarm add] 2X\8099-3V08).
XVI, XVlia or XVIb, Rl is optionally substituted

?glr n?ﬁgédr{%%qnds QF @%rWt 1%%13@) %b‘?’s}% %&fl%}}l? range of about
SVInAY & abowit BOOGRIM; Breéﬁliabiwéaqu 9.1yiM tey abews 380 M @ad/more

ﬂI"éTéﬂ&Bﬂ?bf '51)0@1’[ ¥l1nMW Ql%ﬂﬁl 100 nl\/f’ ’Dhle ’fol‘Pd’uAH ?%‘aﬁ‘)llé s'Eozvs YleaQlired values
qui noxal i n-8-yl, each optionally substituted

s spme el %ﬁ%%m%m@s 8f thgyessht n¥eignas X1 1, XI v,

Xl'Va, XlIVb, XV, XVa, XVb, XVI, XVla or XVIb, Rl is

opt i @H@fdll}bwﬁtghﬁblhtsﬂéxﬁﬂmﬂwumw(\aﬂde@ fd@-spne sklBcte@tdr@pdunds of the
enbo Lnenﬁﬁ%of any of formulas Xlll, XV, XlVa, Xl Vb,

YA PO, XV, XVia or XVIb, RL is optionally

substi tut ed benzothiepheny—tnrcertarn—erhodi nents of

any of formulas XijI1, XV, X Va, K(Md) XV, [XVa, Xb,

XVI, XVlia or XVIb,[ Rl is optionally substi tjuted

benzot hi ophen- 5-yl Egd%ﬂ%g[taln grgoodi ment s jof any of
formulas X1, X\, XlVa, Xl Vb, XV, XVa, X\b, XVI,

XVla or XVIb, RL i[5 OpIIOﬂaIIy JupstTtuted
benzoxazi nyl . In sUER™bdi nent|$t he benzaxazi nyl nay

be 4-nethyl -3, 4-dilhydro-2H-benzao[ 1 4] oxazlin-7-yl.In
certain enbodi nents of any of formulas X1, XV,

XI'Va, XlVb, XV, XVa, XVb, XVI, XVla or XVIb, Rl is

g PTE) Iognﬁalloln%craﬁu BS tf IaEi(&J' t[l{pn?l%l(ﬁ% glt(::%!] %1 {1é/s| %Eltvncﬁe?pg})tél%ldip%le present
Wgnt%may(bbaccmphsbedl thragrgh Xiviviero, B vivg amgin wmahdsyys that are well
|3 ln %:%?[ &%%Bleagoo(hen‘?oﬂé{rate the Qfﬁ&@'o@ a%\/ﬂ Mc@@tﬁgﬁ agent for
o? an or

mulas X 11,

Sogisreau oRuPep i cIRHISISORdET &ich3p RISAFIBYRUBEG Y atheroscleroti
bROROLA Méd SisdilderslsicHe &y H)%bﬂngl?&?ﬂbﬂi@d’]irﬁi Bfpefth¥leSbremia, the

@Pmﬂ as X1, XIV, XlVa, Xl Vb, XV, XVa, XVb, XVI,
WS aSsayp B1ayRE us- ont i onal I'y substi t ut ed
benzot hi azol -6-yl. I n certain enbodi mrents of any of

f or mvlegtmdXbt Meadiring BlodMh GludoMbl evEl, XVa, XVb, XVI,
XVla or XVIb, RL is optionally substituted thiazolyl.

IXP chlg/ﬁﬁ %c@@?ﬂh&?ﬁ&%&s@ﬁ iamratfoﬁ)legnﬂaflﬁaéidrl ME%“a}é bled (by

eiter 8yean tyll seink @ndc gosBed dcapin ¢ o_snivalent mgpt hioad glucose levels.
@H&Dﬁb EIB&HS)rﬂf )gaﬂifge f04 ﬁhﬁrﬁﬁacéﬂtiohﬂy adedptabik Véhlclz(j whh the test

tlo
SRS ariey da £8|t0 A3 priqi el Aidtied ggain by eye or
ailyweinf anfddrloed gﬁcééb ldvels Xte\etedinviaed. XI Vb, XV, XVa, XVb,
XVI, XVlia or XVIb, Rl is optionally substituted

thiazol 5-yl. In certain enbodinents of fornmula I, Rl
is optionally substituted benzoxazolyl. In certain
enbodi nents of any of fornulas X1, XIV, Xl Va, Xl Vb,

XV, XVa, XVb, XVI, XVlia or XVIb, Rl is optionally
substi tuted phenyl or optionally substituted
pyridinyl. In certain enbodi nents of any of fornulas
Xilh, XV, XlVa, Xl Vb, XV, XVa, XVb, XVI, XVla or
XVIb, Rl is phenyl, pyridin-3-yl, 3-nethoxyphenyl,
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In certain enbodi nents of any of forrmulas X1, XV,
Xl Va, XlVb, XV, XVa, XVb, XVI, XVla or XVlIb, each R6

Wwo soo7empendent |y hal o, al kyl, cyano, hal oal kyPCDEP2006/068649

al koxy. In these cases, R6 is preferably, fluoro,
chloro, brono, cyano, trlfluoronethyl or met hoxy. More
pr ef or methoxy.In
Pert SefRidipr Salitidd %?élgce“%g;[g‘#gsr milas X1, XV,
XI'Va, XlVb, XV, XVa, XVb, XVI, XVla or XVIb, mis
or 2hApeilenich (#Bained franclsdraahabyratdriserkar Hanbes ME) aFe bled (by
Qiﬁielﬂ eyor thil v&R Iuﬁi oﬁﬂ&pﬁc&ﬁﬁﬁ Sto ﬁ/ﬁhénpﬁleﬁtpgd%‘ﬂnaeﬁglycerlde levels.
% XV, X Vb, XVa, 1ti>)1<[\e/

}bare H,p§eg o(§ally1(’b(§5 Iga@gg Hy2 B]é%rﬁla%lt}cgﬂy ?‘Fﬁgﬁé é’%{l‘ﬂﬁ) with the test
hﬁhpourﬂ;l dapck daidy f00Xyo 01t daysaiie ardimalseiié eien bdsddinrBdys or tail vein

f. fornul as, Xl | XI.V,., XIVa, XlVb, XV, XVa,
%%mﬁyhg {% %ﬁ%dmﬁé% In certai n enbodi nents
of any of fornulas X1, XIV, XlVa, Xl Vb, XV, XVa,

XVb, Mxthod fwh@awimg\HEL-(ahdl@teera?ﬂdlSRG is |ocated at
the 4- or 7 position of the pyrrolo[2,3- b]pyridine
r I ngT§ na%ﬁmnelpnhsﬁfarmamhsﬁa%1 MRAk %Aﬁo@ﬁﬁc@irefb%whag%ouped
XV, XV VPI ><Vgg ffv
qumeﬁﬂ?%t AT HATRE e ﬂmlﬁter%vg\w ohe 511%&{90%?$1Y@H%ed once daily

dith @EhlZleM%st tamp@fndfoe7 py 14 0hy[add Brdd] bigy om dierfellswing day. Plasma

syste rtain enbodlnents of forrmulas X1, XV,
RVARS H%%fh%]&?é v, XVia or XVIb, R4 and R5
are hydrogen In certain enbodinents of any of
formulas XI11, XV, XlVa, Xl Vb, XV, XVa, XVb, XV,

XVI aTls compainds eéfasmuia(Thaed rhsm;&laﬁy@ne@g@aﬂyaﬁ@ptab@ salts and esters
S CIAR ) a@ﬂnlébhlcam&i/t@rkog 1rhﬁﬂe(¥m‘?ﬁ oft ﬂfﬁﬁbﬁceﬂtf&a%ﬁ' :ﬁfht'ibns for enteral,

5&'}239' hor g@%&f%f @%IW% &%ﬁ% be pdpigiyiered, %e@mprl& ppeorally, e.g.

phe @csra{ bMaBlHQSédatddtt@Ule@hﬁﬁgées, lﬂtﬁﬂiamﬂﬁ)foielﬂleaﬁ)pku% dofutions,

g%?{sgo%e glé ?Hr}gggs@ﬁ?teg% ly, el,gy m S@é ff ui)&)?(ipl*o?ﬁes )E)Ia{%teraﬁy, e.g. in the
mrMan iXjeMimn s tiodyay inkvhon Wutlowblatomcabl@vlem, innthe $or@y ofl
tj@enal ly substituted phenyl, one of R2
%?B%“&ﬁ$§?é§§n and the other is alkyl, preferably
nethﬁ and R4 and R5 are hydrogen. In certain
embolitfiiedyctign gfifpe aharfrtﬂcwcalsplxparﬁtloséu ogn bgefiecteddampynanner

wMichX¥A be Mﬂmﬁ%ﬂ anyiﬁvgsan QKill&VIbthe A it Hingin the desciBed &mpounds
| on stitute
RO R Yot PRk bt PES PR Blechat 2 gi1o b annistggion form

eogeithRSwith suimbdir, agettoxiandereabérapbiticslly coaepeibttesotitl pr liquid carrier
gl t t [
UL AFCR s O Sy en oot ol

substituted one, two, three or four tines wth alkyl,
al koXyitabiacapaer rmgpréals HEINGAPRYy|InorER e sAKiEKaterials, but also organic

edrkiermadekidils. THushBod ey Bﬂ(t: \k}b(étg(slé &brﬁ%fa"r&i & &@R@@eﬁﬁ{&&)qualc stearic

;l(;r\]# OI'O g‘@; trs g]?'lrl ‘S&ﬂéld Ia:s) par{es @ateﬁﬁa]agorotablffs ?oaésd tpéa_letls dragées and hard
gitirerapduessSiligibie dat e npatediads foy lsoft gelatimn@paflesRze, dodexRhple,

e, he, ot he Kyl pr r | .
}/erge&%%holg qatts Ed g)enFt ; %rl]lgl%flglhgﬁig &0?3603{ @88‘%{/(%{? %?I% [}?é nature of
theyactiee lpglredntnhw carpt:lrsom ﬂlbyfewb@quitrm iadhomase of sudt galatine
& s@l%s)t Sﬁ%lé%a}ﬂ"er%gt&llals RJr kX Podﬁ&’t?d?loof sBRlltlgns and ?frups are, for

oa kyl, hal oal koxy, . al kox g roxya
%@w e ntédi PRIl Srarops Hpvve@fsegaa@mgi ﬂpfykked g garger fhaterials for

clt16h Roldtiyhs 4rB, f@ﬁ‘é;laﬁi;ﬂe SR dA 186N S pOlfyols 041 hﬂ%n@%’ge@fble oils.

%}}%’b G %(At&iélaéréupwtf)gesoaﬁ%’.f%ﬁﬂf{% 313 Ragened ois
pyxasdiatsyand semeligdidR2 lignd fBydls Shiyatlocereranadtetihle fatthpical
is alkyl, preferably nethyl, and R4 and R5 are

hydr ogen. In such enbodi nents optionally substituted
pyridinyl may be pyridinyl optionally 5 substituted

one, two or three tinmes with al kyl, al koxy, cyano,

hal o, haloalkyl, haloalkoxy, alkoxyalkyl or.
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Wiere any of Rl, R2, R3, R4, R5, R6, R7, Ra, Rb, Rc,
Rd, Re, Rf, Rg or Rh herein are al kyl or contain an

W(mlzdoy,l%zsm ety, such alkyl is preferably | ower BUCREP2006/068649

i.e. G-Calkyl, and nore prefffgbly G -Cal kyl . 20
Representati ve conpounds i n accordance with the

PED Rt vl bRt Ry FBAC Y RS hydiOBhfircd ot
DDERH waxesvESIR QR aff8E, AgpdatiamahaioRe ofh polyedslene glycols and
EAINERE evdiseconcer ned w th novel

1, 1- di oxo-t hi onor phol i nyl indolyl nethanone

deriﬁatlveﬁ t hei r manuf act ur e, gharrq;eutlcal

conpb§iA FRRLZESRIGTERHYY HEtWaAD Yijg @egus, consistency-
mesociagRptss, ffﬁh@lramprvan g aganoy) ks fof vdrfiag peesantic pressure, buffer

gﬂ)"{e rr]ltéeles?g]olu 1erlflss %?lora Itg] ar}({ %%gkllrgaeggngy aﬁgg E)fqdé)nttg] gorme into

aamabegmn@spbmm@u@dgmb&huhen@eneraI formul a wherein R1
Is selected fromthe group consisting of hydrogen,

| OV\BTh@Ji(Ifs\élge of tﬁ%&m Mtq{d%)@f%rlﬁi/dla (I QX}?(far?I\x}ﬁ‘ﬁM@/ d’é)ﬂmlts depending

Iomer- al o gen ., | owner c cIo
§;1ase tpg}%pntépﬁ%ix 56?1 e in ak@gﬁg%ﬂn@ﬂthe patient and the
h@\dle bf @drkmllﬁllﬂlf)ﬁ) ayd Wﬂ[} |’(b€ BMhScLJ |bE iyl tcy\lh%ﬁ@dhﬁldh hlee@ligdtydnts in each

DUBeYPESS FohaBHCRtishE § T RioaRERt el el ko me.

é@b@glbmbouy &ty tolabwetr lﬂﬁ)ahg), cgm&aitkybnmdanumn dlekendim g on the

|
L5ECuieLAgeEon barysaud holer diopsali s augal
|nde endently selected from |l ower al kyl, hal ogen
cyan e PRARBYACHAICE] RyERASAIANFICON YesgaLY SPRIGKYbOus {500 me, preferably

bal oen ?@kkem amel borehulaydy oxyal kyl ;| ower
phenyl al kyl ereln t he phenyl ring may be

unsu uted or substituted with aone
e btz Shrgles S A blie el indisfaR Miste detil. They
ayamoyevenwet intalded gehmdl itsystopd iowey nainkexy, | ower
hal ogenoal koxy and | ower hydroxyal kyl; and het eroaryl
unsubstituted or substituted with one or two groups
I ndependent |y sel ected fromgk sal kyl, I ower alkoxy,
hal ogen, | ower hal o genoal kyT, Tower hal ogenoal koxy
and cyano; R2 is hydrogen or halogen Gis a group
sel ected from 4 wherein r 2, RBis
sel ected from |l ower alkyl, | oner hal o genoal kyl ,
By T ol &gyl pireaidorg dndexy i 1 Blalnkdy le; 2-Lawexylic weid el | eitai kyl
and Iomer phenylalkyl nis 0, 1 or 2; R4 is |ower
iagis 0, 1 or 2; Ais selected
R5, RS', R6, R6', R7, R
R10 and R10' |ndependently from each other are
sel e&p agor(@nt plutipmobl-eepsarstripggidene MR ekasehat Chappie
Bluéh wiB YWD N Y0 ghpd E[h &H&luﬂl(ﬁbd%LﬁWaMHde@ rsocfiﬁmaf&omlde (19.3

&ggg%?er form a .dou ﬁp % %
Al AHHOBN ﬁﬁ%‘ﬁ?r} ‘E‘é’ftPSF “é?éc? RN PE t6 foom
tehrqremﬁre a’ﬁkiewas atifpedindsnight. Meﬂtbr&emtrarcel ianuagoite staser (1 kg),

?%{1 %%Je)a%ﬁgcgfswoﬁﬁ%n?%‘%%? n{]asss' bﬂ)rﬁ%dsdl{}‘igr%%e%a e (1L) were
a@edth@mmtw@ veasisiered vigorsmiglyder Khh gl theeaqaieour layer ivgs extracted with
WcABkYmEhihd, RU R Qi tgé?rﬁg hffgfd[ts vieRewhAdY wifh brir; dltllqé?ﬁover sodium

gastraqil ntestinal _trac ks 1994 i n Johnson’

pHipS: 6ltergy apd prHEcRsIT ioRgted pagiaIm lﬁsal%%tlonm&() &HBap} g fraction
196, °Ce 20 2dBary wdddlateldlits ki G1€3 & eg9h péRAe Bty prddatyas@blorless oil.

| ogi cal events Iike gastrlc acid
gg&&%% §§4g?&ﬁgp5§ﬁ%? notility (Leurs et al., Br J .
Pharmacol . 1991, 102, pp 179-185), vasonDtor
responses, intestinal inflammtory responses and
allergic reactions (Raithel et al., Int. Arch. Alergy
| mmunol . 1995, 108, 127-133). In the nmamal i an brain,
hi stam ne is synthesized in histam nergic cell bodies
whi ch are found centrally in the
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tuberomanm | | ary nucl eus of the posterior basal
hypot hal anus. From there, the histam nergic cell

Wwhowi78629pT 0j ect to various brain regi ons (PanuPEr/Epr2006/068649

al., Proc. Natl. Acad. Sci. US4 1984, 81, 2572-2576;
| nagaki et al., J . Conp. Neurol 1988, 273, 283 -

ﬁg A_‘? L Hﬁélﬁ—njt— 1% ;&!{ﬁ_ﬁamd ethyl ester

periphery through four distinct histanine receptors
the Kp 8wcalsi ASCHMixtupe ofi3hydiexy-4hHriadelgtlopasbompic acid ethyl ester (10 g,

1.6gh!t DISpAIAIP §@H@1m41@p@hﬁérﬂ1@(ﬁ§tlﬁ|lzﬁéb i7.4he 198Righaind

R T B ey o %ﬁaﬁét‘s’ﬁ@ﬁw"@%w .

knlsmmﬁtﬁlsﬁpmgylhzah@mma@ Cl 18ty N ). )(1Altd§tﬁdhg'dﬂifu1ah (20 mL). The
’1%%) 1l#rree ai,ﬂ;gs?]irzg%ﬁ g17151 a? isé O\Aerrﬁla tertoor%I tell’{tgeral[J rrgsv%sec%%gentrated

eror ptors, recepto
ad wumﬂ@swlmcbmtm@hyledrea@éybfheo(ﬂ@rrnh)e wasitqdawﬁqumen élydrOdee

2 u8SIRGSE éd ﬁ‘tf')o Hlﬁ@ erQ B@EP 1@§ng§ qﬂf@:}éﬁrﬂnﬂ &Qﬁorated The residue

n replnephrlne anong others in central

Hay W@f@dﬂ@%%w&\ﬂﬂp@@iﬂer@?@har&ﬂ/l@ﬁﬂ@nolémwoasac One fraction
hHngslatedahd ld@lv@z@vuca& tt§ }(den% graﬂi?]% ﬁsfp th]l@ ldemaltpr@%:é gs white solid.
atri r : ar maco

&gggmﬁﬁéﬁ?gggﬁﬁ ﬂ§m¥ na et al. in The Histanine H3

Receptor (Leurs RL and Ti mrermann H eds, 1998, pp

27- 40, El sevier, Ansterdam Efdneplddét her | ands). H3

receptors are constitutively active, neaning that even
-pauo- BQAGRRUAN 13185 1o BeARMOL vioky]-21th 03 {ifuoro-

activared. case of an AN BITory Tecepror stc

ga V) Hal-HRIOp-a p\a fh £s inherent activity causes

tonic |nh|b|t|on of neurotransmtter release.

hereel ol -Idopropyl-ppetidinof-yRRY) - 1 1AL 2atrifid Brath@Q oM -$idole-2-

woul d alsg aye inverse agoni st activity to both bl ock

%gg%gﬁgﬁg—ﬁﬂglgﬂine effects and to shift the receptor

fromits constitutively active (inhibitory) formto a
neut Tak nsik@atreof ihbimpwwpm@lﬁdmﬂ}ymxmflH—mldtDéQép‘amosylic acid
t I
e AR, O B SRR PN DBl i

bxdraierﬁévmrmem@oae@& Bpmas S3ngel 1 ph) aseygakportions. The solution
wamtﬁfeadl 3o)r1ﬁmhaaso b@eI‘heWZ)PQ&ﬁﬂuofBB&yﬁﬁﬂhéﬂoﬁieﬂﬂin’eﬁﬂfo@ﬁte (337 g,

n oni sts, inver.se ]
gﬂ,)g’{ gﬁie tﬁgfea %%Ih]iné){tgre waﬁéyrrp%a?ﬁg @%Vﬁ‘{lﬁght The reaction
i tisenwaze aktm/ceieel betweth an agatoat santiof ofiedinh hgdoged doartonate and

étﬂylt%&afe ?‘h%‘ n@f‘%ﬁmﬁ{ﬁs&gé %rvg@%g?évé%w té&%%% %ﬁg&%‘? dUz’n vacuo and

theo Ipudiécd be silicy clufingwith idickiorgmetimndeesth ansll/ anpe@gac. QM: fraction
%Zé"l%olgi%ﬂ%nd Hﬁ@@ 9@5&&0 ab 'yleld%@ QRESR) df the ‘aEsuPeBEHrW hs off—whlte

I%] caf di ovaScul ar di sorders such

%Pé@t MW@%\A&?’QI(M aP%%) on, denentia and cogni ti ve

di sorders such as attention deficit hyperactivity

tlj Stop de3-( (-ApE)pvapibeAl nheivimy)-$-( dJ2SZGﬁtﬁE1,orcnethWDLHg-lnﬁ:caﬂe—2—

%dl I?)'go rx%g Eadaslgj}gc oc%?or?ccsl?ﬂt wlﬁlh(gneenéq%iva%%P SERRLS [uin Nenish dI epsy,
mo—setrZures of CUTIVUIl ST UTTS, Sl p

di sorders, narcol epsy, pain, gastrointestinal

di sofdenelutivesf Mimmprmémmmﬂubﬁ»rYMhle@ birflyoro-ethyl)- 1H-

M%Bleei %arbgfcﬁﬂ a@ﬁlé‘éﬁyl %ﬁ& 1 00 ea ') GKRESH ér&ﬂ‘éﬁ?fi@rﬂﬂ) whter (15
Che -1 ist her efore

6’@ g “%?f‘hat“ﬁé”p‘i“é% sk hddeg 1P6hhﬁtd60’5%%06@h&déﬁt€éf‘¢%@ga 116 eq.).
Thé Ratlioh AGlhRGvdsPeliiee Bl ehighnt e bsdeh tri®@SPRCIdVEIhY residue was

st BT R Risegb Bl AR P 0 i s U SRR U4 T vacuo o

pakdtd.€ g W% yofithe tidsred peatucemnt ofimdiito soljgt. M ieprt6dS (M-H, 100%).
di seases which are associated with the nodul ati on of

H3 receptors. In the present description the term

"al kyl", alone or in conbination with other groups,

refers to a branched or straight-chain nonoval ent

saturat ed aI | phatl c hydrocar bon rad| cal of one to

o oy Y T T o oy s . T
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strai ght-chain or branched hydrocarbon residue
conprising a triple bond and up to 8, preferably up to

w®200p@629pTul arly preferred up to 4 carbon at onBCT/EP2006/068649

Exanpl es of al kynyl groups are2§rhinyl, 1-propinyl, or
2-propinyl. Apreferred exanple 1s 2-propinyl. The term

Eé‘c ) 92 '1“1¥bi'o8ti§ﬁ3 1¥n‘2!4-'- S 1"-is1% Eip@idiRl4H{i8k 1- 220

rifhiererethlic | in dglsA-vl1 404 datpney| , cycl opentyl,
cycl ohexyl or cycloheptyl. Especially preferred are
CyC| ARKIRRNE of SLY Phs@?ﬁﬁiyliblp@ﬂgmcéy 'Glokiexy b 2 Ph@iffuBFdTethyl)- 1H-indole-

r cyclo
BRI RrE sl Wyh one eqveraen: T igyim chiogie (650 me. 10
ol n@p(slkaserdefmazelé Bplowel Meéteametaylutmﬁsm tetngluiobdrete (563 mg, 1.2
t he aIk [ Oy pl aced by
& LIRS A S aldis BYthafe Y b g M0 Sl
d'ilﬁ@pt@yiﬂtH}éiimmﬁ)f 1.22 efleSqt)an tihﬂeetgylﬁuplaﬁndowas sAinmdeirt noom

eﬂe?at{u%vfgf 24EH M th@ﬁ‘ﬁaﬁﬁ%n&%émeé@éﬂ% u%l)ﬁé’ éolutﬂﬁlsof{sB&um

g vi ousl g lven Si ficance ﬁgw | ower
Ydég gEpogHEapAe ang e‘r@y]gacewgq HB% FIUCOPR XS, wzﬁs e&r@rﬁ@c}( V/lth ethyl acetate
hiSDMeRPA%Yh ed by BANI O Yers %Msﬁ&y with 8ter RHH GXie al¥ed over sodium

f.er abl et ho d nost
Lt O Bl e ST ey R o
dichloBeratthaxy/ mEihaB e HarkynohiaceOee frattmnl \ozwasolalecky]hd grrlemms;acuo to

?lddéf%% 'n?ge ﬁﬁl%oo\f?hel\@e%frgd Fro%‘ilc a%%?fl Wfl)ﬁlg sgcfld M}e(bnb/gg 5895 I’(]MH

00Xy group, preferably nethoxy or ethoxy Anong t he
preferred | ower al koxyal kyl groups are 2- nethoxyethyl
or 3- met hoxypropyl. The terpxanglikyl sul fanyl™ or

"G -8-alkylsulfanyl" refers to the group R-S,

akﬂymsm fanyl groups are e.dg. nethylsulfanyl or
ethylsulfanyl The term ™| ower alkylsulfanylalkyl or

Wﬂhﬂﬁﬁﬁwhﬁﬂﬁﬁifhﬂnﬂﬁbjﬂmmﬁw aIkyI groups is replaced

by an alkylsulfanyl group, preferably nethylsul fanyl.
An eAaﬁrz{L@e b05-(BiPheS p orllcﬁw 1ak>r§yﬂ}r>u{cfoamlcaf%xyhc acid ethyl

m
KPP LT ﬁ@rughﬁrdaﬂaslﬂe mogplydateg3phme. 115
gmoelp 1rRe‘er8ﬁ§@)r&ﬁ1ran/\(r‘3®rrﬁL)n nﬁthan@l (3vel) aldkyhteanid mhewas heated to
E(ﬁf JB I %\ﬂe r1“h9I %lnc spﬁgntts Q\%ﬂf{(ﬁ} ng?r]ldl a Il‘NeﬁCI was added to adjust the
SI gnl |canc ony groups
pHepf tlmamﬂrwosnunfadﬁlyge o2 tetdh W@aclmeomlyr the mhetureewm evaporated to

dﬂﬁleé%gﬁﬂ thd ﬁi)&lﬁl% W ubddQfh S8 fu SR Pyl iRatid AThOReARLp. MS (m/e):
I odi ne, [ uorine, chlorine and brom ne bei ng

é@%ﬁgwr%d10Q%e term "l ower hal o genoal kyl " or
"hal ogen-Ci - 8-al kyl" refers to |lower alkyl groups as
ol)eStieﬁr ed labDusowhenedrphalin-Ueds  5-on&opifoplyhpipbydinhof €l xy)- 1H-indol-
%f the | ower al kyl group is replaced by a
—met
preferably fluoro or chloro, nost
preferably fluoro. the preferred hal ogenat ed

| oweln arlakogly tgtheupecednee t%qspml;qudpbﬁ@tswhesis of example 1, step 3, the title
S rhp MRIORRLs ﬂhes&éd%rﬁ YSE(W& repﬁ Bérﬁﬁﬁ-m%@w% W ddle-2-

triftluoronmethyl bejin ecl al referred. "The term
cgrpoveiic eid é}gmg OKi§ Rt wg Ong ggw%lﬁnt@f lithgu gy qb(l)g(rg,d-e (example 2, step
14T BidrRorphvEie- &ll Kﬁdﬁdd@(@lﬂﬂﬁlsﬁatdﬁﬁﬂeﬁ adf. ab20e). e kiele Product

at |l.east . on f.the hydro to al koxy
Btk PO iR T SRR R 8T8 0 el SO ) K
or chloro, nost preferably fluoro. Anong the preferred
hal ogenated | ower al kyl groups are
trifluoronethoxy, difluoronethoxy, fluornethoxy and
chl oromet hoxy, with trifluoronethoxy being especial ly
preferred The term "l ower hydroxyal kyl" or

hydroxy O 8 aIkyI refers to | owner aIkyI ~groups as

o o oy o Y 4 a1
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The term "carbanoyl" refers to the group -CO-NH 2. The
term "di al kyl carbanoyl " or "G -8-dial kyl car banoyl "

WO edoene29bDd the group -CO-NR R' wherein R and RT/BPB®06/068649

| ower al kyl and the term "Il oweg,al kyl" has the

previously given significance. Apreferred

dlalkylcarbannyl group is d carbanoyl. The term
"1 ower diaIkylcarbam)ylalkyF"ng‘[‘ci}m(5

"Ci _8-dial kyl carbanoyl -Ci _8-al kyl" refers to | ower
Bll. ldioxp- Bigyg orph olja 4 Hexdl 1 -Aopuep ied abaprapylinspesidinydeyleuy)- 1H-

ﬁﬁ@lgymwgggﬁnaﬁgns of the I ower alkyl group is
replaced by a dlalkylcarbannyl group as defined herein

s arfaemy e SarE e tiprormhalin EShiiar Grisprrom Fheihi-4-yioxy)-

pHengola2-ki it etban SnelErythpl€i2; 1@ mkkl0 &q.) end swgropsalkygthanesulfonate
f

%@ggeng%fgl n(%ﬂl%ﬁly?‘?%?mm%4%{d§ v%s adﬁ&?ct,es@lﬂfcéa? oﬁeﬂg ( ]bS6 mg, 2.0

ed-pHdrypplugion wyss stred %?vhraéd)SPGV\Elae lwhetrwll ralwzw Vs gmnga@d in vacuo

Qﬁf‘éﬁélres‘?([ue&ﬁ?ﬂi‘tl(ﬁltemﬂetwe-gﬂ %va&& lafY | V\ﬁr 1@V Nkyleth&f €hadiRous layer
an aronmti ¢ nbered ri ng can Corrprl se

yARCXUaGisd chtht el t&fto%y@@eé&h&fomb&ﬁdrﬂrg%ﬁléﬁer wRygehed with
Bﬂﬁié aries ul@hudivbxanpte sltatd ehedmatsd zn@amdahel Burfied on silica,

azin rim.din rid .
?IH é%WtH cpf%lglieﬁgﬁgtﬁl IZ%CF#/ gz S]Dné |frac 1%%17\%% g%lgf/ angl %r 8 in vacuo, to
vz g g (47%m Qf&h@ﬂgshrpd produgt asadffrwhitEs@el M\S ery/e) 462.5 (MH", 100%)
preferred are furyl and pyridyl. The term "Il ower
heteroaryl al kyl" or "heterogg J¥$1gh- 8-alkyl" refers to

| oner al kyl groups as define ove wherein at |east
one of the hydro-en atops_ of the | ower alk

Q a_..l’ﬁll..‘ . .,...a’.-’ 'L-.r- Al - & A’A'A...J‘! & P I.La .a 1..

meﬂnmoﬁ@terocyclyl refers to a saturated or partly
unsaturated 5- or 6-nmenbered ring which can conprlse

éi?[% Vp‘ }ig!l t rl’l%g [a% xt! Oﬂﬁlns E lfy?ngtg?qu ll’l%nie% car XVll’C acfc%: vl ester
Lt ULlyULl ylI 1 Imys 1 IIL,I uoe

pi peridin pi perazin azepi nyl, pyrrolidinyl,
pyr aI@Iaiccu)ér(WC) ifrrﬁctdsﬁzqﬁv eitlrpgHS- hydwpxyadsilé-@icastioxylate (purchased at

B¥sifh! rH'G?)S@yZO' Sjgzl'(ﬂéql ) (I@)Vﬁ ivah & @yﬂwr&?&mkiﬁg NYd eq.) and tri-n-
| soxazol t Hi azo

baSRE SR Ryl B S oy ki - digibendidiperidine (504
b0 ey phr eleranortich hYHE epytiaNylixtutealdsatiped empoanynpaidure

B SSERR e el BFT R B VortoRGiath e diemytetner was
HWeTmmhpitateims ﬁhbﬂegi loff andftlee Slttate Waowencaitiaydd ignoapsind

Oﬁrfc;%f %r?ﬁﬁ% aelﬂ]ﬂ}’ r&he&lﬁﬁéheﬁﬁ‘ﬁ PEmyE)g‘ iddYOhOEE ion was

roup 1s rep
ﬁelaad@@geimﬂ ingPastp tagneicb &gmed‘l%%boétheﬁﬁerqdmfﬁduct as light yellow

fRhkamRa i3ald waccepiabl e salts" refers to those
salts mﬁﬁuﬁ retg¥% the S?OIoglcaI ef fectiveness and

of the ffee hase

h are
-5 1l ) acid ethvl ester
are forned Wi th inorganic acids such as hydrochlorlc

aci dTo hyuixoie ofi-¢(Sdibknzglupirumiden-deilaky) ik mldoleaz: caboxylic acid
E’tﬂyﬁd&!&’gié?o 801' (S’ecf‘{‘&’n& &%ué hﬁ& gza%ﬁf ff @qbiaﬁél ?@O%L) was added
pdladiung py @@‘Il‘i'aéeda@laﬁ:hoply(rlg%l ig nasp.cP 0 e>@y@41 . )é?éuddhe FRartéerevessel was

ﬂﬁéh‘éd vml m&&geﬁqu Ahtm$: afﬁe%&dﬁ%n%kﬂm e &irﬂédcl %Ca!t %om temperature
%rlaCI rtaric acid, citrjc aci

A Ao Rcen el e e TBS g RHRLal Yrfligotved in

am@hylﬂrﬁlaﬁﬁ@d,l(lﬁm IO aadlp@tasﬁum(ﬁatlﬁjd MﬁdMisQﬂdw.&mbmlxture was
Nacet nd the ke AlN

StH&”dtC SR %ég%msF%IPPeraﬁéy &rlc? %Fr’maal%e(lr Eagdicty 3 gfded and the
an inorgani c base or an organlc base to the free acid.
Salts derived froman inorganic base include, but are
not limted to, the sodium potassium Iithium
ammoni um cal ci um magnesium salts and the |like. Salts
derlved fron1organ|c bases |nclude but ~are not

L I o M
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"di ast ereoi soners" and stereoi soners that are
non-superinposable mrror inmages are terned

w0 enansiavener s, or sonetines optical isoners. PCHERING/068649

atontbonded to four nonldentlcgi substituents is
ternmed a "chiral center In detail, the present

VBN R08) 3 8936 8- GATRONRGR pL P IPRRLADtE LR T e was
(PR BFELoheP) 2. 9ENAR Al bR

cte group consi s
hWP@@@W” wgweThaldgidue wa@dzétolmddn osgiand yiltere opg rthe filtrate was

&y l{fz){}acud tﬁ&? ui@d o DGRk w1lt}9¥M°eﬁloromethane/ methanol/
cycloalkélal ower alkanoyl %

ower al koxycar bon )
pBmeniacy Heénaktgﬂn wagRdnted pRg Aded #oigro, t %wetﬁ‘ﬁv 38(5%¢  the desired
pheliel 43 lichebiphanplid rM8gmii@y 3 bed uvistibsioszut ed or
substituted with one or two groups independently

cg) :GSC—l : quslo eIl al rko\fI h —1H—1n}ﬁaff]:oz cargoxvrhq ag‘lldo

I'KUXY dallu

substltuted mtth onebor tmolgroups |ndependently

sel eTB ﬁ‘%lfuﬁgﬁnok 9\’6@3') A sgﬂtopyﬁﬁia%ﬁﬁn 3‘33){%23? .1 H- GV e- ﬁ@ﬁt‘%oxyhc acid

genoa ower a ower an en oxy an
SERCRteR 1310 b ARy ter ANk o BRI IO Batfh SRy Bfemethanol (10
ﬁﬂiﬁmtﬂhuml Hndrérade Ilﬂenblllﬂﬁlﬂﬁstl B lgI B00 eq ) $absddetl UTtetreddtion mixture was

S vl e oL BT BHEN  tied JER e Wbl (et 2 i
hkkodypn¢wmé(ﬂﬁhﬂbgewohmgmmyuaadmkdmatmhwduuw@dmgﬂDSg(lOW%)of
I gsup th one
%%qwgﬁggﬁgﬁggafﬁ epe gen§F§&%§ é%??gkiroht g@%r al kyl,
Iomer‘alko§y, Ioweq hal o genoalkyl ‘Iomerl

"9.

halogen
(-

1@@2@]0@@3@@5@@ edfrom 4 vvherel nm | s 0, 1or 2; R3
I'S selected fromlower alkyl, |lower halo genoalkyl

gxgl al k ggﬁ%ﬂgﬁopgpfé%u}/e %e%?rléti)(%ll fbrl hg\rls\eytrhthg 0f; egaqné{x:g]:, is(‘r\étl) 3, the title
airkpd>qncbwa18§yﬁ)thedtzadrfr(ﬁn 5¢((Bs 19soptomil- p21;r014d1ns3 slekpetddndole-2-

%85&3&5{%%%9dr003§r12 E%& ﬁtltft %%F %Vaelg f 11 um (ﬁ%?orlcl?(example 4, step

§)e41e1cttléun¢rpbﬁintqnélgh@9@e (wmehagtd éﬁg%tee,ﬁyﬂ %19’28,‘11) Thewesired product
FhkybtainBY doxYieldNFl69 92 As RRRE iRl kK @knaoe. Qr(NBﬁt @0@'%?10
together forma double bond; R8 is | ower alkyl;

C3- C6-al kyl ; and phar maceut | call% accept abl e salts

t her eof . FurthernDre cconpo f formula I accordi ng

to the present invention are preferred, wherein Rl is

§¢D &l ddioko-di-tiiemprphpine elhirbdr viigS-01 - itvpdompdreineridowéiyloxy)-
ﬁthh%ﬂprF1n$ZQ£H%%ﬂhEyl | ower al koxyal kyl, | ower

Tal 0 genoal Kyt, [ ower cyCI oal kyl al kyl, | ower

cyanoal kyl, | ower al kyl sul fonyl and henI

unsube e igiueeiobil, stexeithigmedpRglinn dHe[Sdrl isQRIopyloipaidin-4-yloxy)-

tHctﬁ@@mi:lgl}tdmgaﬁtrqu%n lfserflfB(Dfﬁ@fl @E(%fi'%h?(ﬁjoﬁg&fpper(ll) acetate
ower noa
Pt aEL st kb2 ety e oSy SR rom e (e e

eyaaopyrakiee- desp@uﬁ dsd pinatalrerut 247, m gdeige)i wasRilded The reaction
ﬁﬁ%(tﬁft chFr%H‘fé Q&Pth%ﬁr&éh?eﬁllnﬁ%doﬁ aé{tgr'ﬁgeelrélﬂd{lg%{ then

ower th' ¢
D fet qn ficaj eéuthggdwﬁgénhlommcth@s@ neshwl A8, v: wvﬁ)eueélrantlon was
B@la&dl a‘ﬂ\ﬁ@ﬁrleﬁ%lz PaIENO3AHKY b7 m%?Q%) @ﬁ@l%‘?ﬂeﬁféd)brgﬁtﬁft Q5 1igf vellow oil.
Most prefera Rl i's trifluoroethyl. Fur

Fred? éé uhB&%of formula | are those mhereln R1
is |lower cyanoal kyl. Especially preferred is
1-cyanoethyl (propionitrile) . Also preferred are
compounds of fornmula | of the present invention,
wherein R is |ower hydroxyal kyl or |ower al koxyal kyl .
More preferably, Rl is selected fromthe group
consi sting of 2-hydroxyethyl, 3-hydroxypropyl,
2- met hoxyet hyl and 3-net hoxypropyl. Furthernore,
conpounds of formula |I of the present invention are
preferred,
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wherein RL is heteroaryl unsubstituted or substituted
Wi th one or two groups independently selected from

wo omeneabkyl , | ower al koxy, hal ogen, | ower hal BCT/EP2006/068649
genoal kyl, | ower hal ogenoal koxy, and cyano. Mbst
preferably, heteroaryl is pyr| d2y or pyrimdinyl. R2

i s hydrogen or hal ogen. ?g@ﬁ of formul a

wherein R2 is sel ected fron1zh group conS|st|ng of

h drogen chI oro and brom) areﬁ)referred Especi al |y
(1 afdin QY2 HdebZailhgl. }-digxpal -

tmyﬁﬂiﬂh%ﬂnafﬂ)%mﬁﬁmn\éher ein R2 is hydrogen.
Furthernore, conpounds of formula | according to the

B SR e B e B SO PR R SV ELRUT B | oo

al kyl, | ower halogenoalkyl cycl oal kyl ,
hal ofjensdytodroafl &30 g (27cﬁ/\mmody@ Ibotahkﬂmbﬂlybbcy—aﬂdirﬂdolmel carboxylic

FAFBA Rt s o] 4, cHAE=O 75 2Tpeu0g s 0 .
fisBlorpypethanaiscooied tps7% Lot dpiy temimrepes: ped nalpbmtond@bromlde
Pmmsll\qfsoﬁﬁbm élchlor(\!l’ﬁ@th%é) waré 8dded. TS IRAMNWRGIlowed to

ounds, wherein nt e a pi er|d
%Ebo roQy E?HHFé‘i‘tlé’feraé‘& aéﬁe’égﬁgﬂ%gﬁﬁcfg%va@tsﬁﬁ fgdjon 10% aqueous
W’aﬁilﬁlbﬁbanbdr&te()sohitmms thegdiake’ gvec@sép aurdsin d\m«aa@enuq)hass was
e)gpac{%%%g}seg glfn% wathpel¥ Xl Ql Ié%%tlc gi;ﬁl qat’lﬁ)edt ?frézrlrtnc ?agers were washed with
wat\¢e frtliopred &y éripe.afriedoad; m‘agr@sl@rrnmﬁam, @hcrﬁd esd @mporated. The
R8s RadhScHlomAt A%AC@B? {fﬁgr %il \41191\/‘@ 'heﬁalnléy leth ﬂc%&tei']@ 1 v/v) as

pre erre are conpou accordin

tlHdrieighs O Wher2d)rrfthapigdret s hghbyeélpw splig MG (mfe)p822 (M-H",
®0d%).0, 1 or 2; Ais selected from CRIORIO , O and S

and R5, R5 R6 R6', R7, R7', R10 and R10'

PSR AR S0 P B P S0 W acid con

eadrogen and di al kyl am no, or R6 and R10 together form
a doubl e bond. In addition, conpounds of fornula I

accogg mwsugl]sam*sfaf RO BB OB Al sn{gafo%n%ﬂ indole-2-

wher el n i es4 "wherei n 'S
25w i8R UAEPRgn pgn k. HEsh SRy R, (Pl ¢ e mimqy) 1-isopropyl-
pipefigihr£d] @@m&dﬁy Sfailhigeyanden. 28 of 1.0 h@nleedtylphosphine were

1 ONn are.

i BRRBiRicbrr Bt 461 92 (106 maofiyertinpe o
aza)dffb-ayddxylyl)e-\klas(aﬂdé’d 2hd thefréacdowehhyllgwed to reach room temperature. After
%%{)lﬂg ?l%ex%l %&lhn]s%)@ﬁﬁﬂl%&% aEd tﬁls ﬁ][tl;oate ‘ivas eva orate)d/] 'l_"lbe r6s1duf(:jwas flash-
ch'romam g;ja@l)edpﬂ.sﬂmd @{:1 v@t}ya gr.adn:gt hﬁhdﬂgron@ethane methanol (100 : 0 to
66 | 200/9% @ %&E @OPE pIxoL) (ﬁ“tﬂe iﬂ'o)du[:t als “al 1@999&1% fom( MS (m/e): 409.0
I-|sppro pi peri di n-4-yl oxy) -

’JQQ anone,
(I |-dIOXO t hi onor phol i n-4-yl)-[5-(I-isopropyl -pyrrol
chi $1e[3$ Q/Bﬂ)hyd Sk ikdrdopyl diydridin-Aefibandreindole-2-carboxylic acid,

ﬁ%‘[rf) ﬁﬂlg%?a i mlx{uriwclztgrhkt)hmml Shl%mtel -i sopropyl - pi peridin
yl oxy) - i ndol - By yridi ne- 2-carbonitrile,
[ 6 bA@m@uEe of o-brayoer oqdyllsomppﬁlrplmrmlm Ayyloxy ) HH- jirdolr dshrboxylic

gcﬂ kth l'c(ste} (:3-21%' 96% ) ah@'hthlum hydrox1de (249 mg 1.25 eq.) in a mixture of
I onpr t hanone

‘Fetragbcgpgﬁg,q (]gO(mi) qlgio\ﬁq,tgrp()ﬁﬁ an;J)p\@z}sl raﬂlﬁieg fg,q ?é;(%n the volatiles where
terhdved ot vacdo Yhd th-e(pH- whs sdjasted td dab2. The suspension was dried by

PZCO§8B]I2E%§PV% ég%{ tnﬁlzl)lix/atp (}9{93 3 bg gof 't e desmgd product as light yellow

bolid2wificl? whs v del wathouefurite) putifibatiodoMsS (&v/g): 116.5.0IMEH", 100%).
di oxo- |1 6-thionorpholin-4-yl)-methanone, [6-brono-

| -(2-chloro-pyridin-4-yl)-5-(

| -i sopropyl - pi peridin-4-yloxy)- |Hindol- 2-yl] -
(1,1-dioxo-1 |6-thionorpholin-4-yl)-methanone, (

| ,1-dioxo-I I6-thionorpholin-4-yl)-[5-(
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(1, 1-di oxo- | |6-thionorpholin-4-yl)-[5-(
| -isopropyl -pi peridin-4-yloxy)- |-pyrimdin-5-yllH

WO paloeR9y1 ] - net hanone, [ 6-bronp-5-( PCT/EP2006/068649

| -1 sopropyl - pi peridin-4-yl oxy) s,
| - (2-met hoxy-ethyl)-1Hindol - §3yl]-( 1,1- dioxo- |

'f1)6§ tgg gf@@fho%-gﬁgqypﬁ%wrfﬁ%%@onni y1:95 TIP3 (i1 1,1-Dioxo-145-
thi¢iBerphiohioxdyylpmoplydnone H- i ndol - 2-yl]-( 1,1- di oxo-
| 6-t hi onor phol i n-4-yl)-nmet hanone, [6-brono-

|- ( ZIJ]%%O%?B% ﬁ{eg%l)%f:dﬁfé desi:rlbed)for hH_S?’ntHeﬁls of, exalin_f)le 1, step 3 the title

| -i soprop I n
qompomdow»synthpezqdrfrwr &149-pr- (Mﬂpyomé@mﬁléﬁeél yloxy> 1H-indole-

b @atboRR-acld, ﬁ?dll&}z‘l‘ijlbﬁl( YalPiQRKkdre With 11th1um chlorlde 'J&Example 6 step 3)

in(a&lo%%&)%l -lgff gelH‘} 4&}%61%)%3 at_ %}/FL ecnr'g? he des1red product

%) otdain2d (n dyidlddif @8 @e ad light yellow solid. MS (m/e): 499.5 (MH", 100%).
| 6-t hi onor phol i ne-4-carbonyl)-5-(I-isopropyl -pi peridin
-4-yloxy)- indol- 1-yl] -prepionitrile, (R -2-[2-(

1, 1-di oxo- | EPn%ﬂé9

| 6- t hi onor phol i ne- 4-carbonyl)-5-(]-isopropyl -pi pe
[64Brampenlyisoprapidt - (Itisgpropylopipeiiidini4-yloxw - LH-gndol-2-yl]-

{m&ﬂisf&hyh;d vusunpe%alﬂine 4-yl oxy) 1-i sopr opyl -
['H1 ndorl - yIJ - - di oxo- | 6-

ggtgg?az{%r yggme rp%f‘élpé%cﬁescr efﬂ@ﬁ]ﬁﬁyrgtﬂese% e?cgrtnipﬁ:ai lt}}/e title

pdrapomciewds syathesizaldcap] &brems &-{ Isisofrophlepipanfiowhgdsxyf 1H-indol-

6 C [ I
e s EBrRTRE P Ub B o RO PRRh R S ET i
ppefoewmhambdﬂmﬁ@nifbe gésiredh erqshues et olitmuedin ayield of 69 % as light
(arRasndsvsind/or su & i+ oy M acid addition salts
Wi th acids, such as conventional pharnaceutically
accept abl e acids, for exanple hydrochl oride,
hydr obr omi de, phosphate, acEtaRe S unarate, nal eate,
sal i cyl ate, sul phate, pyruvate, citrate, | actate,
rﬁaBdnh@JSe(,l-ismrbavlaii@eramdmmsmne@,ﬂ Phdfhadre-etiRiefl Hrihdal-2-y1]-

[ £ aldS- MY Ih QG BRI 4R hi¥mafibsO SOl vates and
| and their salts

formpart of the present invention. Conpounds of

f or ninl anajogyam theavecesiee dnscrimnddontpmithesicofcanbple lastepd, the title
SSHp &AM W s§ﬁth'eﬂzédrf?or’f1?5mr@ﬁlo£53 i-G8hlopy b@rldln 4- yloxy) 1H-indol-

0 m xtures [ or
&ﬁn@ ]eg%l"%cle‘ @Orﬁﬁﬁinc‘f;pfﬁ ﬁtﬁeléortﬁ <§§%@P@& et and 2.2,2-
mﬂ(ioudmlsylﬁfﬂlﬁmﬁéteamusmé Sheidasitedr@odis@ MRk bbtained in a yield of 15
acenm r oi someri c racemates.
%n 3G Eesggﬁl ‘% g&g{%ﬁj\g&% obt ai ned for exanpl e
by resolutlon of the racemates, by asymetric
synthesis or asymetric chrEmnm@g9aphy (chr omat ogr aphy
with a chiral adsorbens or eluant). The invention
Pﬂl’Bf&ﬁ@% @Ldn1&b- Mﬁ%{iﬂs@f 5% ldobrcwsvh Im&ﬁdﬁ‘]p@-rvﬁﬁk/)atlﬁdmdol 2:y1]-
the go pounds oT‘g [ formula I 1nth
ey 5P ' S g uncti onal groups to
prOV|de derlvatlves mhlch are capabl e of conversion
backlIt amaldyg t@ &reqnbcadprqadmmbadrfomh‘eeyntﬁbsﬁsmfcdxmgpleai the title

gorﬁl%Jun%Pl s%?‘e zed orllrgg %l %]1%0|5a Elenﬁpr%gx‘p%g&jéc\ﬂgsét yl\g'i)?y)cfh indol-

are capa
gohellal- dmoﬁ&f’ﬁhlpmomphnlmoél alr)emethel@orw (Emampletfestsie dpando?-
Eﬂ]bﬁ)ﬁ?ﬂ&ﬁ@ﬁ Qélpni%faléfdt RL d@s’ﬁ@@ ?)I’O(lect heomhiase M 3 yield of 7 % as white
I nvention is rocess he manuf acture of

ebﬁO9QK B 10 %@ deflned above, which process
conprlses b) reacting a conpound of fornmula Il or a
salt thereof, wherein RL and R2 are as defined herein
before, wth the amne of the fornula Il to obtain a
conmpound of the formula | wherein R, 1, Rand G are as
defined herein before, and if desired, converting the
conpound obtalned |nto a pharnaceutlcally acceptable

ri
(1, doxo 10
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sequential or convergent synthetic routes. Syntheses
of the invention are shown in the foll ow ng schenes.

wab@7ekiobt s required for carrying out the reacCPCDRPANE068649

purification of the resulting pyoducts are known to
those skilled in the art. The Substituents and indices
used in the foll owm ng descr, Elxﬁfn' o 0of t he processes
have the significance given |pe| n before unl ess

i ndi cated to the contrar Schene 1 | XConpounds of
glehéeno-{ kr thigraonphe ki 4pd Biéhmoawml-amﬁﬂdmﬂ—wbxwlrﬁm

ﬂrlfﬁt%rérﬁbﬂhﬁ?lﬂ@hen@)) ﬁh@n&ﬂ@ﬂﬁ%ﬁhﬁfon@t hers are wi del y
described I n I|terature and the procedures are known

o 1 e M et spaR bR BHeetad Rampe 5. the e
exapql et w&gm@ehmnlsfrm (Ol ghoccthisrangthotinet- ypins-( 1 Asopropyl-

Lde tp Funct
Rk b Al 45 FLERRIEL R, A8 T PO
ploggyiboramie agid abf dpsiied Pr@du@tafnaswetaametdectae@bl@yf HT%I asyighpyellow
g(ﬁ@cM%@p@ghgl(m+ Whhgh are commonly utilised in the
so call Mt sunobu reaction" which is known to those
in the art and w dely desccé bed ( ughes, David L. The
M t sunobu reaction. O gani ns, New York, 1992
42 335-656.) We find it conveni ent to couple a
ph ERGhiozo-alyddimed- y)\5-ni-ishpalpgbhipkisdikikd- GoXA) - (Iiinddr2-yl]-(1,1-dioxo-

?%_ Jggglhb}{n_%vm 1.pbl&.QL accessible by nmethods
r by nmethods known in the

art, as appropriate) under conditions enploying
phosbmlwébgym@ Heayogadupr dspeiphedSphihgsyrhesis of example 5, the title

l&dﬂﬁe f tt?mtatlfeewﬂ A ﬂﬂilbid(&létﬁgr;ﬂloﬁhalzﬁj G OMPUSEopyl-
] I
BiPPEdBr pslyty‘y)aﬁléd %%%&iﬁ%ﬁ@%ﬁﬁt%? Py apsbiyhieropyridine-4-

beronit)aciddiThe dedirel piydvaz ads clanined H avield dfSt% avei byl white solid. MS
r and the like in a solvent comonly

g Peg ﬁi@t’f nq)(?lf'ihsfor mations |ike tetrahydrofuran,

tol uene, dichl oronethane and the |like. There is no

particular restriction on thxempktiZre of the solvent to

be enpl oyed, provided that it has no adverse effect on

ERe. I’ﬁ@PIJDRBXd)Mé‘lﬂl@orﬁ@ﬁﬁ%ﬁﬁéﬁcﬁwﬂﬁdj AN fobiopll- blbeﬁéiﬁ 4-yloxy)-

di sii ge the reigents at Teast to sone extent.
pl ace over a w de range of

tenperatures and the precise reaction tenperature is
not brarai@glto the grheedunvdastiiled. fodhefsimtledit ofcamviplzi lestep 1, the title

%égn @Md%/wé’s%?tﬁ@ﬁz{dﬁ?& '(ﬁi’,h-d"{»io thhgtﬁ[)hﬂl%l grﬁgg}—?ﬁg—?ﬁ)&)mpﬂ—

erature

pipaddinohyleay) - Hil sedala-yl] m@et@nedémldﬁ AYarh2-hegipopropionitrile. The
HRGEOHRoduROH AR Blaih BRI £AEIHIP R0 VERRER Sl YEIR W RANL. MES E)m/ e): 473.6
nature of the reagents.” However, a period of fromO0.5

. L7k al days will usually suffice to yield the
compounds of fornmula VII. Alternatively, conpounds of
formula 1V can be subj ect edxampi Ieaction in which the
phenolic OH will substituted by G X V (either

Atindels?-ghpnethancnee) . Condi ti ons commonly used in such

types of transfornation are widely described in

lit eT@h%&tu@@Qf d‘lnlobl\{]éxf)-%lbﬁﬁﬁﬁhdlﬂl 1R8-BL - lsJ;h%Fhe;ﬁyértbgn 4-yloxy)-
?Iél Qolé, pf]ﬁ»{rﬁgﬁeﬁ%‘j{eﬁ 2 O&ﬁgﬂgéﬁf& S(thgﬁl tPaSn%—ul 2Od1am1nocyclohexane (186

ﬁmraﬂ@@ﬁll)%dtbﬁe@(ﬂy iodlmhmﬁuhfeqnylbotamm beodplhkte)(t 06 g 2.1 eq.)
]
%%‘E%&g%?“é? og %"%vi:%d% I%%’? :r“:flélr%%’fane (%@%gr o

ngémb(%me (417
a base. Solvents like N, hUlnethyIfornantde
N, N-di net hyl acetam de, tetrahydrofuran, diethyl
et her, dioxane, acetonitrile, butanone and the |ike
are conveniently used. There is no particul ar
restrlctlon on the nature of the solvent to be

1. i o o Y Y e o
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met hanesul fonyl chl ori de or phenyl sul fonyl chl ori de.
Condi ti ons commonly used in such types of

wao e@nséopmat i on are wi dely described in |iterapCr/BPENEI068649

known to those in the art. X signifies a |eaving group
such as any hal ogen group (chlorine, bronmne, iodine)

?}gr P ?%va@?h@ﬁgle*i‘ﬁ%%ﬁgtgﬁ 1§1 e was asltrlra 0 06 eSndSa&/]ﬂ; ?nd th]en concentrated
mewmlma dba lr¢s¢;h5¢| wag laent mlﬂeﬁiI@@)SﬂlWﬁbﬂm@d@th @ﬁhlmmthw/ methanol

o@d rv'v‘:-‘@né’ thactidh %Mscﬂﬁt@& n¢ 8rifd m&\%ﬁ@ @@ yiefd 8304 ¥188t) of the desired
and preferably in the presence o base. Sol vents

%CNSI‘@BT Yok Mﬁr(ﬁ%eﬁél%ﬁ(kﬂ%l &QQ%Q/I acet am de,
tetrahydrofuran di et hyl ether, dioxane, acetonitrile,
but anone and the |ike are dbnﬂ@niemtly used. There is
no particular restriction on the nature of the sol vent

G ‘ QI PIHRINe 3 ¢lgangite | east to sone extent.
USuaIIy the reactlon is carried out in the presence of

a bageanafebly i@l eSprbasiBse dd3elibdeos AdispitBYdsi demple 1, step 1, the title
r bonat e .and cesium

Net hyl dj i sO p odi u a

cUrp was asgrﬂt%ﬁﬁéﬁ%%% [6-PrmPe a@t jseRrop¥hPipgidingt-yagy)- 1H-indol-
Dyr (lal- tzﬁod&— 1n&igiemotpH inpe nyatmeteSn@reotEkmﬁpl@r@aep @) and (2-
é\ré)a(:t Itlgyrf ?etf?eru{“ﬁ de%sugc? 'gro%qlctto v&é:sa(%bﬁame 1n frﬂyi o?t7¢) 90 as white

onveni en reac
ﬁeat&ﬁ@@ﬁk@ﬁﬁéﬁd&édﬁ ﬂéﬁbbrature to refl ux. The time
required for the reaction may al so vary wi dely,
dependi ng on many factors, ]gg&?pJM;the reaction
tenperature and the nature of the reagents. However, a

o-|mig ﬂom05t1m)ﬁw2ﬂ &%m%g$£§ ﬁhmmzwulL

-isonrppyl din 4
H
dionpadhdisioplorflosimi-gl)ietameorer ansf or med i nto the free
aci ds under basic conditions, for exanple by using

it hinu ibV%?/ & ﬁie&gf)g%ﬂ?@geq l?ée% ORI ?@ggﬁiso Jﬂ%a&%féel, ?t%f) q, the title

or any o e sa I's cou - '
€N RPN swm@emzqd-fmro)[ﬁdbeor(lpt&blheger@paltpleymledl ylpgf)- 1H-indol-

ﬁ%ﬂo(]l)l B xb NG REBRBEM A Jﬁ@gviﬁethgnéﬂeq%arhﬁle@?ceﬁm and 1-bromo-3-

reaction conditions déscri bed l'iteratu

eﬁf@éwrﬁ@a% dhe At parrlict wes pliningd ghwé 1d 05 % as light yellow
famnehans) \0ar @aniHc70Pr ansf or mat i ons: AGui de to
Functional G oup Preparations, 2nd Edition, Richard

C. Larock. John Wley & Son EE%prk NY. 1999). W
found it convenient to use enzotriazole- 1-yl)-

1, 1 3, 3 tetranethylur%nlun1tetraflu oroborate and

Qﬁ%’qqﬁ%leﬁlo]}ﬂ{dﬁﬂl@Vf)ﬂnetﬂﬁno-lfﬁe i ndol es |b m ght be the

desired products, however, tney m ght optlonally be

SUb efﬂggﬁae&vlefﬁ %ueﬂtCH g{y tSlia' gﬁﬁt r£<1deePrr°@ajl piperidin-

¢q/m§wpmﬂslnﬂa1 2ﬁ]t(e[1n&bkwek9th16mmgﬂwmd 4 1) aa¢theone
al kyl ated or arylated by a boronic acid or a boronic

t _avai .
ool Mt H ol AR GATIPE ALy QYRR ARle, S 1, he it
e hos! Wmmthﬁﬂzqdrfeorar[ﬁ bremoappl-sppicayk)ipertindt-ylowyis!H-indol-

. %zﬂ“@nl HioYs LR 'tﬁloﬁfé%h &lﬁﬁp@ %rl) gf eth AR (@&ﬁﬁble%n Stél?] ) and (2-
déscribed in literatu known to those in

?@n@oetmé It@kputyWWthmlsﬂp@e Tb%]d%g;rted pmduc@/ﬁmﬁmeqlﬁn a yield of 50

Huas,coldrlededil. anedh en: 58AANEH12%6Y) . RL can be any
aryl, cycloal kyl or heteroaryl conpounds.

Al ternatively, conpound Ib can be arylated by conpound
of general fornula RL-X (either comrercially avail able
or accessible by nmethods described in references or by
nmet hods known in the art, as appropriate). The
transformati on can be affected by enpl oying reaction
condi ti ons which are known to those in the art and
mndely descrlbed (e g. Vﬁtanabe M lehlyana M

. e NN PN PN
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addi ction, notion sickness and sl eep disorders
i ncl udi ng narcol epsy and ot her di seasesi ncl udi ng

wa@sdomose99al | er gy, allergy-induced airway respoPSEEP2006/068649

congestion, chronic obstructive pul monary di sease and
gastro-intestinal disorders. In a preferable aspect,

hgﬁe;% agShR" é? 'h?&%?c?%ﬂ@@sé’? ?stoﬁﬂoé) ag&eﬁﬁfﬁ% gf 2 gﬁlﬁfmdol 2-

rec tOfS IC Sy
rliyfhdr@ra@ 3’ @am@n@rpﬂiehnélayli' m;Fﬂ@ﬁf@@ﬁders with obesity

bei ng especially preferred. The invention therefore
al soAmngkatrest E@bﬂ%ﬂﬁ{ mfgftwnl Bthyl- &ﬁf@l@ﬁlsllhﬂl@xy?@ﬂﬁﬂ]l-ﬁl( Nekopropyl-

BEERPPAbNE*QatH1 B1Sl T Of GH W bt D ROP RBP4 Hsmiethanone (130

gy e0tegonand ahiatceSadeac eddpodichi®ragettiedd wecktiaked\er float room
yemepteﬁa urteha%ﬁtcgaelcl:‘letglér:r?l ed eZX é’ﬁ%‘; "glﬁeccglsl’i S}nei‘x flﬁeSW%s p%gt:ltllo%%fi %r vyeen an
andbormpm@me@mmdmnohwﬁpméaeesdmhkmhmawenaﬁbeeqauedIWX“MS
&t}alatehhﬁtmgﬁjllof’dﬂléiﬂ afd C'Gli‘?hbrll%etﬁ Hictay é:r@ W%MztbﬁEd w1th I"E)rme dried

enbodi nent, the 1 nvention rel ates to

PYeE AP HHEAY Suafﬁ@/ Biterpd aveeitapernteskin d?@@as%gle\ﬁrrﬂroé ﬁnar98%> of the desired
poaet Atvetdiebil. MSeneEBlal (0 mRfl06%)r ecept ors, which

met hod conprises administering a therapeutically

active anount of a conpoun of o,pula | to a human

bei ng or animal. Anethod f reat ment and/ or

preventron of obesrty S preferred The |nvent|on

&§x9QR5ﬂﬁgm%%%&%nﬂpﬁuﬁﬁéhEﬁQEF”Ent and/ or preventlon
I Seases ch are associated with the nodul ation
of H3 receptors. In addition, the invention relates to
Ph¥eR & d ORI tes- @rtylr%lmﬁh% srlaraféowérpr%@ér AL PFRY-

piperipihepgioay)- om-iedolredi g arehbso- i Tt thidiRotpheah Aeyli-methanone
and/ or prevention of diseases mhich are associated

w th the no * re S PE
Con'pI()nuarln %o h&rp%fedufe gi%crcljbe%I Orfies ot\l/lfésmf S ex%uﬁlgle 1, step 1, the title

ptanaiwmymtﬂlemmdh feamihtbsofiorS- ¢ lnsopropal prpatidiarfdyloxy)- 1H-indol-
P@Vﬁnlt 1RR0-9h.5- R Riok dlﬁl £ Sfrﬁf1 B%%ne':(%?drﬁﬁfe%%t@% 4§ 51‘?(1 (3-

sent I nvention relat € use o conpoun

g@mﬁnrapcrxyr Liaaditcy %ﬁﬂry&élﬁ@r‘r d he flesirefpapdushans olrtarnefi rnea yield of

b3 eadsmeMrled sl MSURRY 1 67M0.50M-PlesIdR) . i N a patient who
is also receiving treatment with a |ipase inhibitor

BB B L Ao bE S SR ab R el 1-ndor2
pil-€$.8rdiokond@nithiomdrphgim¥iytlemathaeotod f or t he
treatment or prevention of obesity and obesity related

di Sofndﬁlraﬁ) g?"?i) ff 15}? é@e%cﬁg:@ fo e fs%thgﬁs Hex ple 16, step 1, the title

t herapeut | ectilve anpunt

%@mw%@a&%ﬂ@swrﬁsh faorrl [pRremabl- h’ait%ﬁu@rl %s@cﬂ sitanglexy)-propyll-
W(uhs réREHaREM - @@ldxy) eftiaablv§l) a(rrquarox@flmtmﬁlowﬁ 4-y)-

ERUEPBEHPRGIR e 81 bd e VT VBT TisP b &I qbiaterd of 9 % asa

whhefoadr. (S (mreg] Abdes, (MbuH, 20%).not |imted to, anorectic
agents, lipase inhibitors, selective serotonin
reuptake inhibitors (SSRI) and agents that stinulate
nmet abol i sm of body fat. Conbinations or associations
of the above agents maybe enconpassi ng separat e,
sequential or sinultaneous admnistration. The term
“lipase inhibitor" refers to compounds which are
capabl e of inhibiting the action of |ipases, for
exanpl e gastric and pancreatic |ipases. For exanple
orlistat and lipstatin as described in U S. Patent No.
4,598,089 are potent inhibitor of lipases. lipstatin
Is a natural product of mcrobial origin and orlistat
is the result of a hydrogenation of |ipstatin. O her

| i pase inhibitors include a class of compound comonly
referred to as panclicins. Panclicins are anal ogues of
orlrstat (NMtoh et aI 1994) The ternr Irpase
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and WO 00/09123. Additional processes for the
preparation of orlistat are disclosed in European

wd200206299ppl i cati ons Publication Nos. 0 185 35BCT/BPA8&068649

577, 0 443 449 and 0 524 495. itabl e anorectic
agents of use in conbination with a conpound of the
present invention |nclud g%lg L E4 76t limted to,
APD356, am norex, anphec anphet am ne, axoki ne,

benzphet ami ne, bupropion, chI or phent er mi ne,
oY okl éhl&oxwﬂ%f—thrlmomhlohm Aceebenybi Hf k- Bomoml piperidin-4-yloxy)-

fﬁlaeﬂ@i@l%ro%mu@ﬂeegm (9.2 @Yﬁpﬂalo@ar@é h R8T BRI 2B VI)-5-(1-
th [ .dI phenet hoxli di ne,

> b M ! DI | ur ani ne,

fenl sor ex fenpr opor ex, fI udor ex fl um norex,

furf Alryden‘ﬁt hyktarmff&hcam[ﬂé,l 1 diu v Bt- gnomerpholine-4-carbonyl)-5-(1-

s@(ﬁ%@?@%?gﬁﬁﬁ r@ﬁﬁa)“ﬁé!}%??é rﬁrgg oﬁﬂﬁ{e%ﬁf(am{)le 12, 190 mg) in ethanol (8

mdy ps isobph by ehirpd chlpvémﬁt@greyhy lpﬂmden\é@E Ehiralcel OD with
PIGROBApRAIS175RAE RURICTb G f opPE ! ﬂl@ﬂ%ﬂ&h@m\x}%ﬁa 1solated and dried
picilorex, rinonabant, sibutram ne, SLV319, SNAP 7941,
BRYA%F 78 (Sur| nabant), steroidal plant extract (e.g.
P57) and TM30338 and pharmaceutically acceptable salts
t her Emf:tlcwbstnemefeebaﬁbe aeir\al 6lcmageaydloar &lid, (32%) MS (m/e):
féjﬁ r| nonabant and phenterm ne. Suitable
Ml ve SEr Ot onin reuptake inhibitors of use in
conbl nation wth a conpound of the present invention
i ncl Gaetiorf 2.pogisive nasatidn ah3Ram. 8¢ mpafr oyedlpvselididd %) MS (m/e):
874 A nepand pharnmaceutical |y acceptable salts
t hereof . Suitable agents that stl mul at e netabol i sm of
body fat include, but are %‘6 ted to, growth
hor none agoni st (e.g. AOD anp e use of a conpound
of formula I in the manufacture of a nedicanment for
[ hel-Cyeaburghpiparidin pt-elveyit 1 -tsopofpyb bEsintlyl-2-91] & | padio et A-
WO b s o s Gelying.t reatment with a conpound
m%p consisting of a |ipase
i nhibitor, an anorectic agent, a selective serotonin
Pedipr laLéqunﬁﬂpm-ﬂosopa@ﬁyldﬁgmgemlﬁﬁhpxxélpiaﬁadle&t}égster
nmet abol i sm of body fat, is also an object of the
pr eswta nhlsaw@abf SIBenzmﬁyiﬁameOI bR @bﬁﬂ@t}@ﬂ efft&’f(BU lo2l .0 eq.) and

fu
SRl s BRALT G- Bt b PP A BACPURL) i HUEE s dbyimethane
suifoalaw (24,8t &35 ppntTheirtdetian anikivpases fefinkdi food 8h and then
rﬁtrrﬁ@i yn a%g] ﬁ%&és?cmé‘il}a% aﬂﬁ o%teh ?Bt\x}eg @Jatse? ?&] m%mﬁ %rt—
inven
blbqyl@dter tHlemCI@W@éa}@r s hxsmctsﬁ Wlﬂemeﬂ@hterbbutpleehﬁé angd gre combined

%aﬂ_ ¥ ?ﬁfgfs(wéilé %ﬁ{eﬁswl{m%é ﬁﬁéﬁ b%r qg(ﬂﬁﬁlds%'ﬂtatedﬁ@é}@& &vd dried in

DDM) ).
st i PR TP liGh @élﬁé}ga\ﬁéu@%mrpetéw‘é FRathanod A8Agy- The crude
AfateRiaC WAPALTTEdAGCeysehlntib® if @handland thd GO M et yi€l 3012 (90%) of

SS tion with a y iv unt of
R Pt e Pt BRI RERIS Rl R B Re BT pase
inhibitor is tetrahydrolipstatin. Al so an object of
bhétep BveBenzytoxiysl -tshpropelt Wéddndde-demdrdixpbdacabove for the
si mul t aneous, separate or sequential adm nistration of

a COMH%;@CP QOPEPI- 18- ﬁ@&lﬁlﬂ-&rﬁoﬁﬁg add lﬁih@@@s?er (4752, 1.0eq) and
i.nhi bitor Eartlcul arly tetrahydrolipstatin

fihiym dyd dPrag bbicactn anfstm/?fdetr%iwﬁeﬁﬁ@aﬁﬁp mL> water (180
1§ ah&eddth ol PI2exA) twad fefixed ﬁc@@hhherﬂth@b&tcﬁ&n mixture was

(ﬁf?g tf%\ﬁﬁy !L_{zlnyagzge gggsé&uggyﬁas% 51trégllbohls]érfm g(gueomarocﬂonc acid
therapeutically effective anDunt of a conpound

according to fornmula | in conbination or association

wth a therapeutically effective anount of an

anti-di abetic agent. The term "anti- diabetic agent”
refers to conpounds sel ected fromthe group consisting

of 1) PPARg agonlsts such as ploglltazone (actos) or

N o




10

15

20

25

30

with an anti-diabetic agent is also an object of the
present invention. It is a further preferred object to

w@ewviosmon net hod of treatment or preventi on OPCT/EP2006/068649

dyslipidem as in a human whi ch,gconpri ses
adm ni stration of a therapeutlcally ef fective anmount

gis &hn%f’@"ir?”‘i‘h?ﬁ/ﬁ% ?#}e@&ﬂ%&x{r +e% . é,rhgd %\8{1'&%{181%&? dfd in vacuo

soci a apeu ctlve anou
& Yi¢lgid.6l REF) 196 theegteired Mivduetan minte |0pi| MS| (svek BA%S (M-H, 100%).
agent” refers to conpounds selected fromthe group

e0%ish $13- H%ﬂfxy—"]hs@;brb? yI2H Gh FRGURSFTANSackHCh as
chol’'estyram ne (questran), col estipo (colestld) and

the |ike; A reduct ase, i nhihitors su
o OuSRlrt b SR PRy G P YL R e e i a i (416 £ 1.0 eq)
ﬁﬂd,lp’zﬂ}atiﬁllm on atteacdl c}larcbbéﬂ\(&@%ammn 4 g, aMBcdol in ethyl acetate (330 mL)

({Té/tﬁgriongﬁi &%? &2 ﬂus@l@g \x}ltﬁ%jdlr@?n t:r)iln 9%81‘0%3&%&11@611 f?(r 2h30 at room

SOF ors suc
w;nmz@rﬁm hhe tﬂsmléing be@fcwswsmrvceétfﬂtamdbhroyzfr a7 ligaad. The pad

@v@@wﬁéh’é@ Wlt'lsl)a rﬁ%ﬁ% of @Q@MCﬁa@e S AR] ﬁfeﬁltﬁé ﬁ(ﬁﬁﬁrg’vas evaporated in
brozi | opi enaof brate (lipid bezaf b

enf i

Cist 41 Vi) 25t CRan) | fahe 8550eq papshit B it S RASS (o) 2182 (M-
Hnhodey.ors such as niacin and the |like; and 7) niacin
receptor agoni sts such as nicotinic acid and the |ike.

bi.ect pfs the invention jsS.the t.hod a :
AL380 AU REGYE Y b b PSS A s R o #-indol- 230
m@dumnn¢al adninlstratlon of a conpound according to
formula | and a therapeutically effective anount of a

| i IOI th A&Y@g"y't@ Qle%}@&tdurér &k%cﬁ'&% 10f th s?&ﬁ@é’i’%%x% feqr Qi‘éf) @ the title
in the manufacture of a medi cament for the treatmen

%P%I’é\/%%ﬂ%ﬁl?e%edofmﬁpﬂ%ﬁ%% 1PQPTap YA -Eolens garngyhc acid
@E@ﬁl;ﬂm lst\ép Bg afid 8admBPhotihéN, ladibkide @Ipdremea ﬂ@ﬁ%ﬂﬁef M1201).

it i Bl Pt Bt B PHERROVS etevhks g s Bud: 3355 (v,

ﬂ@@%ﬂnent or preventlon of hyperten3|on |n a human

whi ch conprises admnistration of a therapeutically

f A t
A e %ﬁﬁm@?%%b%ﬂféﬂa%g%ﬁ??“# jjhdol-s
@PFE&lpv@lﬁ%mﬁfb%ﬂll%l%mfr ‘Hylpf‘éﬁef ensi ve agent. The
term"anti-hypertensive agent" or "bl ood-pressure

| oweTb agoﬂqerﬂs) rrﬁﬁth&[@f(th giorpanheasometolied-§ly-@mhtyiexy- 1-

SRR RIS S RS LS B B
hﬁbbmjpplplerl(imap@i%rng 1.2eq) apt triph(:h/yzipkndzsphme (Bsimgop? ied.) in
2 2as I bldrdn gt Ilni?1 Q2P Edc#ed?(?%]%/\gllsé/ bl lué(‘ﬁ? I)f dl tlrt Hﬂ?ﬁ@zgﬁlkérboxylate

u )
gzéléém@ rlké 9q,.) lfléﬁti“ﬁ)r}’ﬂmf(l@lnt(éé@) Th¢ éﬁ@@fmrawwre(w\ﬁmyd for 15h at
g erath @S, canceMPBL@TENRIA thédn ﬁﬁﬁﬁﬁt&rsﬂﬂateﬁﬂﬁ@vﬁﬂﬁa gradient of

d|n candesart at acand) osar
E)é@é%egﬁt %e%%%ﬁnq fgﬁ%‘éﬂPP 3RS e%ﬁ%ﬁ )ywhﬁ @?‘}Tﬁg@égféﬁg of the
dmreagrc&m):t aswallisagit. MS (raled\20)7 (v’ t1be%l)i ke;
Adrenergi c Bl ockers (peripheral or central) such as

t a- ad ' .
G 7 90 LR D AP B gon 1
idebprybl-miethaneet a), carteolol (cartrol), netoprolo
(1 opressor; toprol-XL), nadolol (corgard), penbutolo

(1 eV%Q'ch (I@'°O§|ﬁh!@t|uréé/ﬂ4§t<ze 1- dmxemmanﬁioﬁ{orﬁha%t@lcarbonyn 1-

ti nol of C ren)

sapeRk Hr(’enfgqloﬁweﬁé l’i“H%rF‘HH? ﬁgcamléfd%ql&m(%?lee@sﬂ (410mg, 1.0eq.)

in&helilafdiﬂlethw (W@Qs aalded ﬂf@vdlSekﬁﬂu@ioa&ﬁm adid (920 mg, 10 eq.). The
)%grzeo %{rgg?)gerlr,elr t !‘lttr]r%Pglztggl%ﬁ a%az en cjo(nrc%nntrz;?ede n \)acuo The

phenoxybenzan1ne (dlbenzyllne) and the l'ike;

peri pheral adrenergic-neuronal bl ockers including

guanadrel (hylorel), guanethidine (ismelin), reserpine

(serpasil) and the like; al pha-2 adrenergi c bl ockers

|nclud|ng a- nethyldopa (aldonet) clonldlne

o, o - o o . s Y /L N
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Al so an object of the invention is the nmethod as
descri bed above for the sinultaneous, separate or

waeegaeeodal adm ni strati on of a conpound accorBCTIBP1006/068649

formula | and a therapeutlcallg effective anmount of a
anti-hypertensive agent.The use€ of a conpound of
f
{egféig%g |vv%s lDaIJtlﬁ E%lf%%%ﬁ fﬁ&% ﬁ;nn? E:aer??@%g %%Lﬁéolﬁgg%lﬂﬁ&% Inl?(?%thyl acetate.
Whoaqusons lwerrve@@wa%gi witk athybmetam utd tha combmed organic layers were

ghtd oy @&flﬁﬁ%lﬂﬁ% fﬂgﬁ&{ and @rléﬂl R 9aal. Phé ﬁi@fdu@fwag B purified on
resent i nventio descri bed above t he conpoun g

%#lcar i with dgh%?r?lﬁéﬁh@nﬂﬁa?thﬁt%u@m@a@w Aevlpt gpeto yield 296 mg
E511% YSo RS 8&58d ¥AdduabdserfPhaltesit M8 gntat 470 00dH! | BX%).
Specifically, 1t has been found that the conpounds of

%ﬁ@ﬁfﬁjﬁf :—}%%clﬁ]o %%1'&;)‘;@?6‘@& 4%@ 2 '%%%ré‘% e111?’ nlrﬁoq—%t—)yl? (1,1-dioxo-12°-
fhadhowpihedjn tdegh-medkansaer i ed out in order to deternine
the activity of the conpounds of fornula (1). Binding

assayo i Rud b ) 08 ABHATL b SRR 4153 LT AL R0 i Dchifidin-o-

eXper|nentS Wwere pe rf or ned US|n§ [ dANes
ﬂPéX?a]r’édn%&l 208EEGRAPIE A26B R gNLE f-) Incetiniqiq gl 1ogng, 3.0 eq.) was
fteani soluHon(oZ 0@39bulane (Ob a;[gmmiq ) 1E>(c§trah'§hﬂif@1ﬁﬁ Y8 in€S. The mixture

B0 HRBL o1 BNl ) HL0 i R8T Bt U RAP EABIPRG 1o <R sodium
teweteryboadh yansle 62793hg R).Giedvi tvhyddiied t Him mwtion mixture was stirred

lo -
S A e L0400y 0 OB SREEL i
WHVIIWC}S’E’V&WW@C@I tgcﬁﬁgwmgogg@@ar@np@qeﬁgpeous solutlon dried over

m&ﬁ@ﬁffﬁE | fifdted abliedridaGH RakdOTh e e S&TduleQhs %Hhﬁ@d ofi S84 eluting

I A O NG G R X A S

am@ﬂb&hboﬂ.MEHnﬁQiM@M@@M@V;n@p%ﬂ filtration on G-/ B
filters (pre-soaked with 100 m of 0.5%PEl in Tris 50
mM shaking at 200 rpmfor two hours). The filtration
was made using a cell-harvester and the filter plates
were then washed five tines with ice cold washing
buffer containing 0.5 M NaCl . After harvesting, the
plates were dried at 55 0OC for 60 mn, then we added
scintillation fluid (Mcroscint 40, 40 mcrol in each
wel ) and the anount of radioactivity on the filter
was determ ned in Packard top-counter after shaking
the plates for two hours at 200 rpm at room
tenperature. Binding Buffer: 50 nM Tris-HCO pH 7.4 and
5 MM Mgd 2X6H20 pH 7.4. Washing Buffer: 50 mM Tri s- HC
pH 7.4 and 5 nM MyC 2x6H20 and 0.5 M NaCl pH 7. 4.

I ndi rect neasurenent of affinity of H3R inverse

agoni sts: twel ve increasing concentrations (ranging
from10 mMto 0.3 nM of the sel ected conmpounds were
al ways tested in conpetition binding experinments using
menbrane of the human HR3-CHO cell [ine. An
appropriate anount of protein, e.g. approxinmately
500cpm bi ndi ng of RAVMH at Kd, were incubated for Zlhour
at roomtenperature in 250 m final volunme in
96-wel | pl ates in presence of 3H(R) a- Methyl hi stam ne (
1 nMfinal concentration = Kd). Non specific binding
was determ ned using a 200 fold excess of cold (R a

- Met hyl hi stam ne di hydr obrom de. Al conpoundswere
tested at a single concentration in duplicates.
Conpounds that showed an inhibition of [3H]-RAVH by
nore than 50% were tested again to deternine 1C50 in a
serial dilution experinent. Ki's were cal cul ated from
| C50 based on Cheng- Prusoff equation ( Cheng, Y,
Prusoff, WH (1973) Bi ochem Pharmacol 22, 3099-3108).
The conpounds of the present invention exhibit

Klval ues within the range of about 0.1 nMto about
1000 an preferably of about 0.1 nM to about 300 nM

~ A - A PN RN



either eye or tail vein) and grouped according to
equi val ent nean bl ood gl ucose | evels. They are dosed
we@e@ioy299by gavage in a pharmaceutical |y acceppP@bER2006/068649

vehicle) with the test conpoung,once daily for 7 to 14
days. At this point, the animals are bled again by eye
or tail vein and bl ood glucose |levels are
det er mi ned. Met hod for Measug i glyceride Levels
hApoAl m ce (obtained fronﬁ%%g%g%%'Laboratories, Bar
Har bor, ME) are bled (by either eye or tail vein) and
gr oupidid cazted tablaigcandainipgithafodlawingsagredigntsrean be manufactured in a
LBl NGEh kg Level s. They are dosed orally (by gavage
I'n a pharnaceutically acceptable vehicle) with the
test conpound once daily for 7 to 14 days. The aninmals
ghereliftgR bl ed again by eye or tail vein apg ggtm
trrglyceride |l evels are determ ned. Method Tor
ﬁ%{s rin g HDL-Chol esterol Levels To determ ne plasma

"MChol esterol |evels, hApoAl mnice are bled and
grouped wi th equival ent nean plasma HDL-chol estero
|Gmepeundldfdomcle (Bre oral ly dosed once dai Il19.0wng h 200.0 mg
vehi cle or test conpound for 7 to 14 days and then

] i ng day. Plasma is analy r

ﬁ%ﬁg%%g?ﬂgﬁ%%%Pkgﬁﬁe conpounds of fornula ???Ié%d 43.5mg
their pharmaceutically acceptable salts and esters can
Jeciosebydigusredi caments, e.g. in the form of0-0mg  70.0mg
pharmaceuti cal preparations for enteral, parenteral or
tRepidoak KA ni stration. They can be adm ni 9pemed, o .0mg
exanpl e, perorally, e.g. in the formof tablets,
CS%%u%q stta&%ls%}gc%%atéjr agees, h.ar d and soft ge! qE.ISQﬁ‘g 17.0 mg
capsul es, utions, enulsions or suspensions,
rectally, e.g. in the formof suppositories,
pdrgnesigpaiteaatee. g. in the form of injectionldangiti orfsd mg
or infusion solutions, or topically, e.g. in the form
qQikeientWeRaHis, creanms or oils. The productijQp.oghet h€50.0 mg
phar maceuti cal preparations can be effected in a
qg@ygr which will be famliar to any person skilled in
t & &P by bringing the described conpounds of formula
(1) and their pharmaceutically acceptable, into a
ddydnxypadpyd dreithyl s¢lhdeseon f or m t oget her wi t h3$ung abl €/.0 mg
non-toxic, inert, therapeutically conpatible solid or
I A Fofil terials and, if desired, u
;ﬂgﬁégkgﬁh§%§{aggjuvants. Sui table carrier gg?g%iaI§L6H@
are not only inorganic carrier materials, but also

2'g‘%\nic carrier materials. Thus, for exanpl &3 M&ct osedme
corn starch or derivatives thereof, talc, stearic acid
drod ddds@letlswrcan be used as carrier materi aD8hgr 1.6 mg
tabl ets, coated tablets, dragees and hard gel ati ne
Qﬂgﬁﬂﬁgﬁkm§%itable carrier materials for sofg g Iatinéemg
capsul es are, for exanple, vegetable oils, waxes, fats
and sem -solid and |iquid polyols (depending on the
nature of the active ingredient no carriers are,
however, required in the case of soft gel atine

c apzwhetegﬁc)tive ir}%ﬂédi?hltiﬁsi&@a hh&mikel With 8ligobQktalline cellullo se and the
L.oAauct! on SOl .Utl gns an rrups ar.e or exa e, .
1 bRy Bred i s B0 P i Boy B fagnt 0 walc e Eranulate i
Bitddatittesodarm iserchn@yeidtahisd mapndsinestdaran asdtahpessd to yield
f | t er , | r .
génrgel\s/ OP [%(g(ﬁas'?ﬁe ng g, re‘?@%ﬁlﬁl%ﬁlllh%%lgpde% aé? %ﬁ%l?ééé?cli \évﬁisl )éfi %ﬂl%ous solution /

egetable oifs.” e carri
suspposin grthesbaveanenionedibmpdas, nat ural or hardened
oils, waxes, fats and sem -liquid or liquid polyols.

Suitable carrier materials for topical preparations are
gl ycerides, sem -synthetic and synthetic glycerides,
hydr ogenated oils, liquid waxes, |iquid paraffins,
liquid fatty al cohols, sterols, polyethylene glycols
and cel lul ose derivatives. Usual stabilizers,
preservatives, wetting and enul sifying agents,

o . - - e e



5- (1 -1sopropyl - pi peridi n-4-yl oxy) -1 H i ndol e- 2- car boxyr
ic acid ethyl ester a) Step 1:
wo 20030a299pY| - pi peridin-4-o0l To a cold (0 0C) SPCTIEPIZING/068649
of 1-isopropyl pi peridone (purchased at Chenie
Brunschwig AG 100 g, 1.0 eq.) in ethanol (500 nL) was
added sodi um borohydride (1 0.7 eq.) in snal
portions. The reaction n1xt§¥é3%%g all oned to warm up
to roomtenperature and was stirred overnight. After
conc€mpsukes icomainm g/the fia]owicgingeddemty cah Heghanwadingrhin a
Qndvr ogf(i)nda? agueous solution (28%in nmass, 0.5 L) and
{"Chl Or onet hane ( 1 L) were added. The m xture was
stirred vigorously for 4 h and the aqueous | ayer was

gxbicachgd Wi th dichl oronet hane. Conbined organic p psul
Fa%%r§_WEre washed with brine, dried over sodium el capsue

hpdhd diitbigaigdnand purified by fractionated vacusmg
distillation (20 nBar). One fraction (95 0C at 20
ar) was isolated to yield 61.3 g (60% of the tii%&b
6@itt as colorless oil. M5 (me): 144.5 (NH+, - me
100% .b) Step 2:
BMikze $tawpr opyl - pyrrol i di n-3-yl oxy) - Hi ndol e- 2- car btikymg
lic acid ethyl ester To a cold (0 0C) m xture of
Srdydroxy- | Hindol e-2-carboxylic acid ethyl ester QQQH@
g, 1.0 eq.), |-isopropyl-piperidin-4-ol (internediate
1, step 1, 7.32 g, 1.05 eq.) and triphenyl phosphi ne
(15.3 g, 1.2 eq.) in tetrahydrofuran (280 nm) was
slowy added a sol ution of diisopropyl azodi carboxyl ate
(11. Bh@cordpchefth. are bitveldeid ahixelt afdifildad if@0capiules ofkize 2.
m xture was stirred 30 mn at 0 OC and overni ght at
roomtenperature, was concentrated in vacuo, dissolved
in methyltertiobutylether (Bhthpgik, washed wth sodi um
hydr oxi de aqueous solution (0.5N), brine, dried over

Na . filtered and ev ted. The r.esi due was

pur ?%%C&OB ﬁo@FlP?sc%’f‘“&aM? ﬁﬁﬁ{’@?‘?’lﬂg compoifion:

di chl or onet hane/ net hanol / anmoni ac. One fraction was
iGohpded @rfornaila€d i n vacuo, to yield 7.0 g (43% of3.0mg
t ?tgg§ired product as white solid. M5 (nfe): 331.?500m
(‘?ﬁﬂ, 100% Exanple 1 ( -~ me
IRheBbloXx0- t hi onor phol i n-4-yl)-r5-( 4.7 mg
| - i sopropyl - pi peridin-4-yl oxy)- 1- .

(Spding Prator oet hyl )- 1 H i ndol - 2-yI | - nis HRABAdINg) pH of 7
SWeRr flor injection solutions ad 1.0 ml
5- (1 -1sopropyl -pi peridin-4-yloxy)-I1-(2,2,2-trifluoro-e
thyl)-1Hindol e-2- carboxylic acid ethyl ester To a

m xture of

5- (1 -isopropyl -pyrrolidin-3-yloxy)-IHindol e-2-car boxy
lic acid ethyl ester (internediate, 4 g, 1.0 eq.) in

di met hyl f ormam de (40 nL) was added sodi um hydri de
(dispersion in oil, 60%in mass, 533 ng, 1.1 eq.) in
several portions. The solution was stirred 30 mn at

70 0C. Then
2,2,2-trifluoroethyltrifluoronethanesul fonate (3.37 g,
1.2 eq.) was added and the reaction m xture was

stirred at 70 OC overnight. The reaction m xture was
partitioned between an aqueous sol ution of sodi um

hydr ogenocar bonat e and et hyl acetate. The organic

| ayer was washed with water and brine, evaporated in
vacuo and then purified on silica eluting wth

di chl or onet hane/ net hanol / anmoni ac. One fraction was

i solated and dried in vacuo, to yield 3.9 g (78% of

the desired product as off-white solid. M5 (me):

413.5 (MH, 100% b) Step 2:

5- (1 -1sopropyl -pi peridin-4-yloxy)-1-(2,2,2-trifluoro-e
thyl)-1Hindol e-2- carboxylic acid, hydrochloric salt
with one equivalent of lithiumchloride To a sol ution

of

= 71 - L L Y L A 1 N 1 I N N N L o o



di chl or onet hane/ net hanol / anmoni ac. One fraction was
isolated and dried in vacuo, to yield 468 ng (66% of

wo bw7deddT ed product as off-white solid. M5 (mPE)/EP2006/068649
502.5 (M, 1009 . Example 2 _,,_
(1,1 -D oxo-thionorpholin-4-yl)-75-(I-isopropyl -piperid

i n-4-yloxy)-IHindol-2-yll JENoRe a) Step 1:

5-(I-Isopropy|-piperidin-4~§%i¥%¢§rlH-indole-2-carboxyr

ic acid hydrochloric salt with one equival ent of

| i t hbeffreddinoeapadescaitaininehefollgwing ingredients can be manufactured in a

todve RIS P YlanRY: r ol i di n- 3-yl oxy) - . .

| H i ndol e-2-carboxylic acid ethyl ester (internediate
1.98 .0 eqg.) and lithium hydroxi de nonohydrate

%%@’uﬁﬁ?g%P 5 mmol ) in tetrahydrofuran (30 ni),

nmet hanol (30 nL) and water (15 nlL) was heated to 100

A®@rhpourl d¢f fornTkle (Dr gani ¢ sol vents were renoved and &) mg

IN HC was added to adjust the pH of the solution in a

renge Wik 2 to 3. Subsequently, the m xture was 8.0 mg

evaporated to dryness and the m xture was used w t hout

further rificatigon in the next step. M5 (me): 301.5

(}M({ngenfg:é%)ya ‘B§an§1£p 2: ( P ( ) ]8.0 mg

| J- Di oxo-thi onmor pholin-4-yl)-r5-(

| RParsdlygpyd gepatpe pladt oidsd- yl oxy) - | Hindol - 2-yl | 34.0 mg

-met hanone I n analogy to the procedure described for

t thesis of exanple 1, step 3, the title conp

magagéﬁfﬂgsized from 5-( ?Hﬂ?mg

| -i sopropyl -pi peridin-4-yloxy)- |Hindole- 2-

W eigbk9fi Gapsudeeantenfélr ochl oric salt with one equi val &w0mg

of lithiumchloride (exanple 2, step 1) and

tdd1anepR@ki ne- 1, | - di oxi de (purchased at Syntec, ref.

ML201). The title product was obtained in 75%yield as
i.ite solid. Ms (me): 420.5 (MH, 100% . Exanple 3

WgﬂfW%xo-thionDrpholin-4-y|)-r | -i sopropyl -5-( 4501ng

| -i sopropyl - pi peridin-4-yloxy)- |H ndol- 2-vH

-(plpechelfdrfe To a mi xture of 32.0mg

(1,1-di oxo-thionorpholin-4-yl)-[5-(I-isopropyl-piperid

I Qrfbnyd30xy) - | Hindol - 2-yl] -nethanone (Ex@oph& ddy matter)

100 mg, 1.0 eq.) and isopropyl-nethanesul fonate %6%

2.0 eqg.) in dinmethylformam de (4 nmL) was added
ggg@ﬂﬁ?éﬁg%%hate (156 gy, 2.0 eq.). The sol ution wad-4me
stirred 22h at 95 0OC. The reaction m xture was
doncexitde gtlledr i n vacuo and the residue partitioned 1.1mg
bet ween water and nethyl-tert-butyl ether. The aqueous
| ayer was extracted with nethyl-tert-butylether. The
conbi ned organi c | ayer was washed with brine, dried
over sodiumsulfate, filtered, concentrated in vacuo
and '{h@@pt]ﬁg i 2redient andigsolved an a@agmim@tm\g efthe other ingredients and the

el RN RARENES St kiRt @b@les@f@gﬁfo@@fb{e@&e% filfQl Bft@@latin capsules
and dri ed |g vacuo, to vield 52 ng (47% of the

gadicpied AprBaedto e WHALRIAFY S0l i d. MBS (mle): 462.5
(M, 100% Exanple 4

(U- Di oxo-t hi onor pholin-4-yl)-r5-(l-isopropyl-pyrrolid
n- 3S-yl oxy) -1 Hi ndol - 2-yl | met hanone a) Step 1. 5-((S)-
| - Benzyl - pyrroridin-3-yloxy)- I Hindole- 2-carboxylic
acid ethyl ester To a cold (0 0C) m xture of

et hyl - 5- hydr oxyi ndol e- 2- car boxyl at e (purchased at

Bi osynth, H 6350, 20.5 g, 1.0 eq.),

(R -1-benzyl-3-pyrrolidinol (23 g, 1.3 eq.) and
tri-nbutyl phosphine (58 nL, 2.0 eq.) was slow y added
| ,I"-(azodi carbonyl)di piperidine (50.4 g, 2.0 eq.) in
several portions. The reaction m xture was stirred at
room tenperature overnight and then filtered off. The
filtrate was concentrated in vacuo and di et hyl et her
was added. The precipitate was filtered off and the
filtrate was concentrated in vacuo and purified on
silica eluting w th dichl oronet hane/ net hanol /

o ~ o g 0w 5 e



product as light brown solid. M5 (me): 317.4 (M,
100% . c) Step 3: 5-((9S) -

wo 20080a299pY| - pyrroridin-3-yl oxy)- | Hindole- PCI/EP2006/068649
2-carboxylic acid hydrochloric,salt with one

equi val ent of lithiumchloride To a solution of
5-((S) - I-isopropyl-pyrroliﬁga- : | oxy)- | Hindole-
2-carboxylic acid ethyl eStETE%ng g, 1.0 eq.) in
tetrahydrofuran (100 nmL), water (50 nlL) and net hanol ,
(10 ﬁa&%eus comfiaing hihd follavdes merestigndy anee(mamifegturpd jipa conventional
B@nhevas added. The reaction m xture was refl uxed
over ni ght and then concentrated in vacuo. The residue
s_aci dj fi.ed ' 2) with hydrochloric acid (2N)
\r@%mlfnﬁig‘)fjrf?%é}ggbms dried in vacuo yielding 10.5 Gme
(100% of the desired product as brown foam M (me):
A8¢toBe, (e Howd&00% . d) Step 4: ( 1015.0 mg
| J- Di oxo-t hi onor phol i n-4-yl)-r5-( _
PRy RMIhe RATQQE L AVRERP1g%y) - | Hindol - 2¥1 1 - 1400.0mg
-met hanone I n analogy to the procedure described for
t he synthesis of exanple 1, step 3, the title conpound
diugy RReXIE Ryl o ((S)- 140 me
| -i sopropyl -pyrrolidin-3-yloxy)- |IHindole- 2-
Rulpanpyreol@one Kipdr ochl oric salt with one equival ert0 mg
of lithiumchloride (exanple 4, step 3) and

t\ ine-1,1-dioxide (purchased at Syntec, re
ﬂga%¥?$ﬁﬂﬁ%h%§sired product was obtained in a yieldﬂ% me
67 %as white solid. M5 (nme) : 406.5 (M+H, 100% .
Hslatioping agdigivesy_ (13- Di OXQ 1.0 mg
| 1 6-thi onor phol i ne- 4-carbonyl ) - 5-(

| -i sopropyl - pi peridin-4-yloxy)- indol- 1-yll

-pyridine- 2-carbonitrile To a m xture of

Tt 8555 Al e i ad ey iorara R ERB e She Sodium

600y ethyl Oclbdose, and rghandil wers with ppeix(uire pf pdetiaglpyrfdidibne in water.

. e , | .. .
The gionfiios pibdld (P B\ Bhlc ol EedvirRle siduives apd filledinto
sechefspi nacol ester (247 ny, 3 eqg.) was added. The
reaction m xture was stirred for 4 days and then
concentrated in vacuo. The residue was then purified
on silica eluting with dichl oronethane/ nethanol 98:2
v:v. One fraction was isolated and dried in vacuo, to
yield 57 nmg (23% of the desired product as |ight
yellowoil. M5 (me): 522.5 (MH, 100% . Exanple 6
r6- Brono-5-( |-isopropyl-piperidin-4-yl oxy) -
| Hindol-2-yll -( Ij-dioxo- |I6-
t hi onor phol i n-4-yl ) - met hanone a) Step 1:
- Bronp- S- hydroxy-1 Hindol e- 2-carboxylic acid ethyl
ester The solution of 8.30 g (27.8 mmuol)
6- br ono- 5- met hoxy- | Hi ndol e- 2-carboxylic acid ethyl
ester (prepared according to J . Og. Chem 1974, 39,
3580) in 160 rnL dichl oronet hane was cooled to -78 0C
At this tenperature, 55.7 rnL boron tribromde (55.7
mmol ; I Msolution in dichloronethane) were added. The
solution was allowed to warmto roomtenperature and
after 30 mn. The solution was poured on 10% aqueous
sodi um bi carbonat e sol ution, the phases were separated
and the aqueous phase was extracted three tinmes with
ethyl acetate. The conbi ned organic | ayers were washed
with water followed by brine, dried over magnesi um
sulfate, filtered and evaporated. The residue was
fl ash- chromat ographed on silica gel with n-hexane :
ethyl acetate (2 : 1 v/v) as eluant to give 5.7 ¢
(72% of the product as a light yellow solid. M
(me): 282.2 (MH +, 100%9. b) Step 2:
6- Brono- 5- (| -i sopropyl - pi peri di n-4-yl oxy) -1 H i ndol e- 2-
carboxylic acid ethyl ester To the suspension of 0.25

- VY. .Y - Y ~ 9 - 1. o N D ~
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acid ethyl ester (3.4 g, 1.0 eq.) and lithium
hydroxide (249 ng 1.25 eq.) in a m xture of

wo edorabppdr of uran (170 nL) and water (85 nlL) WaBCT/EP2006/068649

refluxed for 2h then the volatj|es where renoved in
vacuo and the pH was adjusted to ca. 2. The suspension
was dried by azeotropic I eNDy of water (toluol) to
yield 3.95 g of the desired pr&guct as |light yellow
solid which was used wi thout further purlflcatlon VB
(niel: 416.5.0 £N$H +, 1009@ d) Step 4:

[ 6- BH-drsnBRynds o ﬁﬁﬁ@b?Pi@P§BP1dln 4-yl oxy) -1 H i ndol - 2-
yl]-( 1,1-D oxo-1 | 6- thionorpholin-4-yl)-nethanone In
anal ogy to the prethdusd Qi bedOfor the synthesis
of exanple 1, step 3 T
synt hesi zed from
6- Br onp- 5- (I-|sopfbpyl o|perNgin-
2-carboxylic acid, hydrochl oriRt
['ithiumchloride (Exanple 6 step
t hi onor phol i ne-1, | -di oxi de (purchase B Syntec, ref.
ML201). The desi r ed product was obtaithed in a yield of

60 %as light yellowsolid. Ms (me): 499.5 (M,

100% . Exanple 7 [6-Brono- |-isopropyl -
- |sopropyl pi peri di n-4-yl oxy) - IFLindoI-Z-yII

1J-di oxo- |16- thionorpholin-4-yl)-nmethanone In

Em al bgsledted frhe the graadunoa sigerecefinydp genrlowhrealkyl o wesh ylroxyalkyl,

of e&ﬁﬂ?h&o%rmhﬂQO%éEﬁﬁb@ﬁﬁﬂﬁﬂﬂ%w&@§w§MMQMQ§ﬂZed from
[ 6- br ono- iI'so rqg eridi n-4-yl oxy) - I"H-i ndol -

2-yl Jover. akaa?ﬂxlawr:r ? O’Eyﬁ?r(?ﬂﬂﬂp]ﬁ&er Fﬂa&%lkyl [omten aliyietfonyl,

((j Exaﬁmié@lsﬁlf%ﬁ}ﬂ &herftin tiehies @RIV AR thﬁgbﬁghtfeﬂ Ratebstifiied with one
esire roduct S 0 [ned in.a yje % as

gt el g R R Thi e e ahe ety felpdy ™ Sano. tover

Exarrpl kal8genoalkyl, lower alkoxy, lower halogenoalkoxy and lower hydroxyalkyl;

' Elér 15 eélhs(l}; tit]ag@ro? gmlfsugu@fwﬂ' et wv&g,?alpk ild@pdrdBitly selected

| 6-t hi Bl gweu 4lbd4ha}¢genn@@had@wg hatoggnatlsylylowsr allsexy, lower
pr ocedy;ﬂ@géﬁ@&mbk)bﬁﬂi lt)%rltlﬁﬁoy%hélktyh95| s of exanple 1,

xy) -1 Hindol e-
in mxture with

step e title co nth Si z f.rom
[6 blpmp en(yiiqlk}il, W @Teﬁé{fql mayt 9PB§¥€p)st1tquq_qrﬁa‘Bqtltuted with
2-yl] - éne (br-tdxlo@ﬁ@uﬂs 1h@e;khd@mrsﬂhﬂbdl frodr Iplvpr fiky1NRAOFA, cyano, lower

(Exa p
{1 copoRengiet e BREnE R atnerneliony o igpyatiot and
pr odbeseroasyd ummbaultrue@l arrsubstifiniet] gvidhf one®r ¢sva groutpisiedependently

f gl IB(rZI o no'}x@feﬁl(ﬂ(ﬁﬂ }ﬁ R i l%y ﬁl(?&d?elﬁl r?ﬂgogg,l’galosggé 31%15% arq% enoalk?z lower

ri di n-BalggeaRyforpndfyane2-yl | - (U di oxo-|
| 6-t hi onor phol i n-4-yl)-nethanone In anal ogy to the
Rf ocRUyi®geleschalbgsh; f or the synthesis of exanple 5,
the title conmpound was synt hesi zed from
6- br onn- 5 r opyl - pi peridi n-4-yl oxy) -1 Hi ndol -
ﬁsagoqp%”%gg%(nP6 t hi onor phol i n-4-yl ) - met hanone
(Exanple 6, step 4) and 2- chloropyridine-4-boronic

RY
trifluoronmethyl - pheny ) -
anal ogy to the procedlre described for the [SyptI&sis
of example 5, the title coppound was synthesized frong3
(1, 1-dioxo-thionorpholin-4-yl)-[5-(1-isopropyl pi peridi
n- 4-yloxy)- IHindol- 2-yl] -methanone (Exanple 2)
and (3-trifluoronethyl)- phenyl boronic acid. The
desired product was obtained in a yield of 77 % as
light yellow solid. M5 (nfe): 564.5 (M+, 100% .
Exanmple 11 r |-(2-Chloro-pyridin-4-yl)-5-(
| -i sopropyl - pi peridin-4-yloxy)- |Hindol-2-yll -(

1,1- dIOXO| I6 thlonDrpholln 4 yI) nethanone In anal ogy

N a o o s
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4-yl oxy)- | Hindol- 2-yl] -nethanone (Exanple 2) and
2-bronopropionitrile. The desired product was obtai ned

wo mo0a/0y29et d of 20 % as a |ight yellow foam MPCTERID6/068649

473.6 (MH, 100% . Exanple 13_£§¢-D oxo- |

| 6-t hi onor pholin-4-yl)-r5-(
I-isopropy”$piperidin-4-y|oxy)- | -pyrimdin-5-yll H

i ndol -2-yl]"* kﬁaq 0 m xt ure of
(I,I-dggxo-t;?gnvrpﬁgng-4- [)-[5-(I-isopropyl -piperid
in-4-yloxy)- IRtindol- 2-yl] -nethanone (Exanple 2, 1
g, 1.0 eq.), trans- 1, 2-di am nocycl ohexane (186
mcrolL, 0.65 ed.)gqcopper(l) iodide (54 ng, 0.12 eq.),
pot assi um phosphate (1.06 g, 2.1 eq.) and potassium
carbonate (692 ng, 2.1 eq.) in dioxane (20 niL)

5- br 98 i mi di ne (417ngy, 1.1 eq.) was added. The
reaction mxture was stirred for 5 days and then
concant rigdeldbrild vacuo. The residue was then purified
on silica eluting with dichl oronethane/ nethanol 98:2

v:v.,One fractieon s _1spl,ated d dri I.n,vacuo, to
Vi of B 158 ML 80 By A b8P RNCksbuRs SRR

yel | ow ohdlogelBeychaaiyl, 1498 ogclpMiaalk gD loweixereplyle ki
r6- Brono-5-( |-isopropyl-piperidin-4-yl oxy) -

| - (2ynethexysethyl ) - I'Hindol-2-yll -( 1,1- dioxo-

| 6-t hi onorpholin-4-yl)-nmethanone In anal ogy to the
proc%gune described for the synthesis of exanple 1,
stepX, theet piyle conpound was synt hesi zed from

[ 6-brono-5-( | -isopropyl-piperidin-4-yloxy)- |Hindol-
2-yl b- (lis 0,-1dérdXo-1 | 6-t hi onor phol i n-4-yl ) - met hanone
(Exanmpl e 6, step 4) and (2- bronoethyl)-nethyl ether.
The esgggqiﬁ%pduct was obtained in a yield of 70 % as
whit € foam ‘(me): 556.3 (M+H, 100% . Exanple 15
r6- Bromo-5-( | -isopr .- pi peridin-4-yl oxy) -

| -(3Anetlh§?i@;¢te§rf6b‘99§?%m5ﬁ%ﬁ; 2-vH -( 1,1- dioxo-|

| 6-t hi onor phol i n-4-yl)-nmethanone In anal ogy to the

pr oc @4 R°e RAGEG R QR Gin dtHI€ iisdepbi@aitls fioin examhe ale selected from

step 1, the title conmpound was synt ized fro

6 br omotn8 2o 4GS PRESH R AR A5 B lReenat -
2-yl ] - (I dibkkgliaovme,lorl 6-t hi onor phol i n-4-yl ) - met hanone

( Exanpl ep® e - - ..met hoxypr opane. The
desirede%r%gﬁ%tBﬁggwgggg%%gé&ﬁgbgP%ieId of 65 % as
l'ight yellow foam MS (me) : 570.4 (MrH, 70%

ExanPl e i9BWegalBylono- | - (2- hydr oxy- et hyl ) - 5-(

| -isopropyl -pi peridin-4-yloxy)- IHindol-2-yll -( 1,1-
dioxg?li&@?tphggprpholin-4-y|)-nethanone a) step 1:

[ 6-Brono-| -[2-(?e/t-butyl-di methyl -silanyl oxy)-ethyl]-

i bisTRBAD Ry R g s erdd>X) -

| 6-t hi onor phol i n-4-yl)-nmethanone I n anal ogy to the
procedure described for the synthesis of exapple 1,

st ep2-15omprunds of Prawhpbasaer dipstogyainhle sihgeedn R[rTg riglected from the
%@nPQgﬂggﬁgkﬁl-isopropylrpiperidin-4-y|oxy)- | H i ndol -
( -Ei a y rggelgl_, %ngge)é( gl_klxb, llog){z\?ta r}‘l'évgr%%ap ﬁ,l llogvérAf z;]l\é(l))zy_aﬁ?/i H]oav&r/]e(r) rlll?llo genoalkyl,

br oneleh oycyadltyityl oty dan®dliy) si | ane. The desired

pr oduct tained in a yield of 50 % as col orl ess
oi | .H)R)ﬁr %@8@?‘?%%@14 (MFH, 50% .b) step 2:

[ 6- Bploamy! inspBstity bl ox pulestingtkd with (dneios ope erwyips pideperidgi iy selected
4-yl )1z ' sor Ydidhi £ 1oda Ch -

o PISHE AR g St ok ARRbalk, lowst alkoxy,lower
[ 6- bhdpgenoalkoxy and lowsaydrogialet.-hyl - si | anyl oxy) - et hyl ] -
5- (1 -isopropyl pi peridin- 4-yloxy)- IHindol-2-yl] -(

1, 1-di oxo- |1 6-thionorpholin-4-yl)-nmethanone ( 130 ny,
1.0 eq.) and trifluoroacetic acid in dichloronethane
was stirred for Ih at roomtenperature and
concentrated in vacuo. The crude m xture was
partitioned between an aqueous sol ution of sodium
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2-yl]-(I,I-dioxo-1 16-thionorpholin-4-yl)-nmethanone
(Exanple 6, step 4) and (3-

whe@nmoaoopoxy) -t ert - but yl di net hyl sil ane. The dJBSI/ERIH06/068649

product was obtained in a yielg of 65 %as colorless
oil. M5 (me) : 670.5 (MrH, 100% . b) Step 2:

[ 6- -] - (3 - l)- 5- () =i opyl - Qi el
S a- %%ﬁ?ﬁ S ﬁgﬁr&%ﬁa g{c??r%lln‘? § t_%ﬁﬁzl(l)r)r(lcs) _§|%9§, &Hérefﬂ Lt Ee%c?ed from
the-grew oersishng Phhwlrggen, losehallpriadilowermleggpoaliylt he
procedure described for the synthesis of exanple 16,
step 1, the title conpound was synthesi zed from
[ 6- ba.@8inpoundts bf formula I according to any one of claims 1 to 3, wherein R' is
ﬁq{t-buty -di et hyl - si | anyl oxy) - propyl]- 5-(

Y4'8&Pr opy!l - pi peri di n-4-yl oxy)- IHindol- 2-yl] -(
1, 1-di oxo- |1l 6-thionorpholin-4-yl)- nmethanone (Exanple
17, step 1). The desired product was obtained in a
yi el 8 GfmPeis a8 faamni k aschrsamg toNBy Ot ef claibB6l, © Y Whesein R is lower
ﬁgg%ﬂﬁgﬁgple 18 and 19 (S)-2-[2-( U D oxo-
| 6- T hi ondr phol i ne- 4-carbonyl ) - 5-(
| -i sopropyl - pi peridin-4-yloxy)- indol- 1-vH

|_ gf ? :%%@% ioﬁg)?g&@{: %_B%rsi;u)(g t{gj_ céaqlla}fs) %_r 2|, wherein R is lower
tywapilkgy| - pi peri di n-4-yl oxy)-i ndol - 1-yl

-propionitrile Aracem c m xture of
rac-2-[2-(I,I-di oxo-I

| 6-tAi l.ipe-4- e 2- 41 S0 1

pi pe?'i‘ dﬁﬁ éjﬁ@ls 5 )E:y ré}uﬁ%{#@?‘)ﬁﬁ% t%-‘%‘lr”lél} (%1 ?{é}rﬂ% Fels 5 g%oar?/le
unsubstaty tagy shbstist thd meth qng otyo fepsipp exispeeignty s W@dgt@lfom lower
SIRYIOTERP Gk 81y Y atsSér) Jo er PRl Sebko L0011 181vEEh al §XnBhikHxy and :
Et%anol/hep?gngugs:75 J:v. 2 f§%%tions %§§%pposﬁ?g cYane
optical rotation were isolated and dried in vacuo.

Fraction 1 e ive rotation at 220 nm. 60 f.a . o
el |t LBt o sy (et g 2R Ry 8o whiein R i
Fydrogdnon 2, positive rotation at 220 nm 84 ng of a
yellow solid, (44% M5 (me): 473.5 (MH +, 1009 .

Exanmpl e 20 [5-( |-Cvcl obutyl -pi peridin-4-yl oxy) -

1- 1 soRf RYdunds o FRERNT Backbidind tol dny $h0%Pelaimsd Bro 7, wherein R? is
t hi onor phol i n-4-yl)-met hanone a) Stepl: 5-Benzyl oxy-
halpgnr opyl - 1 Hindol e- 2-carboxylic acid ethyl ester

To a m xture of 5-benzyl oxyi ndol e- 2-carboxylic acid
ethyl ester (30 g, 1.0 eq.) and cesium carbonate (58.

g, 110 % oegpounidnofifoenota ltaccdrding20@nyhhe ofdsmadded, wherein G
gégﬂggpylnethane sul fonate (24.8 g, 1.75 eq.). The
réaction m xture was refluxed for 18h and then
concentrated in vacuo. The residue was partitioned

bet ween wat er and nethyIfYE¢ | et her. The aqueous

| ayer was extracted with nethyl -tlert-butyl ether and

t he conbi ned organic | ayers hed with bri ne,

dried over sodiumsulfate, fi edeand dried in vacuo
then purified on silica eluting wt% dichloronethane/

nmet hanol 98:2 v:v. The crude material was purified by
crystallization in ethanol an&ldried,in vacuo to vyield
3149 (90% of the desired product as an off-white

. ) . e): + ’ 0 .

Bhigeif BT 02 O A e g, Rl v gttt
sdBemey Pesoylalkyli sopr opyl - | Hi ndol e- 2-carboxylic acid

ethyl ester (47.5 g, 1.0 eqg.) and lithium hydroxide

(6.56 g, 1.1 eq.) in a mxture of tetrahydofuran (360

), 1 Wedo@ipduh@9 ofie} mand a¥edidanab ahy drEptolaines tbah] Wx&din m is 0
foL %PRghin tgﬁa%eaction m xture was concentrated in
Vactly? “TheYa

e was stirred vigorously in aqueous
hydrochl oric acid(2N, final pH 2). The white
precipitate was filtered, washed with water then dried
in vacuo to yield 41.6 g (96% of the desired product
as white oil. M5 (me): 308.5 (MH 100%. c) Step 3:
5- Hydr oxy-1| -i sopropyl - I Hindole- 2-carboxylic acid A
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100%9. e) Step 5: 4-[2-(I|,I-D oxo-
| 6-t hi onor phol i ne-4-carbonyl)-1I-isopropyl -1 Hindol-5-

W@ b@2p$29p1 peri di ne-1-carboxylic acid tert-but yPCEEPENG6/068649

To a cold (0 0C) m xture of (_J51-dioxo- |
| 6-t hi onor phol i n-4-yl)-(5-hydroxy- 1- isopropyl-

Hin | - - . . . 3. .

1"t oft oAb TR BRARNT diBoiulo chuck (Fesein K igisgpropyt.
1.2 eq.) and triphenyl phosphine (858 ng, 1.2 eq.) in

t et rahydr of uran %6 nLZ was added dropw se a sol ution

of di3-{emryadyptigruiadaceydinge any yagokgaims 1go dgwhereip G
tiefiiahydrofuran (4 nL). The reaction mxture was

stirred for 15h at roomtenperature, concentrated in
vacuo, then purified on silicg eluting with a gradi ent

of cycl ohexane / et hyl t . One fraction was
isolated to yield 434 ngy (3%.|6% of the desired
product as white oil. : o (MH, 100%. f)
Step 6: (I,!-Dioxo-I N
I6-thionnrpho|in-4-y|)-[|-$SopropyI- -(piperidin-4-ylo
xy)-1 Hi ndol- 2-yl] -nethanone To a cold (0 0C
m xture of 4-[2-( 1,1-dioxo- 1G2 ,
| 6-t hi onor phol i ne-4-carbonyl)-1isopropyl - |

Lndol - 5-yl 9 -puperidi ne-l - carboxylic acid
F%PFE UF3+¥8§?é%d?§? Oﬁ%{a ﬂO eq.) in dichloronethane
(8 nm.) was added dropwi se trifluoroacetic acid (920
ny, 10 eq.). The m xture was stirred overnight at room
t enp¥t-&tomroundepf oome Btacerrdn g th apneneof ciierddp Juehoigyn G
Rakitibd i oned between a potassi um carbonate aqueous
solution and ethyl acetate. The aqueous |ayer was
extracted with ethyl aggtape and the conbined organic
| ayers were dried oygr s umsulfate, filtered and

dried in vacuo. The resi mas\gﬂfn pfied on
silica eluting w thRtchl orgnet h ek nmethanol /
amoni ac 95:5: 0. 25 v: v Rel d 296 (86% of the
desired product as off-wirfe™arl. M5 (me): 420.4
(MH+, 100% . g) Step 7: P a3

[ 5- (1 -Cycl obutyl - pi peridin-4-yl oxy)-1-isopropyl-l1Hind
ol -2-yl]-(1,!-dioxo-I I6- ,
tvhereimp pHoll ion24q s10) 1 ve2hAoalkect®e frennCRI%R% Gpdnd S; and

b Js- g6 @60pt 7 plo 10
e nRotor Bridl 1 B 4ngi” Meeperspd fpmsngh ety g sleged from the
glopRpnisting of dgdrogens lgweredliyh hydexy;, halg gergandidiglkglgmyna, r
RE&1d R13G4cther 1ih FHouRe Bof@. ) Was added a sol ution of
cycl obutane (90 ng, 2.0 eq.) in tetrahydrofuran (8
m.). The mi xture was stirred for 2h at 55 0C. Then the

m xt was cqol t 0o, room tenperature d saqdi ym :
1 ale s unany Boragi SorHEES gy 5 s IeS ddh dhersia G
sig@ifitd on m xture was stirred overnight at 65 0C. The
resi due was partitioned between water and et hyl
acetate. The organic | ayer was washed with a sodi um
hydr ogenocar bonat e aquéqyg/stutio ried over sodi um
sul fate, filtered and drikd iNCHﬁéggT%ghen t he residue
was purified on silica elting with adradient of

di chl oronet hane/ nethanol to yield 97 ng (32% of the
desired product as off-white oil. M5 (mMe): 474.5

(M+, 1009 . Exanple A Film dohted tabl ets containing
the follow ng ingredients can be manufactured in a
conventional manner: Ingredients Per tablet Kernel:

u f grpaul 1):10. 0 Q0.
K%glgglc(? f}so?féPF ?h%mlcsz gqvfelrj I)alcl)(g ganfSI.Eggls rﬁr)gweﬁ 8]1%9 ng Lact ose
hydrous 60.0 ng 70.0 ng Povidone K30 12.5 ng 15.0 ny
Sodi um starch glycolate 12.5 ng 17.0 ng Magnesi um
stearate 1.5 ng 4.5 ng (Kernel Weight) 120.0 ng 350.0
ng Fil m Coat: Hydroxypropyl mnmethyl cellulose 3.5 ny
7.0 ng Pol yet hyl ene glycol 6000 0.8 ng 1.6 ng Talc 1.3
ng 2.6 ng lron oxide (yellow) 0.8 ng 1.6 ng Titanium

.
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Capsul es containing the follow ng ingredients can be
manuf actured in a conventional manner: |ngredients Per
wae2ap3nb®9Conpound of formula (1) 25.0 ng Lact oBET/LBNE068649
ng Mai ze starch 20.0 ng Talc 5 nmy The conponents are
sieved and nixed and filled into capsul es of size 2.

Exa”Pé %%091 &%Jngolaf oung&' I”atc i Qé%kafl}?"leseg&?edffgéeriw%i{\é §iup

@Umgnanghenol 4 7 ng Sodlun1carbonate to obtain a
final pH of 7 Water for injection solutions ad 1.0
p’l‘ Eﬂﬁﬁ@“ﬁldﬁl@?@fl@)htﬂﬂlﬁf—[ﬂ']( Pﬁﬁﬁﬂdﬂp?ﬁ}fo@@ﬂ"&lﬁlm&/lﬂgy)t Ne2.2 2-trifluoro-

IIo g gredl nt's can be manufactured in

N0%apsul e contents Conpound of

fornula (1) 5.0 ng Yell ow wax 8.0 ng Hydrogenat ed Soya
ble hdicxot thBnforptyolRartyial 3-y1 - by piropglepiptiedin pl- ploky)ol H-6n @3- Dyl] -
%% §8X§ebean oil 110.0 ng Weight of capsule contents

gl ng Celatin capsule CGelatin 75.0 ng G ycerol 85 %

ng Karion 83 8.0 ng (dry matter) Titani um di oxi de

01 hrdriqg«)tthmm@ph@@ -Jeil)- blwlSSLPItPPﬁ]g5 “Thésogtanylreiperginettiviory) - 1H-indol-

bs1dinsgahy®d in a warm el ting of the other
ingredients and the mixture is filled into soft

5| Bl BB P B TP P koP B Ep Rt g s vl GpEReb12-v)-

predoadoe,es. Exanpl e E Sachets containing the foll ow ng
i ngredients can be manufactured in a conventiona

. %@EE I ) 50.0 ng Lactose, fine
eng 1 .%ﬁﬁ%”ﬂ*§$§%?§éﬁgﬁ+ﬁne cel lul ose (AVI CEL PH

102) 1400 0 ng Sodiunlcarboxynethyl cellulose 14.0 ng
Poly nyl pyrrolidone K 30 10 Magnesi um st earate
10. ol hFomRaras Agfoaayl atwé%rdngdo ﬁbﬂmﬁe%é?&qd\féom the group
taigiseifdg ent is mxed with |actose, mcrocrystalline
cel l ul ose and sodiun1carboxynethy| cellul ose and

Ia ed yid Ure of V, rro i.don
b R T T el T S
amblﬂhélpﬁahmrﬁmgﬁ@ddnkkves and fllled |nto
sachets. C ains 1. Conmpounds of the general formula

E@;&r&w SRY. 1g§pr§§§1qﬁ§&ﬁ1ﬁ LORLAIRLOTRURGONSI, AHidAE. 19F-

drogen omer , ydr oxyal Kyl , | ower
Higuiphy k?T -yl 6W%PMHQF0 genoalkyl | ower
cycloalkylalkyl | ower al kanoyl | ower al koxycar bonyl ,

[@bﬂfm@yamblkﬂﬁ (1- eaf@ropglLIbﬁpéﬁdthgylyky) phénddl-2uylf- ondeloxo 15
q£e£@K4 € ﬂ? ﬂanonng may be unsubstituted or

su% Pk éL oHe 6r two groups i ndependently

sel ected from |l ower al kyl, hal ogen, cyano, |ower halo

e hoab dept(1-isapwepylaliResidin- 4t duwb - 1h@L?o§@hfba1rRt§fﬁwl)ahH-ind01-2-y1]-(1,1-

heusranyidb Ry dirla-ypheayhndsubst i tut ed or
substituted with oné or two groups independently

ecte
f6e Ibromo—q—(2—chloro—pyr1d1n—4—yl)—5—( 1-isopropyl-piperidin-4-yloxy)- 1H-indol-2-yl]-
(1,1-dioxo- 1%6—thiomorpholin—4—yl)—methanone,

(1,1-dioxo- 1%6—thiomorpholin—4—yl)— [5-(1-isopropyl-piperidin-4-yloxy)-1-(3-
trifluoromethyl-phenyl)-1H-indol-2-yl]-methanone,

[1-(2-chloro-pyridin-4-yl)-5-(1-isopropyl-piperidin-4-yloxy)- 1H-indol-2-yl]-(1,1-dioxo-
1%6—thiomorpholin—4—yl)—methanone,

2-[2-(1,1-dioxo- 17u6—thiomorpholine—4—carbony1)—5—( 1-isopropyl-piperidin-4-yloxy)-
indol-1-yl]-propionitrile,
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fromlower al kyl, halogen, cyano, |ower halo
genoal kyl, | ower al koxy, | ower hal ogenoal koxy and

wo ome6deydr oxyal kyl ; | ower phenyl al kyl, wher ei PCT/RR2006/068649

phenyl ring may be unsubstitutgd or substituted with
one or two groups independently selected froml ower

l kyl , lkogen, cyano 0 hal o genoal kyl, |lower . ..
B e Poa e B s ey - e op b et R pyrimidin-5-yl-
dddnbet Byhangthanmeubst i tut ed or substituted with one
or two groups independently selected fromlower alkyl,

L%P?%ﬁéﬁ?é%%%ﬂﬂﬁﬁégg‘%‘%?%@%%?%82%%?”52?‘2%%%}2@-<1’1-

flioxer lgr-chipmosphadingt yh rraeth @ @€, wherein mis 0, 1 or 2;

R3 is selected fromlower alkyl, |ower halo genoal kyl,
o/ BoRd -l Y11 isdprbPIGING MG -2 -al—d?)ol*ﬁ@ﬂlOQ%%l‘Q@’n)kmahMlZ—yl]—(1,1—
n.is 1 or 2; i's | ower

nd | r. phe al : ,

aRRg R o Blog ey himbnbdons: T O 50 A1 b sbl gt ed
fromCRIOR10', Oand S; R5, R5', R6, R6', R7, R7', R1O
EntiroR1® ' 1 - (Rridepexyekeinyl) -§- (fl risopremd pijdrklgr-4ayl exys-€ He otde t 2-y1] - (1,1-

nbhe. . nsisti hydr ogen, |ower al kyl,
E{(/)gg(li}f laﬁgg@]noqgnﬁ{ygiﬂéﬁgﬁgﬁf no, or R6 and R10
toget her form a double bond; R8 is |ower al k){l' RO is
ks bromn el Kt h ydagier- SRAYDraCd it Ry aPYlyp 1B Kt aip ) J i -gglol-2-y11- (1,1-
Dk@;lbepﬁ-thg)m&gmgun%_@lfeﬂ{a%ﬁ@I a |l according to claim
1, wherein Rl is selected fromthe group consisting of

e A3 g SR A Y S hoprb B peridin oy
oylol-dallkydoaldaytiile, | ower cyanoal kyl, | ower al kyl sul f onyl
and phenyl unsubstituted or substituted with one or

0 i _.'_ S N:Y __|_ |_. T }
[P SRS D0 eEnil o SALECARL o o Kfbscin 4o
ingREr-YHapiogmdallaoxy and | ower hydroxyal kyl . 3.
Conpounds of formula | according to clains 1 or 2,

piher-ejooidtylipip & Riie at y@skyh 110180 b gylaroud st @Rg| -8 1 il igos@f 1).°-
E%dro&ﬁln. I@Vﬁr %kr%/l)l and | ower hal ogenoal kyl . 4.

PSRN ¥ Y IO according to any one of clains
1to 3, wherein Rl is hydrogen. 5. Conmpounds of
fugt phdrenatevdically dicergatilo sdsyhayee. of clains 1 to 3
wherein RL is | ower hal ogenoal kyl. 6. Conpounds of
formula | according to clainms 1 or 2, wherein Rl is
| overg qygiaeak ktlthe fran HRABRGUSLD nfouh@E RaEbAiA % REARI e claims 1 to
i_z cl-ﬁ{m 1, wherein Rl is heteroaryl unsubstituted or

peYish RFCSTS GPTR'He or two groups i ndependent!y
selected fromlower al kyl, | ower al koxy, hal ogen,
| oweb) teattogenoaljopind of éweruldHl ogenoal koxy and cyano.
8. Compounds of formula | according to any one of
clainms 1 to 7,0 er R2 is hydrogen. 9. Conpounds of
formula | ac@ordi @ amyg ong of clajnms 1 to 7,
wherein R2 is halQ CoNpounds of fornmula |
according to gty one”of W ai ngOfl to 9, wherein G
signifies @ wherein mis\0, 1 or 2 and R3 is selected
fromlower alkyl, cycloalRyl, |ower CYraahikHeaddey!
and | ower phenylal kyl. 11. Conpounds of fornula I
aCCO{Vﬂérggl loan%rﬁlza?ggs efﬁngcligllcaimll,to 10, wherein mis 0

with the amine of the formula III

HN SéO i
/o
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or 1 and R3 is lower alkyl.12. Conmpounds of fornula I
according to claim1ll, wherein R3 is isopropyl. 13.

w@owpoeregs of formula | according to any one OPCT/ERION®063649

1to9, wherein Gsignifies & ereinnis 0, 1 or 2
and R4 is lower alkyl. 14. Conpounds of formula I

acco 1to 9, wherein G
S|gn{#ﬁggnﬁﬁgr uﬁg%ngéghgﬁ%? 2, qis 0, 1 or 2,Ais
sel ect ed frOWlCRlo 0, Oand S d R5, RS, R6, R6',
R7, R7', R10 andg ' SPeER fron1each ot her
are sel ected fro gro | g of hydrogdn, |ower

al kyl , hydoxy, EP or Rand R
10 together form a' doub npounds of
formula | according to any on@ 1to 9,
wherein G signifies &4 wherein ¢ i =A or 2, R8is
| oner al kyl and R9 is |ower alkyl.1 Conmpounds of

6.l

formula | according to claim1, seleg%ed fromthe
group consi sting of (

, | - hévenr th ROAR @hed hdefinyd dr d1&nd 1,

pi peridin-4-yloxy)- 1-(2, 2, 2-

i“i‘lr ‘?88 ﬁet hyl)- I Hindol- 2-yl] -methanone,
¢dnvertthgakeedrhpaumar ghahedide ¥ iphainbacthtidaip peccoptpblepiciendiddtion salt.
i n-4-yloxy)-IHindol-2-yl]- nethanone, (
|, I-di oxo-thionorpholin-4-yl)-[ |-isopropyl-5-(
| ;r:ef’ 99;;0 eﬂou’ﬂ'dp %c'ofidlﬁ'g fis Mly@ﬁé)o'f clathd DEPI7 wRehhnufactured bya
Pﬂmﬁﬁéﬁﬁi@ngﬁPéﬁﬁPéﬁolln 4-yl)-[5-(l-isopropyl-pyrroli
di n-3S-yl oxy) -1 Hi ndol - 2-yl ] - et hanone, and
pharmaceutically acceptable salts thereof. 17.
Conp2w m’diarrﬁ)ziceﬁﬁcramubrﬁpd)sn&tmm:bdipﬂglntgm dohfp'omld ,accsaedhag tedny one of
fromth €A QUR CQnN | sting.of, 2 s ok ads
PRI SnOrPRBT icha Ao e BB * {’ jet escé‘}“%eé 691? “piperidi n
-4-yl oxy)- indol- 1-yl] -pyrldlne- 2- carbonltrlle
[6 brono-5-( |-isopropyl-piperidin-4-yloxy)- |Hindol-

2-yl ?1 P@aqn@egql@}( gompq)sgtlortsrap@ﬁém'gﬁ@ clagn @OWI)thC treatment and/or
Ff@&rﬁﬁﬁ%f@hseﬁs@s RhRAGTe AssbSABA Q/Pclri'thesm()dulatlon of H3 receptors.

i sopropyl - pi peridin-4-yloxy)- | Hindol- 2-yl] -(
1, 1-di oxo- |1 6- thlonDrpholln 4-yl) -met hanone,

|[ fS( gﬁg r{%n%;}o(uinfl_a %%gpdéﬁg% szP I & If gﬁi&g{ls 1 g) ﬁ(%} ufe t]_nLerapeutlcally
ditox substdnges hi onor phol i n- 4- yI) nmet hanone, [ 6- bronD-

| -(2-chloro-pyridin-4-yl)-5-(

| -i sopropyl - pi peridin-4-yloxy)- |Hindol- 2-yl] -

(I, 124 'G?)’ﬁﬁ)duﬂh@ aéchcﬁHgfoOJiﬁﬂ dfdof chlnks ITFJ NARPNS as therapeutically

(1,1-di oxo-1 hi onor phal i n-4-yl)-[5-(

pcqvg élﬂ?séaéyps fﬁf B@rtreafrﬁelg ayp&gﬂevegtl?rg of diseases which are associated with
theithd QstoTes Y3 raeliroysl ) - | H-indol -2-yl ] -nethanone, [

| -(2-chloro-pyridin-4-yl)-5-(

I-isopropyl pi peridin-4-yloxy)- |Hindol- 2-yl] -(

94% %ﬁgletélog fg)lht:hg %Qt%be%lt 'aﬁ‘d/%r }Q‘e)ver{.[?otnhc%%s%%es which are associated

WSL g mndu\@h@m phE3 4eqgpions ggmprising thd sseppefoydyiinisiepeg indi n

fl%ra%ﬂﬁgﬁéér%lgf Sbtg%odlanoiﬂﬂ ¥kl fOSrH QR PRESIdid Eroland ohe BF @Xiens 1to 17 to a
[ in-4-

umag BEBEPI i i laﬁeﬁ tlaerg@ xy)- |-pyrinidin-5-yllH

i ndol -2-yl] -nethanone, [6-brono-5-(

| -i sopropyl - pi peridin-4-yloxy)- |-(2-nethoxy-ethyl)-

| H i 2Eldlhe uRe yf c]om[(oujldiacodirdjng‘eo dny one of claims 1 to 17 for the preparation

})Pﬁné% sﬁﬁgt{tF H)?ltfl@treaé%l ‘cAfe{H;it{ %‘Q{}?{]&l’tioh Ot stgﬂgs'\%ﬁigh are associated with

the(rBOChé{ltmlx megtprst H-i ndol - 2-yl]-( 1,1- dioxo- |

| 6-t hi onor phol i n-4-yl)-net hanone, [6-brono-

| - (2-hydroxy-ethyl)-5-(

| -i sopropyl - pi peridin-4-yloxy)- IHindol- 2-yl] -(

1,1- dioxo- | |6-thionorpholin-4-yl)-nethanone,

[ 6- bromo- |- (3-hydroxy-propyl)-5 (

N B 1 ~ 11 Va A A
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indol- 1-yl] -propionitrile, [5-(
| -cycl obutyl - pi peridin-4-yloxy)- 1-isopropyl-

wo bborneobr 2-yl] -( 1, 1-dioxo- | |6- PCT/EP2006/068649

t hi onor phol i n-4-yl) -methanoneg, and pharmaceutically
acceptabl e salts thereof. 18. % process for the

manu | - -
o AR e RoRGPRLIHIS SN I RDF i oo
conmpound of forrmula Il or a salt thereof, wherein Rl

and R2 are as defined in claim1, with the am ne of

t he ForIEROAIfPr the{iSalENA PRPEVES IR ety 1k R upmnRging or animal,
hithen@hbd Bmpfies ami instadie: @ﬂm@h@faﬁﬂ@qi efflectiva@ifilodnt @frhobompound

desj red onvertin oypnd obtai ned into
s R e ey At B ATt dRG 19, SR BHIES b Sefhtion wih
mmﬂnmundMyaﬁamwdhm@uhOobnqunmndﬁebﬁadﬁem&h&gmﬁﬁnmhemﬂngofa
%ghﬁ%@% egl %’%r@ctﬁr g&-ﬁsgf‘ seze%g’lgé %&&gnﬁoreﬁﬁﬁkmnﬁ%ltgg gnd an agent
ﬁ@t@ﬂﬂuh@ﬁpbﬁ%ﬁyﬂnﬁéboﬁy&¢a|nB 1 to 17 as mell as a
phar maceutically acceptable carrier and/or adjuvant.
21. Pharmaceutical conpositions according to claim20

for they me@?Hdrm ﬂ%ztltﬁﬂiﬂ't ef p ﬂ%ﬁf&?tﬁlﬁtdf@fpeﬁ dﬁbét@@ﬁt&ﬁhd’iﬁétrﬁbem gor
ar.e at e W noaul.a
Sl L e s b agh 2 5 Usoibegfictll s EanR afisuipyof a

éct:rnpcbm&i cacsfotrimelaa!ama)trdmgltcb ynyaate ofelasb $ t@ht @scon@@nation or
BTSSR IR0 B0 006 BLALIR AbOifet
treatnent and/or preventlon of di seases which are
associated with the nodul ati on_of H3 receptors. 24.
Anet Bbdheare ehrcamrasndeforamn brcoprding i aorprgfof claims 1 to 17 in the

fﬁaﬁﬁﬁ@t@@e Wi ﬁ@dl@irﬁeﬁ%@ﬂhle ateadnemtt)h peven tia0bH odeiifn @fpatient who
recegtors nE SITE ﬁhﬁ of adm ni stering a

tSﬁéSPatﬁ%@ ‘tllil%té?a}t?le% gl %P a conpound according

to any one of clainms 1 to 17 to a human being or

animal in need thereof. 25. The use of conpounds

ac c 03@Tihg useoizngonppraindfol ddraute I dccppdin tdf @ry dnigedf claims 1 to 17 in the

RGRALALL 9% I?fed @Eﬂéﬁ%&e%stregﬂentt ke tvERidIE tM /dpaﬁ)etes ina

prevention o | seases are a Esoci at e

RyieaL whp ovales rep@vip g diepintnng Wi anpré-disketis @&t di ng to

claim25 for the treatnent and/or prevention of

obesity. 27. Anethod for the treatnent or prevention

of obesmbymé6txrdmmmﬁmdhemm@uﬂﬁlaﬁbﬁﬁhgthﬂyﬁhemEbbﬁﬂs1to17inthe

marqgfal t%?e?’ ota adrrnne(rilllcg’rir:tg [ (r)] t trtegte ! %Ql%lrj tgtec\:fgrlltgc% o%f 4yghp1dem1as in a patient

anmoun a conp JuRY foru ccor

whoad 'czl$qm<:dvmgt1ﬁtmemt w@htat lipad looveriog ageg.oci at ion with a

t herapeutically effective anount of a conpound

selected fromthe group consisting of a |lipase

i nhi b troe no@él c@ﬂ@bﬁﬁ&é 9r&9§%8§ and@n SBbEEId W8l [KhOHRXYfRuch
reugtake i nhi bj $nd %§> %gﬁéj%hat sti mul at es
ds spbssAnty Iﬁlfrs cseribeddieTanREiREy of treatnent or

prevention of type Il diabetes in a human being or
ani mal , which conprises adm ni*¥$tration of a
therapeutically effective amount of a conmpound of
formula | according to any one of clainms 1 to 17 in
conbi nation or association with a therapeutically

ef fective anount of an anti-diabetic agent. 29. The
use of a conpound of formula | according to any one of
clainms 1 to 17 in the manufacture of a nedicanment for
the treatnment or prevention of obesity in a patient
who is also receiving treatnent with a |ipase

i nhibitor. 30. The use of a conmpound of formula I
according to any one of clainms 1 to 17 in the

manuf acture of a nedi canent for the treatnent or
prevention of type Il diabetes in a patient who is

al so receiving treatnment with an anti-di abetic agent.
31. The use of a conpound of formula |I according to
any one. of clalns 1 to 17 in the nanufacture of a

.. o



