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WD 2004/ 096767 PCT/ DK2004/ 000283 1 Substituted
i ndol i ne and indole derivatives Field of the
WO nednbé7en The present invention relates to nor€l/DK2004/000283
substituted indole and indoline derivatives 5 being
openers of the KCNQ fam |y potassiumion channels. The
! ¢ f.ar. prevention, treatnent
gial(ri?éTH R#E‘?gﬁ"foll@ﬁ ac%? qﬁwélce)rd géyéa‘geﬁd di seases bei ng
responsi ve to opening of the KCNQ fam |y potassi umion

channel s, one such disease is epilepsy. 10 Background
Kieldigfdhe mygntionn | on channel' s are cel lul ar proteins
Itlﬁ%eé'eﬁﬁiﬂlvﬁftﬁmtrgﬁtefs LOWoR shitdBfirted RAGLIDLA %&?ﬁh@ﬂ?ﬁﬁ%es
cal'ctrum chloride and sodiuminto and out of cells.
bSingropehan pétie KCNQpfaeslyniotassiual ibn charinelsl Thacorhporads are
ce d affect a variety.of. processes, i ncludin )
e B e vid e Sertihn il adiinlo o ARcRiet i ftgaces being
rElohsiv&o SN 4R KENGHIRRS AURPIR chifh €8S such disease
encodi ng pot assi um channel subtypes (Jentsch Nature
iRepiepop Neur osci ence 2000, 1, 21-30) with a great
diversity with regard to both stucture and function.
Neur onal potassi um channels, which are found in the
EickisPourdl 6f thehvBRkiony responsible for maintaining a
negative resting nmenbrane potential, as well 20 as _
lew shamielsi avg colitey pinteinsdhall rggilatgtthe Howort] iond, Aeclading potassium,
ANely .ential .. e j I .
R R0 A P By B o Shch BEMERAE gpesent in
dhnindsl KANQuaere selia\vad baféset Shoxfietyo olinsiecdsses dhicd@it® Sneuronal
i ncludi ng cardiac arrhythm as, deafness and epil epsy
trapsmission, MEsQle eoniRciighanisebeseeEen 2000, 1, 25
21-30). The KCNQ4 gene is thought to encode the
nmol ecul ar correlate of a potassiumchannel found in
Hurhans Ieevieroveel70sgents thwdogcpdtasaivan dhamell yyeypesh@entsch Nature

|1 f the i I t , in which,.
Stexk: Srrgotience g0y oo 21 AR AR o Bieat fivBrbs dkith, aggard 4p both
RO oSk 150 3PERAShath it REABH i b, arc

KCNEL1 (m nimal K(+)- channel protei'n) gene in the
fizaarily trespoosibiesfor matfitzivingel regetive asting membraneepd¢ntial, as well

as controlling membrane repolarisation following an action potential.

One subset of potassium channel genes is the KCNQ family. Mutations in four out of
five KCNQ genes have been shown to underlie diseases including cardiac
arrhythmias, deafness and epilepsy (Jentsch Nature Reviews Neuroscience 2000, 1,
21-30).

The KCNQ4 gene is thought to encode the molecular correlate of a potassium channel
found in outer hair cells of the cochlea and in Type I hair cells of the vestibular

apparatus, in which, mutations can lead to a form of inherited deafness.

KCNQI1 (KvLQT?1) is co-assembled with the product of the KCNE1 (minimal K(+)-
channel protein) gene in the heart to form a cardiac-delayed rectifier-like K(+)

current. Mutations in this channel can cause one form of inherited long QT syndrome
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current. Miutations in this channel can cause one form
of inherited |ong QI syndrome WO 2004/ 096767
wEOIADKZe04/ 000283 2 type 1 (LQT1l), as well aBChBKa@4/000283
associated with a form of deafness (Robbins Pharnmaco
They 2001, 90, 1-19). The genes KCNQZ and KCNQB were
| SGO i 8,2 p edel
PR IR B et BB LRERiatd i B RARESE Bafref Robbins
Riemmatleh@;omml,QO,onSs% (Rogawskl Trends in
Neur osci ences 2000, 23, 393-398). The proteins encoded
by the KCNQ@ and KCNQ@ genes are localised in the

p%m:sdﬁb NTHERNR CRIQ3 \k}grehﬂ%%re& o 1688 eﬁlrd%ggear to be mutated in

ocanpus, regions of the brain assocl at
ame irherigedg éover atfi epilepsyl knowopagaltdndgn (fGodiak rneenatal .convulsions

r oceedi_ngs, Nati onal . Aca US A 2000,
( DESTT0 Tt 1 ey ik Ot K REBORY T pipthBe SEcidgehby the
ORI KONG4 %eﬁé&aﬁref RE4Msedtif Uhs PRtaSnidali&Rons of the human

expressed in vitro. The Mcurrent i§ a
couRx m@btpp@aamm&, pmqesqfdm brain essociptedrwith Feizurarggneration and

FPAESIeH o oo i Tl Bhol PRy ool DA 200, 7.

@nhmgggpt ai ned current in the range of action
potential initiation (Marrion Annual Review
Physi ol ogy 1997, 59, 483-504). Mbdul ation of the

RSRIPLER ROy B RoPloif BBR-CRtRRAl e fomp uments”

W‘Mlénl expﬁzdkﬂdanl’vﬁw OTiad Mexiatednd by 4 mdryl.na@ﬁanﬁg @o@ﬁsm:rheaﬁ"ent found
c:hanne}5 actiyators of He Mcurrent, wll
ip m@eeseeé @vtép?ﬁem geaIceh dYney ity demEapEin oRellg membrane

REitdbiky! Qytl%ﬁl(% ﬂ%aB NEpsth R Bt rlnoﬂhe' BREP I RBoR potential

. sel zur her seases an di sorders
inttatioc {Meairoaddinpab RedesiRhgsinkgy AB9T, B¢ #83+504), Mdulatma of the

Yt SRR RS R B g of e
cal[%eﬁﬁ 48 rehhé@neﬁeoﬁa éx&ﬂﬂtbﬂit oogaeﬁa@ W abROR-ANG Y ahnels, or

carbam c acid 25 ethyl ester anal ogues t hereof
agtivatdisaf] the é«@cwmerEPMih seﬁ:&ce Reqesg;}a@ newonal agivignend may thus be

SRt FERRR AR S RSB ARERRR BRbge e

diforligrs aGhhderefifdder bypr @kce@ﬁdel Ablirdp4r | cBRBRA| such as neuronal
adm nistration in rats and mce in a range of

haerexeifbility apaluding eenvulriya @ipergersciptlepsyi andmeyropathiceain.

sei zures, seizures induced chemcally by
pentyl enet etrazol e, picrotoxin and N nethyl 3o

Rethapiaet @-23(29yDN)(2amtino4-@-hienehdneylamingiphemde | carialnéc acid
e%ﬁﬁl ezste;r)oglfdeargall:zoog?ltes? %I?ere%f a?elz disclosed in EP554543. Retigabine is an anti-
convulsive compound with a broad spectrum and potent anticonvulsant properties,
both in vitro and in vivo. It is active after oral and intraperitoneal administration in
rats and mice in a range of anticonvulsant tests including: electrically induced
seizures, seizures induced chemically by pentylenetetrazole, picrotoxin and N-methyl-
D-aspartate NMDA) and in a genetic animal model, the DBA/2 mouse (Rostock et al.
Epilepsy Research 1996, 23, 211-223). In addition, retigabine is active in the
amygdala kindling model of complex partial seizures, further indicating that this

compound has potential for anti-convulsive therapy. In clinical trials, retigabine has
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Epi | epsy Research 1996, 23, 211-223). In addition,

retigabine is active in the anygdala kindling nodel
woRogopgbex partial seizures, further indicatiPQI/DE2604/000283

this conmpound has potential 3for anti-convul sive

therapy. In clinical trials, retigabine has WD

e .

S8 AR LB RIPAAORET: 1ol RSN R e pns

(Biltreptal. Epiapdyatesearch BOOR, &1, B1-78). . Ep| | epsy Research

2002, 51, 31-71). Retigabine has been shown to

activate a K(+) current in neuronal cells and the 5

[ e r I
g Woen o BTERE U] Eent i eyl el and. the
plaharobesy, of\hhrshllldacﬂhtchlyemaéisp}ays ebatedarice Witk the published

TRl s KT hRe OB B rer TS cheg g 1 RN /3 k()

dhESRE RetcldBultiBler SPHTE sﬁ’é%egtg §hdt %Et&ﬂﬁ‘ﬁ%ﬁ@@ﬁ@% E¥dnh¥ls Yhay be
this agent (Wckenden e | ecul ar Phar macol o

0gy
193p0sibEgfor ngeaffotjne antipehvulsant axtivity czfgﬂam agenb (Wuqi@n@gn et al.

g R BRI ST G R v

seipe @gdehanisd rhay e elmsilafusesneur opath| c pain (Wckenden
et al. Society for Neuroscience Abstracts 2002,

454.7), and potassium channel m)dul ators have been

. t- . .
ROREIDER $ Eflanhfls Bt B8k Bl Poiflo bR DL ARA o BRl o}
nféﬁrop&&&: p&8 8Wicksat¢rpethai. I’;ﬁbcﬂ@@@‘oﬁ%@rob@@ﬁbeﬂmmclk Q00 454 7,
benefl cial in animl nodels of neuropathic

ael gPg R UM Eherrs odatptors Ravsbeen m@h?ﬁlso%é&? E pctafe in both
h i
R P A S AV G R TN
89B)treat| ng pain disorders including neuropathic
pain. The | ocalisation of KCNQ channel nRNA is
reported in brain and other central nervous system

W&%ﬁ&n@%ﬁ@ﬂb@’b% éﬂb@vﬁ 1§ 8 BerldBelafl §i zﬁin’ﬁaleﬁloj@éls o3RGk &athic pain

Neur osci ence 5 Abstracts 2003
(B&RnﬁkbumMHmOaanddb@seanmmﬂaa dau#méowqwmatﬁegje&@ké@ di§9-

{3 g s s TRk Tods e b L AR MR esf ST B B i reating

paiPdib@derstifdtidiap as@bpatBic pafiese channel s may al so
af fect the sensory processing of mgraine pain 30

(Goldstein et al. Society for Neuroscience Abstracts
BA3eaRRidh of KCNQ channel mRNA is reported in brain and other central

nervous system areas associated with pain (Goldstein et al. Society for Neuroscience

Abstracts 2003, 53.8).

In addition to a role in neuropathic pain, the expression of mRNA for KCNQ 2-5 in
the trigeminal and dorsal root ganglia and in the trigeminal nucleus caudalis implies
that openers of these channels may also affect the sensory processing of migraine pain
(Goldstein et al. Society for Neuroscience Abstracts 2003, 53.8).

Recent reports demonstrate that mRNA for KCNQ 3 and 5, in addition to that for
KCNQ?2, are expressed in astrocytes and glial cells. Thus KCNQ 2, 3 and 5 channels
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Recent reports denonstrate that nmRNA for KCNQ 3 and 5,
in addition to that for KCNQ, are expressed in
wa@gimogerses and glial cells. Thus KCNQ 2, 3 anpPiCBDK2004/000283
channel s WD 2004/ 096767 PCT/ k2004/ 000283 4 may hel p
nodul ate synaptic activity in the CNS and contribute
[ .
L p o R A0 SR MRy B RS B LGB EP 38 B mouroprotective
terf(KGN Q2aBnel 5Berdys (NbdRe:t plgadocizey fanVeatdvaiendeONiracts
ﬂﬁﬂ %gégrs may thus exhibit protection against the
enerative aspects of epilepsy, as retigabine
has been shown to prevent |inbic neurodegeneration
and the expression of markers of apoptosis follow ng
ketigabine and @ther KNG mcsiullﬁtcus meyyithesgpaxhthisprotectibreagaanst the
a 200

bRl ntu TERIB Sor et TRe-Bhe D iseipg fmbic

ur®REéRpaion dhdpké Egiéssioni of énarl®s dPapoptosis following kainic acid-
anti-epil eptogenic. REtI&fblne has al so been shown to

igdueed states qpilspii@isdn 8ie raf (Ebpit shdcApirmsiad Qhdl 4hgunm 5 Be95).
T e U g by 45 BRI ARG L. e

ahﬁgepllﬁﬁl)ogeﬂlb Re&tigabins has glg@BéeﬁadshbWﬁtto tilélleﬁ thepropesdidest

bi d oth | 15
lamarpé%'p% afpea ta%#éega;fuﬁhweé%? §§ CoifRpa dpipLoTRGaK Gl ct .

S reat nent of
é/cﬁztjo‘&%azg?ﬁ 99H 5803, 6 389}

odegener |sea I sease nodi fying
(or ant i epi | ept ogeni c) |n patlents wth epil epsy.

t hat i | . d
i BO kP el G RSl et TR S5 e K GNQgodulators
1Bhy ﬁ%kzéﬁt'rﬁéufdﬂai NendgbeRtudBAby ¢ eicegéiﬁe BERGDO hettdatiBA ra@i\d@hay be

syn rone and that other ant i convul sant conpoun S e.g.
qfalse peieitieatnagné of eeupodszbrasativeadisaasesnimdbbe disgtet siodifying (or

this. ndr et al . Neur ophar macol ogy 1997,

af?geplﬁ’g%g fﬂsél}pa(tk?tntﬁq ep%nvul sant conpounds such

as KCNQ openers are thus expected to be effective in

this condition. 25 mRNA for KCNQ 2 and 3 subunits are

@iygn that AntigoavAlsae gpeReuRissaeh aksazodipsepmes ied ghlompeihiazole

RBLINLBE AU OHEAa S PuB BB A b3S Hfont S that other
I ppocanpus”and anyg agani c ourna

dﬂauomﬂs».aﬁnmnﬁ&&ﬂs e%lgab‘ﬂtﬁéiﬁm4ﬁ‘24f)sry @ﬂf‘mbtmetn gabah@odds of this
&ortedly active in sone ani na

el s of
ogiey(_qutﬁ@ ﬁ@llr%%‘aﬁha(’%?ql%ye]t”gi 36 1369 1375), other

anticonvulsant compounds such as KCNQ openers are thus expected to be effective in

this condition.

mRNA for KCNQ 2 and 3 subunits are found in brain regions associated with anxiety
and emotional behaviours such as bipolar disorder e.g. hippocampus and amygdala
(Saganich et al. Journal of Neuroscience 2001, 21, 4609-4624), and retigabine is
reportedly active in some animal models of anxiety-like behaviour (Hartz et al.
Journal of Psychopharmacology 2003, 17 suppl 3, A28,B16), and other clinically

used anticonvulsant compounds are used in the treatment of bipolar disorder.
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30 Journal of Psychopharmacol ogy 2003, 17 suppl 3,

A28,B 16), and other clinically wused anticonvul sant
w@eopoTes are used in the treatnment of bi pol aPCT/DK2004/000283

di sorder. WD 2004/ 096767 PCT/sDK2004/ 000283 5 WD

200196540 di scl oses the use of nodul ators of the

e 0010834 B 0tke e v R TRIA0s S e SRy
é:dpedssmn o Kafmm and KKﬂSNQ}Sg«gmm fdrénsdiniria, /ZvﬁdlefWD %(ma 0925b26
nt o ee er.s 1/ 022953 descri bes
difrdosgs Brapmoda cgfagf Kgﬁs%{ mﬁ@ngg s oAt gt iFeD o
disstggpat hi ¢ pain such as allodyni a, hyperal gesic pain,

phantom pai n, neuropathic pain related to diabetic
neur opat hy and neuropathic pain related to mgraine.

49628 b .he. ab f t
BB Aot B ee ot P B Broroahal=sRant SraFrAOb
RdpRiNc Phis @ﬁ&?éssam)ﬁ?ﬁa asyperXdedicpaird 9ﬁﬁ{t61|n' A8 ngivsh&hit pain
di sorder, panic anxiety, obsessive conpul sive

rglagasrtd diabetipspuppghy badneusenatlie peincelated o etigraine.
post-traunmatic stress disorder, acute stress reaction,
adj ust nrent di sorders, hypochondriacal di sorders,

WERYHO608 desdiibes the dbSof digabiragor tizebiontiandreafifitf inRibition
15 phobi as. W97/ 15300 describes the use of reti gabl ne

ngraniekigration af gerietysHsHders sirbige saxisty, generaized paeiety dsprer,

p@a?ncﬁll %ﬁ%ﬁs&v&'&%@ﬁﬁwe%ﬂ%gstogﬁl ?h&dq% %?ff)n?&r{c% a8§1etcy

suc er osi san era

et-annnati; stfesedisadfdet, deuta kindss d@e&ﬁmaadjlﬁmimt d&ordess, 20

di sease; cephal opat hi es i nduced hy AIDS or . inf ect i

}BSF’OFIEﬂ?éPP%?q@F~J?’EF§Eé% SeIERtpEaXiFY Jisedér, peragiabie apdkspecitic
kpewn pat hogens; trauma-induced neurodegenerati ons;

neuronal hyperexcitation states such as in nedi canent

wi t hdr awal or i nt oxi cati on; and neurodegenerative

BSReaPe farehibes BB O Pt of i i i Bgraprative

diSorerd 58H asdRBh&ithel 9 disdAe HuaMEOM D BoreMycebos® ®ich as multiple
pot ent openers of the KCNQ fam léi(fm assi um channel s.

salegerishod iamydtraplic trierel sciespqis didezigld-Fakopdissesse Parkinson’s
HLRRE re%cep%afo%at%es\{gducgd E}rf] QBS or infection by rubella viruses, herpes

viruses, borrelia and unknown pathogens; trauma-induced neurodegenerations;
neuronal hyperexcitation states such as in medicament withdrawal or intoxication; and
neurodegenerative diseases of the peripheral nervous system such as polyneuropathies

and polyneuritides.

Hence, there is a great desire for novel compounds, which are potent openers of the

KCNQ family potassium channels.

Also desired are novel compounds with improved properties relative to known
compounds, which are openers of the KCNQ family potassium channels, such as
retigabine. Improvement of one or more of the following parameters is desired:
half-life, clearance, selectivity, interactions with other medications, bioavailability,

potency, formulability, chemical stability, metabolic stability, membrane
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30 conpounds, which are openers of the KCNQ fam |y
pot assi um channel s, such as retigabine. |nprovenent

w@tooaes76T nore of the follow ng paranmeters i sSPAPPKe@d/000283

hal f-1ife, clearance, selectigvity, interactions with
ot her medications, bioavailability, potency,

e B e e e
BaypEadealmprovgmersosuchiasi ty and t herapeutic index. The

I mprovenent of such paranmeters pmay lead to |

i nBr AP eddpemes ey rpﬁwl&a/@s NHBEPRY TPegTadedasgs a day,
reguci . f  Lequi ease of
adrdn' nélagg?géllﬁ%lﬁgggﬁé% ipea:’%ltg @t‘&gﬁ%ﬂnﬂﬁ@?p eél?cr?ggl?fséat ions, 5
r educeducddicafffeersf S, enl arged therapeutic index,

i nproved tolerability or inproved conpliance. 10
Summmeiarged theepp#icate’on One obj ect of the present

i nyent i i r.ovi de novel conpounds, which are
pot'enlgnpggxbegﬁcéfregab@ﬁtoﬁe KCNQ fam |y potassi um channel s.
15« ThenpeovaaQienpsiafde. t Ne invention are substituted

i ndoline and indol e derivatives of the general
formula | or salts thereof R2 I (Us ~ N X/ (2)q\
R3 R N YR (I) 20 wherein the dotted line, q, s,

é{gnﬁrar%oféleimentﬁh R2 and R3 are as defined bel ow.
2

One object of the present invention is to provide novel compounds, which are potent

openers of the KCNQ family potassium channels.

The compounds of the invention are substituted indoline and indole derivatives of the

general formula I or salts thereof

@

wherein the dotted line, q, s, U, Y, X, Z, R, RY, R? and R3 are as defined below.
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WD 2004/ 096767 PCT/ DK2004/ 000283 7 The invention

further relates to a pharmaceutical conposition
we@omndesng a conpound of fornula |, and t he BPGEDK2004/000283

thereof. 5 Description of the invention Accordingly,

the present invention relates to substituted indole

qP‘ff*%‘%h Hfihe Qg@eg% @ﬁ@ﬁ&e&m &ﬁ%@%ﬁ&f&?wgﬁ% i Btpound

oﬂﬁﬂmMMJIMﬂiuquHﬂmhoﬁe represents an optional bond;
Rl and R' are independently selected fromthe group
consi sting of hydrogen, CL 6 15 al k(en/yn)yl,
C3_8-cycl oal k(en)yl,

C3-8-cycl oal k(en)yl -C1_6-al k(en/yn)yl, hydroxy-Cl-6-
Deéskeriptinn ywfi Yhd inveytdoroxy - C3_8- cycl oal k(en) yl ,

dr oxy:- 8-coa 1 [yn)yl,, ..
PRSP RS ks S BT Y e
degibBrived &th&%&%ﬁﬂfdﬂrﬁ[h)l&" -Cl_6-allc(en/yn)yl,
cyano-Cl_6 k(en/yn)yl, cyan-C3_8-cycloal k(en)yl and
cyano- C3_8-cycl oal k(en)yl -Cl1_6-allc(en/yn)yl; or 20 Rl
and R' together vvitlkzt he carbon atomto which they are
attached forma 3-8"nmenbered saturated or unsaturated
ring which optionally contains 1 or 2 heteroatons; s
is O0Oor 1; 25 Uis NR11, S, SO2, SO2NR11 CO O or
CO NR11; wherein R1 |s sel gct ed fromthe gr oup

consi sting of hydrgoge allc )
C3_8-cycl oal k( en) 0 20847 96 R3
PCT/ DK2004/ 00028
Y RY
@

wherein
the dotted line represents an optional bond;

R' and R" are independently selected from the group consisting of hydrogen, Ci.-
alk(en/yn)yl, Cs_g-cycloalk(en)yl, Cs_g-cycloalk(en)yl-Ci.s-alk(en/yn)yl, hydroxy-C;.¢-
alk(en/yn)yl, hydroxy-Cs.s-cycloalk(en)yl, hydroxy-Cs_g-cycloalk(en)yl-Ci.¢-
alk(en/yn)yl, halo-C,.¢-alk(en/yn)yl, halo-Cs.g-cycloalk(en)yl, halo-Cs.g-
cycloalk(en)yl-Cy.¢-alk(en/yn)yl, cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl
and cyano-Cs.g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl; or

R! and R" together with the carbon atom to which they are attached form a 3-8

membered saturated or unsaturated ring which optionally contains 1 or 2 heteroatoms;
sisOorl;

Uis O, NR", S, SO,, SO,NR" CO-0 or CO-NR!; wherein R™ is selected from the
group consisting of hydrogen, C;.¢-alk(en/yn)yl, Cs.3-cycloalk(en)yl, Cs-s-
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cycl oal k(en)yl -Cl_6-al k(en/yn)yl; or R2 and R11

together with the nitrogen atomto which they are
w@rioaoiad7 f orm a 4-8 nenbered saturated or unseECT/DER@d/000283

ring which optlonally contagns 1, 2 or 3 further

heteroatorrs R2 is selected fromthe group

n 11 : -
RIS f‘ﬁ% AegRoatiRep St deiedben i to
vﬂfﬂch ﬂ&fey@ie ﬁtaahdfd R)nhyar@ 8 Imenf¥erddsaturied e lnpaturate@ fihy which
¢l oal k(en -Cl 6-allc(en/yn)yl, acyl,
qf&lapeg oe%angs L3 (pg( ﬁ)l}gTeroatoms
hydr oxy- C3_8-cycl oal k(en)yl,
Rlzydroxy C3_8-cycl oal k(en)yl Cl_6- al k(en/yn)yl,
ak oglerted fratroth€grdpaiokietmgyohyidrogen, Ci. 6-a1k(en/yn)yl Csg-

ca@leﬁ%cfm SR BRI B i Crsalklenlymyl, ArCy
ol I -

c yano- ﬂ{%l)gr ?ﬂglﬁ%gfy)ké( en )(er|1)9bl@[‘66 %I(_%zyelﬁﬁ n‘;%? }de?%tr :

aliRe Ry Tedraxy-G. g,(((}@&q@k()ny)lyl hydroxy-Cs.g- cycloalk(en)yl Cis-

et hein e ST Yy Bl Courselomtitaiyh halo-Coa

cHBIRARI¢h)RLO, @ﬁlﬁ(e‘ﬂl},@f)ylaé}@mb Nseneay %rau«t(yn/wj CCty@ﬁJo Cr.am

the roup consi sting hydr ogen 1 (0107
PR EATYN) gYanocs. BSQY@Mlﬁm)vk@nmk(ewyn)yl -NO;, NR'R'"-Cy5-

ﬁ%ﬁ’?gﬁ% ) 10@(103@ 0;9%@4)% %I'ag\g?ﬁien?% %f&ééﬁk&]ﬁﬁ:cl_&

ahﬁdﬂﬂgﬁﬁd@h&emycl oaI k(en)yl Cl 6 al k(en/yn)yl,
hgl o- Cl,.6-al k(en/yn)yl ., hal o 8- cycl oal k( en}l)l/
Tharpd B3~ are iadenepdent e%%}eytedépnethm gz@gwc;mysyng of hydrogen, Cr.¢-

ARk S IRLY 0 SRR B Moy
aBd(@n/an)yI Rﬂ;@foxtg;xgﬁg tyeloalii(biyt, ﬂngdlrmvcyifcagélcry;:hjallj;ni:lrt)gld(Egd;r ch
A e BB B A a e b B vt Py e o 5
@m@én)yp@{ (,eﬁlk?eﬁ%yl wa&lb Glfgeanﬁxgﬁﬁyhg@ dyaas-cMhePcIBEk{ch)yl

'ogen or cyano th the
apriwalgbcn kr&YClwﬂbﬁﬁznm-qﬁ azlk(hly/dn)y@en atom or acyl and s

R® o a R ogeale? shliis nltogty ubln SRk frd el o 4-5

maﬁ@érem SrturafidSd? @ daturdfed £ingSwHRIP6ptnably kénteias @1 2 S further
with the proviso that g is 0 when X is SO2; WO

hetragtome767 PCT/ DK2004/ 000283
with the proviso that when R? is NO,, halogen or cyano then s is 0; and

with the proviso that when R? is a hydrogen atom or acyl and sis 1 then U is NR!, O
or S;

wherein the group -(U)s-R? is linked to position 4 or 6 of the indole or indoline;
qisOorl;

ZisOorS;

X is CO or SO3; with the proviso that q is 0 when X is SO5;
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9 R3is selected fromthe group consisting of
ClL 6-alk(en/yn)yl, C3_8-cycloal k(en)yl,

whedoenooyt!| oal k(en)yl, PCT/DK2004/000283

C3_8-cycloall c(en)yl -Cl_6-al bec(en/yn)yl,
Cl_6-al k(en/yn)yl -C3_8- cycl oal k(en)yl,

lgll gilgjg%& Fi%?f o ﬁ%uy{k%h%ﬁt‘?&%éﬂ (glacycﬁﬂéﬁ}g’( ai§ pycloalk(en)yl,

%lfeﬁh@f‘:/&faﬂf(w)b'h &; g {ogoloydk(endyl-Ci3-Ak @OngA| € (. eak(en/ EyIoC ;-
en

CA(P1°€11<( 314) K?aéﬁﬂgiﬂﬂ/w)%bitsmey@?@aﬁemém IAr-Cy¢-alk(en/yn)yl, Ar-

R R
A5ympe] e o4 s Q1 KD Il
ey %@%ﬁl}r}%)é AP F A KT BTy Ce-ovcloalk(en)ylony-

@r & ég:];éloég@a o enéﬁglﬁgb&)@%”lb)g i cyclor:(ﬂk(en)yl5 ();} .s-alk(en/yn)yloxy-

I@ler@cy&lqauénm)yh )AerXXIyCc&aaﬂb@n@mmAﬁCakﬂUéﬂﬂyW)@dxy -Cr.6-

S B o d B I SRR A P aRy P G St gtons-
lﬂ eng: ﬁﬂ%éﬁ/yn)?h{ @, Q)CYCIGIilk@n?ﬂL@l%%lkﬂéhWn)yloxy carbonyl-Cy.¢-

hydrox oal k en% dr ox
AWy g Gy Ik e/ym)3L, hydroxy-Cas-cycloalk(en)yl, hydroxy-

o SR M e R o

ﬁi(fﬁ/gﬁ)&d@jf@zaloh%t(@ﬂiflyh?dthﬁﬂ %D@Whi@ﬂ Fﬁtm}zyéloalk(en)yl
bﬁi} gﬁl gémé?rg}g})geng]?/ R%geqﬁ)gpﬂoallﬁgqggl %gl%)glgei%gcyc oal]%(en)yl halo-Cs.s-
@X@m@rbgﬁﬁ %L‘H‘ﬁ’{?ﬁ“ﬁr kiigret %C'%C(I%n/gw 15 cP/clol;%lkl(en)%ihalo -C1.

6&1MGWW1W)W¢GWWHQ(WYE hﬂiﬂ’qul(ﬁﬂk@h/}’n)yl Ar halo-Cs.s-

. Céf%agcg nfj%le% 51(4?0 %ycloé/ﬁg(’en)y?cq 6Cﬁ<(en/yn)yl Ar, halo-Cy.6-

PRLENHAE CIsLpAGAN KTkl e YL o
wykalkGm)sl ay al(oélfﬁ%m%ﬂﬂoaﬂd Nb <78108Cs. cymleﬁék(leanMw

t
BERGEE Sl AL Cororiop Grptenry e alkCenymyt
HéYG’iﬁc;@loaﬁC(aﬂl)E( ae;ély@aaldtlk@ﬁb&)ﬁyﬁyﬂaﬂa K—@flﬂbéﬂk(en?yl acyl-

cyan 6- al het erocycl oal | c(en

PG}@loa@:(alp)u(& ﬁylyﬁﬁs)sywc calélgipn)w:% 86" e&kémém)x% aelyFie-
e S AR B Tl G salemmsynereisalionyd apd -

MR KRENY me))yhllﬁlb&imyedl I‘mVR(%-ﬂ,)l ylalk(en/yn)yl, optlonally substituted

RRERS 55 %:g{ﬁgﬁﬁé} DL il SO PN RS, 20 oak(enyyl-c.

Nﬂl(%%i}%}ylc;vh@r -8l k(en/ yn) yl, optionally substituted 25

€38 cycloalk(en)yl optional ly substituted
aﬁﬁlnﬂemndbrttbl dc(&eteﬁ;ﬂorﬁ:ﬂhe Boup &qusistipg pfhydrogen, Ci.6-

T d f
ﬁﬁ@n@pﬂvap coneiuk b e BB e SR hENy AfAT-Cro
AR Bryaya! Rﬁbh %—Qz?&lbéﬂ{%ﬂ)yl Ar- C 8- cycloalkﬁen)yl -Ci6- alk(en/ylé)yl
C3 _8-cycl oal k(en)yl -C16-a
1mdkcq>eh¢ymly(erm)ymy@ow@mycpwﬁ@p 1/ hydrbxy-Cs g-oycloalk(en)yl-

¥ - BByl RALKL e bn by P 1l k&?é"c%%a}ﬂ{cen)yl, halo-Cs.g-

cycloalk(en)yl-Ci¢-alk(en/yn)yl, cyano-C;.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl
and cyano-Cs.g-cycloalk(en)yl-C;.s-alk(en/yn)yl, or
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30 hydroxy-Cl_6-al k(en/yn)yl,
hydr oxy- C3_8-cycl oal | c(en) yl,
whyano%761T3_8-cycl oal |l c(en)yl - Cl_6-all c(en/ynpgl/pPK2004/000283
hal o- C1_6-al k(en/yn)yl, hal o;£3_8-cycl oal k(en)yl,
haI 0- C3_8- cycl oal k(en)yl -Cl_6-allc(en/yn)yl,

(=¥l - - I I
RIINIED (e L YO hHose XAP LT G LKA P g -
rbi@nﬁél@déﬂﬁﬁﬂdﬁ?orl%ﬁﬂtﬁ]’éwg)ﬁﬂﬂﬁ 3ptidhdlliRkdntaind 1R2 br 3 further
grether with the nitrogen atomto which they are
DefTQUA®S form a 4-8 nenbered saturated or unsat urat ed
«Aﬂ@@h vombﬁgoﬁﬂﬁw&@kbysmwaﬂ’raﬁe ish,0r 3 further
heterocatons; wth the proviso that when R3 is NR12R12'
then qis 0; 5 and Y represents a group of formula
L1, 1, 1V, V,, VI, XXX and XXXI:  (R5)a (R5)b 4:
AW 11 (RS) (R5)d (RS)f W/p 11~5)e IV V (R5)g
(R5)) (RB)h T M XXX (R5)k L or N-- 10 XXXI WO

2004/ 096767 PCT/ DK2004/ 000283 11 wherein
Y represents a group of formula I, IIL, IV, V, , VI, XXX and XXXI:

(RS)aW R5),
W
RS
I - R),
(R,

\ (Rs)f\@/
Y

®9),
v VvV
s © \W
N
N
®9), B
VI XXX

or



the line represents a bond attaching the group
represented by Y to the carbon atom 5 WsOQorS; T is
wORoolebes70; L is N, Cor CH 10 aisO, |, 20rBCT/DKR2E4/000283
0, 1, 2, 3 or 4, 15 cisOorl;;dis 0, 1, 2 or 3; eis
0, 1or 2, 20f is 0, 1, 2, 3, 4o0r 5 gis O, 1, 2,
wh@ 25 his 0, 1, 2 or 3; j is 0, 1, 2 or 3; wth
]P1e prow so that when T is a nitrogen atomthen j is
0, 1, 2 or 3; and when T |s NH or an oxygen atomt hen
&155 0, 1 or %{ 30 k Ls1g or 4; and each R5
& PR Frepesals Afopd slachings eSFQ}%TPlPFéSf‘glMth ¥ én thesaarhog asem;
a Cl 6-alk(en/yn)yl, C3_ 8-cycloal k(en)yl,
C3_8- cycloallc(en)yl Cl_6-al k(en/yn)yl, A«,
5 WisQosS:al | c(en/yn)yl, Ar WO 2004/ 096767
PCT/ DK2004/ 000283 12 thi o, Ar-oxy, acyl,
Cl 6-allc(en/yn)yloxy, C3_8-cycloal k(en)yl oxy,
13&_18 pﬂcdr@l k(en)yl- Cl1.6-allc(en/yn)yl oxy, hal ogen,
hal 0- C1_6-al k(en/yn)yl, hal o-C3. 8-cycl oal k(en)yl,
hal o- C3_8-cycl oal k(en)yl ClL _6-al k(en/yn)yl,

I\E{?E@ cyano, cyano-Cl.6-allc(en/yn)yl,
l%:)%iﬁ’o- _é{?’cycl oall c(en)yl,
10 cyano- C3_8-cycl oal k(en) yl - Cl 6-al k(en/yn)yl, -NR7R7'

-S- 5 R8 and -S02R8, or two adjacent R5 together vvlth
3 18&. rdriadii c group to which they are attached forma
4- 8 menbered ring which optionally contains one or
two heteroatons; R6 and R6' are independently sel ected
H sdnli e grdup consi sting of hydrogen, Cl1_6- 10

al k(en/yn)yl, C3_8-cycl oal k(en)yl,

C3_8-cycloal k(en)yl-C1_6-al k(en/yn)yl and Ar;

15 cisOorl;
dis0,1,2o0r3;
eis0, 1 or2;

20
fis0,1,2,3,40r5;
gis0,1,2,3 or4;

25 his0,1,2o0r3;

jis 0, 1, 2 or 3; with the proviso that when T is a nitrogen atom then jis 0, 1, 2 or 3;

and when T is NH or an oxygen atom then jis 0, 1 or 2;
30 kisO0,1,2,30r4; and

each R’ is independently selected from the group consisting of a C;_¢-alk(en/yn)yl, Cs.
g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, Ar, Ar-C;.¢-alk(en/yn)yl, Ar-
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R7 and R7 are independently selected fromthe group
consi sting of hydrogen, Cl _6- alk(en/yn)yl,
w@03/e0761 oal k(en) yl , PCT/DK2004/000283
C3_8-cycl oal k(en)yl -Cl_6-al k{,en/yn)yl, Ar and acyl;
15 and R8 is selected fromthe group consisti ng of

t%'y?dégcy 1 ogﬂégé %;“g E/n&%’ 23 %’I’ EE éﬁ?@?ﬁlﬁ/ﬂl yirx ang?® ﬁé@ﬂ@lk(en)yl'

Ohedlkie/yniRoy) Bakdgen, bk -CNAeRemda!)l, MalSEiS%CdyeIﬂ)aﬂd’(@ﬂyl halo-

t he group consi sting of hydr

0 Py 6 2
G srqpEtoalltsny-Cos abi( @y sl k 51%3)3 ,&pyano, cyano-Ci.¢-alk(en/yn)yl,

A R

RhedeSD,R® 26 A partl cul ar embodi ment of the invention
reI tes ossubtlt d indol e andmwgne
Iy @r%ma%%rﬁw to Yhippotheyaag etashed form a 4-

8%9&’1195%9 Qﬂllg%mg@mgpuo]ﬁlly tar got e dll twd Ife@rgatomgs 6 Rl

ereint l'ine represents an
optlonal bond; 5 Rl and Rl are |ndependently

lgﬁal}p? ‘fgﬁ{%} epeegenélg' tégtgg ISt @1& &lpogongl tlr og&y‘drocglenGQ -6

| CALdCRAT -
aI k( en% n(%flgl E{/&}jl?(ol??l %g Sgbgl()gllﬁgég?}ﬁlﬁlnﬁ) AN@hIRYy] Ghd G

hydr oxy- C3_8- cycl oal k(en)yl -C1_6- al k(en/yn)yl

Iggﬁng-lng% % PEVE I%lgl)sélfme?% ?‘b%éﬁa‘fpl ?%“}-é gﬁﬂbydmgen Ci6-

AY@vgn)yl, Gr@dyicloand(ymyl IC,. sfcyalﬁalﬁ&ﬁyml%al eh@h%ﬂ) ¥t and acyl;
and cyano- C3_8-cycl oal k(en)yl -Cl_6-al k(enlyn)yl; or

and

R® is selected from the group consisting of hydrogen, C1.¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-C.¢-alk(en/yn)yl, Ar and -NR’R®’; wherein
R’ and R” are independently selected from the group consisting of hydrogen, C1.¢-
alk(en/yn)yl, Cs.g-cycloalk(en)yl and Cs_g-cycloalk(en)yl-C; ¢-alk(en/yn)yl;
provided that when R?® is -NR’R”’ then R® is not -S-R%,;

or salts thereof.

A particular embodiment of the invention relates to substituted indole and indoline

derivatives of the general formula I
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Rl and R* forma 3-8 nenbered saturated or unsaturated
ring which optionally contains 1 or 2 further
whedaiooastons; 15 sisOorl; Uis O NRII, S, SO2PCT/DK2004/000283
SO02NR11, CO-0 or CO-NW,; whepsein R11 is selected from
the group consisting of hydrogen, Cl_6-al k(en/yn)yl,
C3_8-cycl oal k(en)yl ,,C3_8-
cycl oal k(en)yl - Cl_GF?I lc(en/yn)yl; or 20 R2 and R11
together with the nifrogen atomto which they are
attached forma 4-8Uyrenbered saturated or unsaturated
ring which optionall czpntag‘ws 1, 2 or 3 further
i G rom}r@) oup consi sting
of hydrogen, Cl_64al yn)yIX C3 8 JBR3
cycl oal k(en)yl,
C3_8-cycl oal | q(1en)1‘{/l 1-6- &l | c(en/yn)yl Ar,
Ar-d _6-al k(en%l , Ar-C3_ 8-cycl oal k(en)yl
Ar-C3_8-cycl og n)yl-Cl_6-al k(en/yn)yl, acyl
hydr oxy-Cl1_6 WD 200&r'096767 PCT/ DK2004/ 000283 14
allc(en/yn)yl, hydroxy-C3. 8-cycl oal k(egr?yl ,
hydr oxy- C3_8-cycl oal k(en)yl -Cl1_6- al k( yn) yl
Wekregen, hal o- C1_6-al k(en/yn)yl,
hal o- C3_8-cycl oal k(en)yl, hal o- C3_8-
cycl oal k(en)yl -Cl1_6-al k(en/yn)yl, cyano,
16/ @i FneGrepekdn@drydhtivhal Boydno- C3_8- cYcl oal k(en) Y1,
cYano- C3_8-cYcl oal k(en) YI -Cl _6-al k(en/ Yn) Y1 - NO2,
NRLOR1O' -C1.6 5 al k(en/yn)yl,

TR A ————

aglﬁetﬁfﬁn)yl Q- @ﬁﬂ)atlﬂ&l)ylag ﬁwgdeﬂk(@l%gtl@lye zﬁledleg@h%;l hmlmcy-cl P
a&gxy%uﬁ ggqg%@l cpy(‘:]cloc;ﬂl{(en)ylr %%grr(])xy-Q - c-ycﬁl)alk&gngyly(rjlzz

S NS AR CE (ST Syl RO b QY 16

clwlidaﬂrl(@:@l&)fgé‘cﬁrdkéﬂn@albﬁ( %ra)lsﬂclféﬂallﬁ(gﬂ/@n)vll | @létﬁ?ﬂy?)clybloaﬂc(en)yl
0- a cycloal k(en)y

ad cyane3Cga-c ééﬁgéib%i%¥fﬂ& 1% (en/yn)yl,

YRR Choshir 25 ISBBAYELY SatuGlANR uhSiS el ¢ aillﬁél?ﬂﬁ‘r}’dnally
and cyan-C3_8-cycloallc(en)yl-Cl_6- alk(enlyn)y or
cRi@insnidorr firtheolrserhatomsi t h t he nitrogen atomto which
they are attached forma 4-8 nenbered saturated or
unsaturated ring which optionally contains 1, 2 or 3

sfisotdaer 15 heteroatons; with the proviso that when R2
is N2, halogen or cyano then s is 0; and

U is O, NR", S, SO,, SO,NR" CO-0 or CO-NR'; wherein R" is selected from the
group consisting of hydrogen, C;.¢-alk(en/yn)yl, Cs_g-cycloalk(en)yl, Cs.s-
cycloalk(en)yl-Cy_¢-alk(en/yn)yl; or

R? and R together with the nitrogen atom to which they are attached form a 4-8
membered saturated or unsaturated ring which optionally contains 1, 2 or 3 further

heteroatoms;

R? is selected from the group consisting of hydrogen, Cy.¢-alk(en/yn)yl, Cs.-
cycloalk(en)yl, Csg-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar, Ar-Ci.¢-alk(en/yn)yl, Ar-Cs.
g-cycloalk(en)yl, Ar-Csg-cycloalk(en)yl-C;¢-alk(en/yn)yl, acyl, hydroxy-C;.¢-
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with the proviso that when R2 is a hydrogen atom or

acyl and s is 1 then Uis NW, 0 or S; 20 wherein the
w@e@a96761)) S R2 is linked to position 4 or 6 OPCT/DE2004/000283

indole or indoline; gisOorlj,Zis Oor S 25 X is CO

or SO2; with the proviso that g is 0 when X is SO2; R3

ISR SO G AL10N B

dﬂe(bﬁ/lyﬁ)w ldia(bﬁeh(lml@-ﬁl © é%{(gn/yrll)gl ha}o -Cs_g-cycloalk(en)yl, halo-Cj_g-
cycloallc al k(en
C(Z‘?clﬁélké?fﬁl’]eﬁl yﬁﬁq 1/ yeRygeyae, wepxsam@zl%ﬁly/yp)yl cyano-Cs.g-

R P R @ L R

oAle(ehighpl, ’rsz(sew})cidalk(@ﬂ)ymldﬁqkﬁ?ﬂl%ﬁlaJs(owl))?]ﬂi(ffﬁmﬁc1 6

E&é@g{@xﬁ‘%’ﬁﬁf%/yn)yl C3_8-cycloal l c(en)yl,

l@"’ aﬁéR@“’ abdinagienainly sehRtRrmey ol Qabid @d?l)si»é'tlng of hydrogen, Ci.¢-
6- al k(en/ yn)yl oxy-Cl 6- al k(en/ n)y

@QGB/YOMJ Cmd- ¢}®Q®ﬂi§(?1ﬂ)0k ﬁaMYQ]@M@f)ﬂ?@ﬂs-alk(en/Yn)yl hydroxy-Ci.¢-

AR RS ol BB s onteni e

A (chrya) i, (&% ) nugwm)bpm@roo@ygcémam@@)yy lhalo-Cs.-
Ar-oxy-Cl _6-al k(en/

lo@tk(@l)xm( eflk bg@ya@m -G-s-adk(en/yanlyqyppe-Css-cycloalk(en)yl

| k(en/ I
a%fga& 5? gﬁ’%ﬁ?gﬁ%&’% yé'ca@%)gl ﬁm&ae} QFE(Q? zn) yl
183 a8d W% it evijhythe Gitroge bloa( WHieh JHe9xye staxhaniormGl4-8
5 all c(en/yn)yl hydr oxy- CL_6-al k(en/yn)yl,
r}q%pgg@, d(ﬁ;é]n@ag aEe(lé’H)gWhl_lh cm@yy contams 1, 2 or 3 further

cloalk(en)yl
1ﬁﬁ%§%§%¥C3 8- cycloalk(en)yl ClL _6-al k(en/yn)yl,

Wﬂjlldﬂm)pye‘@ﬂo that whia( BAisy Ny, halogeB orgyzino a}hdn(saspyand
il Beeroes e fulibg R 14 Ms@éhg?ﬁl%ioofﬁ%g%@ﬁ R Rl it UisNRI, O

&.0- het erocycl oal k(en)yl, hal o-C3.

cycl oal l c(en)yl -Cl_6-al k(en/yn)yl
hal o- Cl 6-al k(en/yn)yl -C3_8- cycloalk(en)yl hal o- C1_

\%’Jéqrgm %gioﬁwe)y Rzﬁaje @Jﬁk ﬁﬁé{ %{)]sg LK en) ofthe indole or indoline;

cycl oal k(en)yl -

hal o- C3_8- cycloalk(en)yl Cl_6-al k(en/yn)yl - Ar
hislbordt_6- al k(en/ yn)yi - C3_8-cycl oal k(en)yl - Ar,
cyn-Cl_6-al k(en/yn)yl, cyan-C3.8- cycloal k(en)yl,
cyano- het er ocycl oal k(en)yl,
ZYOG3S8- cycl oal k(en)yl -C1_6- allc(en/yn)yl

cyno- Cl. 6-al k(en/yn)yl - C3_8-cycl oal k(en) yl,
cyn-Cl_6-al k(en/yn)yl 15 heterocycl oal k(en)yl,

}2%’{:0%1;15@) alh QR Yrb thAeHS 0 whefl X ¥H @Al K( en)yl,

acyl -

R’ is selected from the group consisting of C;.s-alk(en/yn)yl, Cs.g-cycloalk(en)yl,
heterocycloalk(en)yl, Cs.g-cycloalk(en)yl-C;¢-alk(en/yn)yl, C;.¢-alk(en/yn)yl-Cs.s-
cycloalk(en)yl, Cyi¢-alk(en/yn)yl-heterocycloalk(en)yl, Ar, Ar-C;¢-alk(en/yn)yl, Ar-
Cs.g-cycloalk(en)yl, Ar-heterocycloalk(en)yl, Ar-Cs_g-cycloalk(en)yl-C;.¢-
alk(en/yn)yl, Ar-C, ¢-alk(en/yn)yl-Csg-cycloalk(en)yl, Ar-Ci¢-alk(en/yn)yl-
heterocycloalk(en)yl, Ci.g-alk(en/yn)yloxy-Ci¢-alk(en/yn)yl, Cs.s-cycloalk(en)yloxy-
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het er ocycl oal k(en) yl,

acyl - C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl, acyl-Cl_6-
wa@bdogemyn) yl - C3_8-cycl oal k(en) yl , PCT/DK2004/000283

acyl -Cl. 6-al k(en/yn)yl -heterggycl oal k(en)yl and -

NR12R12'; wherein R12 and R12' are independently

S-S0 UGRS3 i
Ie3erBexyalidan s, G%Wty—CiLsﬁlkédnk}(rﬂyﬂl PGy lgsalliien/yA)yl 63y -Br.q-

BTt S By i o8 (oL Cos-eyeloalk(enyloxy-
&YEUI@'M}] %ll eﬂﬂrﬁXyF 'Ug)é@ﬂi)o;a}lk(en)yl -Cy-alk(en/yn)yloxy-carbonyl-C;_¢-

dr ox I"oal k

41 YR ldwdgow& oallqee(ném)yll, hy@mxﬁCaszelnag@wl hydroxy-

N L

ally('én@il)ﬁ@'sl‘dyem Méﬁb;'l P?%?X@p%aﬂ%(gﬁ/WyM@t@d@%glkgé% 1,

8- cycl oal k( en al k n) vyl
h@{ Cus@ @rg{wa)waxa @heCYﬁlQ gnabhﬁ tzqr%ml@a&k&enb@ hateCs.s-

{
S R AT AL .
Mk(&n@ab;dﬁmterw;tctbam(m)m OulosOy.¢-d1Reniyngyl- B3 hals-(RL2R12'
sents a group of fornula

qyncieoa lﬁ??n)ylu 3& f\?f’oaﬁaswcloa}k%lﬁr@lw@ﬁwﬂ)ylﬂ halo-Cy.¢-
PRSI N8R 10 AT s 25y
apakalki(en)yl, cyano- heterocycloalk(en)yl cyano -Cs.g-cycloalk(en)yl-C;.¢-
alk(en/yn)yl, cyano-C_¢-alk(en/yn)yl-Cs_s-cycloalk(en)yl, cyano-Ci.¢-alk(en/yn)yl-
heterocycloalk(en)yl, acyl-Ci.-alk(en/yn)yl, acyl-Cs_g-cycloalk(en)yl, acyl-
heterocycloalk(en)yl, acyl-Cs.g-cycloalk(en)yl-C; ¢-alk(en/yn)yl, acyl-C;.¢-
alk(en/yn)yl-Cs.g-cycloalk(en)yl, acyl-C.¢-alk(en/yn)yl-heterocycloalk(en)yl and -
NRR'Y; wherein

2 and R'¥ are independently selected from the group consisting of hydrogen, C1.¢-
alk(en/yn)yl, Cs.s-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar, Ar-C.¢-
alk(en/yn)yl, Ar-Cs.s-cycloalk(en)yl, Ar-Cs_s-cycloalk(en)yl-C;¢-alk(en/yn)yl,
hydroxy-Ci.s-alk(en/yn)yl, hydroxy-C;.s-cycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-
Cis-alk(en/yn)yl, halo-Ci_¢-alk(en/yn)yl, halo-Cs_g-cycloalk(en)yl, halo-Cj.g-
cycloalk(en)yl-Ci.s-alk(en/yn)yl, cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl
and cyano-Cs.g-cycloalk(en)yl-C,.¢-alk(en/yn)yl, or
R'? and R** together with the nitrogen atom to which they are attached form a 4-8
membered saturated or unsaturated ring which optionally contains 1, 2 or 3 further
heteroatoms;

with the proviso that when R® is NR'R'* then q is 0;
and

Y represents a group of formula I, IIL, IV, V and VI:
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15

5 the line represents a bond attaching the group
represented by Y to the carbon atom WsOorS; 10

wared0d6780r3; b is 0, 1, 2, 3 or 4; c is 0 opCIWPKLEH4/000283

di sO, 1,2or3; WD 2004/096767,fCT/ DK2004/ 000283 17 e

is 0, 1or 2; fisO, 1,2,3,40r5; 5gis 0, 1, 2, 3 or

4; hisO 1, 2or3;and each R5 is independently sel ected
fromthe group consisting of a Cl _6-al k(en/yn)yl, C3-

10 8- cyrbypal k(en)yl, (R9),
C3_8- cyclo Cl_6-al k(en/ yn)yhs
Ar-Cl_6-al k( )yl, acyl, Cl_6-allc
C3_8-cycl oal k yl oxy, C3_8-cycl oal k(eh
al k(en/yn)yl oxy, hal ogen, hal o-Cl_6- aIk(en/ymVy
hal o- G3_8-cycl oal k(en)yl, hal o- C3. 8- R),

cycl oal'k(en)yl -Cl_6-al k(en/yn)yl, -JHNR6R6', cyano,
-S-R8 and - 15 SO2R8, or two adjacent R5 together wth
RG and R6' are |nd§ﬁ§ndentl sel ect ed
8- cycl oal k(en)WI - alk(en/yn)yl and
C3_8-cycl oal k(en)yl,
hydr ogen, Cl.6-al k(en/yn)yl, C3_8- cycloal k(en)yl,

cyano-Cl_6-al k(en/yn)yl, cyano- C3_8-cycl oal k(en)yl,
cyano- C3_8-cycl oal k(en)yl -Cl_6-al k(en/yn)yl, -NR7R7",
the aromatic group to which they are attached forma
4- 8 @@ﬂper-- iNg which optionally contains one or
two het erogt ons

fromthe grg sting of hydrog

alk(en/yn)yl CS ycloalk(en)yl,

R?' are i ndependently & ected fromthe gr oup
consi st t¥g of hydrogen, Cl_6- al k(en/Yn)yl,
C3_8-cycloal k(en)yl-C1_6-al k(en/yn)yl, Ar and acyl;
25 and R8 is selected fromthe group consisting of
C3_8-cyc|oa|k(en)ylxﬁ}%G-al |, Ar and NROR9';
wher ei n g

Ry,

VI

wherein

the line represents a bond attaching the group represented by Y to the carbon atom;

WisOorS;

ais0,1,2o0r3;

bis0,1,2,3 or4;

cisOorl;

dis0,1,2o0r3;
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RO and R9' are independently selected fromthe group

consi sting of hydrogen, ClL 6- 30 allc(en/yn)yl,
w@084e0761 oal k(en)yl and PCT/DK2004/000283

C3_8-cycl oal k(en)yl - ClL. 6-al k{en/yn)yl; provided that
when R8 is NROR9, then R5 is not -S-R8; or salts
em%fgo 5. WO 2004/ 096767 PCT/ DK2004/ 000283 18 One
chbodi%fént of the invention relates to compounds of
formula I, wherein the dotted line represents a bond.
Anot her enbodinent of the invention relates to
fdsRpbirhds48FSfornula |, wherein the 5 dotted |ine
does not represent a bond. One further enbodi nent of
the invention relates to conmpounds of fornula I
gz, @i B 3 &14;and R1' are independently selected from
the group consisting of hydroxy-Cl 6 10 al k(en/yn)yl,
hydr oxy- C3_8-cycl oal k(en)yl,
lp*@yquog§4§mpycloalk(en)yl Cl1_6- alk(en/yn)yl,

hal 6-O “6-al k(en/yn)yl, hal o-C3_8- cycloalk(en)yl

halo C3 8- cycloalk(en)yl Cl_6-al k(en/yn)yl,

R S S S RE (S e s

8%3?@%111&@1@91 @, 8tdyelom%@nw@p%ﬁ{ewﬁ§yﬂ A, RPLURRERN)y1, acyl,

fornul a are’1 ndependent |y

(St @k(e@éynbylgm,t@ze cgpb@]&(@ﬁﬂgmtGsrxgcygioaﬂg(@n)ub@m- Cl_6-

GG AT e gag@?@g%@ s slgplifigpy halo-Caur

@ﬂ‘[@)@ﬂd(ﬁﬁm Cof- alkt@/yrnylge rm(l)xNR @yaﬁ) tcsaaﬂboamégamc&/ﬁlf)yldcyano-

formula I, whe R1 f np g
alle(e)yl, &ﬁ%@r@s aﬂé‘doaflkﬁffg)mﬂl@ﬁﬂdwmél N}l »-S-R” and -
Eﬁgqgabps 1 or 2 heteroatons. In a further enbodlnent
fe 3-8 nenbered saturated or unsaturat ed ring is a

tmtadyaéﬁm%agaﬁaymm theraldilgaud gtoine & Witich Yiedyape atpached form a 4-
cycl obut y| cycl open , or cycl ohexyl. 25 Yet

m?e d W@d&blﬁ%ﬂwtl%\ahy Gntai GHE PO RSP ST
conpounds of fornmula I, wherein Rl and Rl' are
|ndependently sel ected fromthe group consisting of

RY/ahdoge rareamder@ndﬁ}tlyadele(:ed/fgm) tHe.group gomslsang)bﬁlaydrogen Cis-

PR C: avaroal REORb Ce-<b BaBhCu s AR og &

a _6-alk(en/yn)yl, typically C1 _3-alk(en/yn)yl. In a
;efer;ed enbodi ment, the invention relates to
lgoemglo&n dee mﬂeﬁegdcmﬂygselectemf@n@th@ group consisting of hydrogen, C;_4-

alk(en/yn)yl, Cs.s-cycloalk(en)yl, Csg-cycloalk(en)yl-C;¢-alk(en/yn)yl, Ar and acyl;
and

R® is selected from the group consisting of hydrogen, Ci.s-alk(en/yn)yl, Cs.s-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-C.¢-alk(en/yn)yl, Ar and -NR°R”’; wherein

R’ and R” are independently selected from the group consisting of hydrogen, C;.¢-
alk(en/yn)yl, Csg-cycloalk(en)yl and Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl;
provided that when R® is -NR’R” then R® is not -S-R?;

or salts thereof.
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Rl or R1I' is a hydrogen atom WO 2004/096767
PCT/ DK2004/ 000283 19 In a preferred enbodi nent, the
WO pwef9d7en rel ates to conpounds of forrmula |, PEDERV4/000283
at least one of RL and R1' i a hydrogen atom In a
nore preferred enbodi nent, the invention relates to

(2{1;%%}%%5?{ off firc) {ﬁ&ergtloglrrg%altsels:ft@ g&gﬂ‘g .SBPE m%fl'nu?azg Wl-i-?é:'reir"i1 {hee

ddﬁ,‘é&ﬂhhb@@rés%h@taefonﬂ.o conmpounds of formula I, wherein
sis0. 10 In another preferred enbodi nent, the

invention relates to conpounds of fornmula I, wherein

&dtﬁer]e JJorah ﬁ&ﬁ é)? %qq{f%%%eﬁégg to | &%&%89%{] %n%{lﬁsl Berfg1 the

conpounds erern s
dotted hiat He¢s wivbaaeseand bortdne i nvention relates to

conpounds of fornmula I, wherein s is landU sS. |In yet
anot her enbodi nent, the invention relates to conpounds

of formula I, wherein 20 sis 1 and Uis SQ2. In yet

anot her enbodi nent, the invention relates to conpounds
(ofie funthemg¢rabddimehterféhennvention rélatesdo tompouBds MRIGtm2E 1, wherein

KSR ERR ooty it e ot iR S8 i roms e
aﬂlf(eﬁ(@h)ﬂ Roiy-enp @yp@ﬁﬂ&aﬂf(%n)yl |P19dfo&‘jf€5t Lé%réldaﬁ&(a{)%cﬁ a

npounds

a@(ﬁewml,é@lq ﬁjla-aBQ(@f/Iélr)B’b @abrﬁmkv}fdmﬂk(em)bfé halov@ng-i on

R BB e b Db Mool Shy el

Rl @Y y-Ce o oelbalkdh)yl i §-dlieeRhjyen rel ates to conpounds
of formula I, wherein

Another embodiment of the invention relates to compounds of formula I, wherein R!
and R" are independently selected from the group consisting of hydrogen, C -
alk(en/yn)yl, Css-cycloalk(en)yl and Cs.s-cycloalk(en)yl-C.¢-alk(en/yn)yl.

A further embodiment of the invention relates to compounds of formula I, wherein R
and R form a 3-8 membered saturated or unsaturated ring which optionally contains
1 or 2 heteroatoms. In a further embodiment the 3-8 membered saturated or
unsaturated ring is a saturated carbocyclic ring, typically cyclopropyl, cyclobutyl,

cyclopentyl, or cyclohexyl.

Yet another embodiment of the invention relates to compounds of formula I, wherein
R' and R" are independently selected from the group consisting of hydrogen and C;_¢-
alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one of R! and R" is Cy.¢-alk(en/yn)yl, typically Cy3-alk(en/yn)yl.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

R' or R is a hydrogen atom.
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s is 1 and Uis SO2NR11, CO-NR' or NW and R11 is a
hydrogen atom In a preferred enbodi nent, the

WO pwef9d7en rel ates to conpounds of forrmula |, PEDERV4/000283
5sisl1andUis NR1and Rll is a hydrogen atom One
enbodi nent of the invention relates to conpounds of

.is ..sel d fromthe

g Pleel smBPARR ¥ inyPie Sebks S B py FOriitha 1, wherein
A yehisooe SER Cand e oty tom.
hydr oxy- C3- 8- cycl oal k(en)yl -Cl1-6-al k(en/yn)yl,
cyano-Cl-6 10 al k(en/yn)yl, cyano-C3_8-cycl oal k(en)yl,

]ﬁﬁlafg%fg%e%% %Xl%]ll)g?l 5’1{9 R’%é’ +1Vg1¥t10§1 r@lla%%g ‘?@écyrﬂlgéﬂnds of formula I,

WRIEhGotR? 8adRE Iamh}«{reg@ryﬂtommd NR1OR10' C3-8 cyc to

al k(en)yl-C 1-6-al k(en/yn)yl; with the prow so that

when R2 is acyl and s is 1 then Uis NR" , 0 or S 15

ANBRE 8 Bhedinmat, (R inh BRidn PR 't@@orﬁgé) ? &1&1 aI wherem

conpounds of formila I, wherein [ ect

si8@. group consisting of Cl-6-al k(en/yn)yl,

C3-8-cycl oal k(en)yl and C3 - 8-cyclo alk(en)yl -

1. 6-al k(en/yn)yl. Yet another enbodi ment of the

Tni6iNe} Fifd ferRldadneto dirRert OB BHRHSofel & b bundmﬁrf@ﬂrrﬁlla I,

20 R2 is selected fromthe gr oup conS|st|ng of Ar,

whereinsgs & k(en/ yn)yl, Ar-C3-8- cycloal k(en)yl and

Ar - C3- 8- cycloalk(en)yI-C1-6-aIk(en/yn)yl. Yet anot her

enbodi nent of the invention relates to conpounds of

Ihongehdolimemfanelnventth defhitdsab e6mpourids @MFdrifil O, &Herein s is 1

consi sting of hal ogen, hal o-Cl-6-al k(en/yn)yl,

#dis3. 8- 25 cycl oal k(en)yl,

han-C3_8-cycIoaIk(en)yI-C1-6-aIk(en/yn)yl and cyano;

wWth the proviso that when R2 is hal ogen or cyano then

Iﬂ anethlr embaodiment, éfecinventioa mtiatds teguimpouhés bfoentiladnwherein s is
I es to conmpounds of formula I, wherein R2 is N2

rogen atom 30 with the proviso t hat when R2

|s N02 then s is 0; and with the proviso that when R2

is a hydrogen atomand s is 1 then Uis NR, 0 or S.

WOel a®tiid) @610 A inRDT/ DKo G0eRES to 2dmpoumlsef formula I, wherein

enHodlan%; the invention relates to conpounds of

¥'5 ereln R2 is N2 or a hydrogen atomor a

hal ogen atom with the proviso that when R2 |s NC2 or

a hal ogen atomthen s is 0; and
In yet another embodiment, the invention relates to compounds of formula I, wherein

sis 1 and U is SO,NR'!,

In yet another embodiment, the invention relates to compounds of formula I, wherein
sis 1 and U is CO-O.

In yet another embodiment, the invention relates to compounds of formula I, wherein

sis 1 and U is CO-NRY,

In a preferred embodiment, the invention relates to compounds of formula I, wherein

sis 1 and Uis NRY.



10

15

20

25

30

with the proviso that when R2 is a hydrogen atom and s
is 1then Uis NRC, 0 or S. 5 In another enbodi nent,

W b@4ioporent i on rel ates to conpounds of for nmul aPCT/DK2004/000283

wherein s is 0 and R2 is NOZ or a halogen atom 1In
one enbodi nent, the invention relates to conpounds of

Ol bthathér, enymﬁhﬁélﬁ 88 irlvenfon Pe@até‘sytg ?Buﬁ’&s‘?ﬁ‘ P& herein

embodi nent the |nvent|on rel ates to onpounds
§6riranddD is SQABRS] GOSNRY op NRifidndRY is aé]@'ﬁmgeadtoﬂn om t he
group consi sting of NO2, hal ogen and cyan. 15 In

anot her enbodi nent, the invention relates to conpounds

Tofa prefeffet @mbod ikt ehélinSehtfon 181aB’do BEmbSurls Y RGN, wherein
aton1 I.n yetuanotqgr embodi ment, the invention relates

115 1oddoirniB  cmdsRyy jaa bydrogamatensin R i s
ClL 6-alk(en/yn)yl, typically G _3-alk(en/yn)yl. 20 In
yet anot her enbodi ment, the invention relates to

@m‘r@nhaitﬂmemf offthe invk@idn, relaosrie 'bﬁlmpaﬂldis of formula I, wherein R? is
6- cyclom

| gal k |
o B B S L B oYl D e o
| t
(gﬁg?ﬁgggZhbgﬁ£§qu %yhoalﬂ 2ni¢5ﬁér§5§mgﬁ @% coﬁﬁgﬁnds
aﬂt(eﬁ/tynlmJ @aho- Gedse:welml?(eﬁfyli c)syalﬂo{m; CQ'ch)hK(t(ﬁﬂylyctj??&hlk(en/yn)yl,
e r
By i R ST IRATCR AR ) A

- is hal o-Cl _cs-al k(en/yn)yl
?ﬁ%ﬁgﬁéﬂylCW?@k§#Mng?k(en/yn)yl WO 2002/09%7%¥

wTBHRot th@t)wh@?Rézs achil yuss ian dhérel ieNBOYiOrens., t he
invention relates to conmpounds of formula I, wherein
s is 0 and R2 is a halogen atom |In yet another

bl sieitidimél o f tHeMavdntion rélgkeatccdont Rz‘[%uﬁ@:ﬂ@pféﬁﬂﬁlaqf wherein R*
formula |, wherein 5 s is 0 and i s ano

15 Fﬁ%?cﬂ%d frpmethe efoug ceméﬁmg.ﬁﬁl 6 adlf(en/myér@smoqyclm@lléc@sl angl Cs.
g@VPFé gaéﬁg%dlngﬂfrelﬂesiksegtﬁgg FglgfegK?o

corrpounds of formula |, wherein

Yet another embodiment of the invention relates to compounds of formula I, wherein

R? is selected from the group consisting of Ar, Ar-C;¢-alk(en/yn)yl, Ar-Cs.g-

cycloalk(en)yl and Ar-Cs.s-cycloalk(en)yl-Cy.¢-alk(en/yn)yl.

Yet another embodiment of the invention relates to compounds of formula I, wherein
R? is selected from the group consisting of halogen, halo-C;.¢-alk(en/yn)yl, halo-Cs.g-
cycloalk(en)yl, halo-Cs_-cycloalk(en)yl-C;.¢-alk(en/yn)yl and cyano;

with the proviso that when R? is halogen or cyano then s is 0;.

In a preferred embodiment, the invention relates to compounds of formula I, wherein
R?is NO, or a hydrogen atom;

with the‘ proviso that when R? is NO, then s is 0; and

with the proviso that when R? is a hydrogen atom and s is 1 then U is NRY, OorsS.
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R2 is a hydrogen atom with the proviso that when s is
1 then Uis NO O or S. In one enbodi nent, the

WO pwef9d7en rel ates to conpounds of forrmula |, PEDERV4/000283

R2 is a hydrogen atom wth;the proviso that when s
is 1 then Uis Me 15 In another enbodi nent, the

T HE B GOl A iR ITRRNTRorfl B8 Wikl ORLR} M i

Nﬁubﬁxmymﬁ@@mnmhmrammog&bmﬁnﬁent the invention
relates to o ﬁ%ﬂﬁ of formula I, wherein the

veﬂbfas prwoﬁ ROV i 190K 9T hadngepiaina Bhegs 13 eanidndol e
g%\h%ethaﬂ Whéh ﬁ’f g&fa Q{y;dﬁ%eﬁmguﬁa;ﬁfsq hbeU lﬁxﬁm,'@%r S.
at s to compounds of "t orul erein e group
-(US R2 is linked to position 4 of the indole or

i ndol i ne. preferred enpodi nent %

Ty et R o B A aoR Sirie B o RRAd ol Loty s is
02an ¥ i€ N r &SR m. the invention relates to
conmpounds of fornula I, wherein Xis SO2. 30 In a

preferred enbodi ment, the invention relates to

SR PUESR P M iS et oP il aperen i

h?&h@ﬁhﬁﬁﬁ&, the invention relates to conmpounds of
ormula I, wherein g is 1. 5 In one enbodi nent, the
invention relates to conpounds of formula I, wherein g
h ﬁg& 8131@8(%}1% ‘cfheamﬁéﬂécnp:félﬁl%% ?{'&Eﬂe@ L?lgp é?fo%%&%g[é Wh]preln sis O
ahoRhi$ seléctedvremahagrogp osnsstmgbf X0 hﬂngﬁxatglejyam om 10
In one enbodi nent, the invention relates to conpounds

of formula I, wherein X is SQ2andgi sO0. I n one
dithB&, RVELtOR él:?cle@tto ufRIHAR S ®f wherein s i
or rru{e{@ﬂso ﬁer etl n %1 1 %gg%pgo at wheretm s1s
0 and R? is a hydrogen atom.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R? is C)¢-alk(en/yn)yl, typically Cy.3-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R? is Cs.g-cycloalk(en)yl, typically Cs-cycloalk(en)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R?is Ar.

In yet another embodiment, the invention relates to compounds of formula I, wherein
R? is Ar-C;.¢-alk(en/yn)yl, typically Ar-Cy.s-alk(en/yn)yl.

In yet another embodiment, the invention relates to compounds of formula I, wherein

R? is halo-C;.¢-alk(en/yn)yl, typically halo-Cj.s-alk(en/yn)yl.
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In one enbodi nent, the invention relates to conpounds

of formula I, wherein Xis CO qis 1 and Zis an
wo@agee7at om 20 I n one enbodi nent, the i nvent PGIDK2004/000283
relates to conpounds of formua I, wherein R3 is

sel ected fromthe group consisting of

Iﬁiyeg arug)lc’glge% i%ﬂ'{l:ﬁ\éa%&(én)t r}ﬁé RS r%ﬁlté%(tg r&))l¥1'pbu1’1%f’s ‘of formula I, wherein
%ﬁOG&dﬁfabk®ﬁmgmﬂMwhrheterocycloaIk(en)yl Cl_6-

al k(en/ yn)yl oxy- het erocycl oal k(en) yl,

Cl_6-al k(enl yn)yl oxy-carbonyl -Cl_6- aI k(en/yn)yl,

I@@gar?fylg roglb%gﬁﬁ%rﬁfw tﬁ@éév@ﬁt{&%)ﬁltes% Cgmﬂlnlﬁ{dg 3 ¥<§Hﬁﬁlla I, wherein
sG& 0amd Ré(ienyamo) y| oxy- car bonyl - C1_6-al k(en/yn)yl,

hydr oxy- Cl_6-al k(en/yn)yl, hydroxy-

C3_8-cycl oal k(en)yl, hydroxy-heterocycl oal k(en)yl,
mm&&éyp%d%o@ﬁh&ﬁ ecﬁé Miveﬁ%mﬁrela%s‘% %B{n}SHﬁﬂds’of formula I,
hydr oxy- C1_6- gl k(en/yn)yl 8-cycl oal k(en) yl,

Wiyadeiossyis CanéR*as NOen/ yn) yl - het erocycl oal k(en)yl,

hal o- het erocycl oal k(en)yl, hal o-Cl_6-al k(en/yn)yl -

het er ocycl oal k(en)yl, cyano-Cl_6-al k(en/yn)yl,

16 %3526fefrdd 8mBYEintat, Kﬁ@l‘ﬂifé’ﬂtlon(iﬂ@fé@ t$€ompounds of formula I, wherein
terocycl oal k(en)y

RYig adiydmgen eioml; d’@lﬂk@é wygHisocthatovlgniier/then Yiis NR', O or S.
cyano-Cl. 6- al k(en/yn)yl -C3_8-cycl oal k(en) yl,

cyano- Cl. 6- aIk(en/yn)yl-heterocycloalk(en)yl, acyl -

1€bn6 ealbsemdny,rthy invedton relbesdo GMﬁb@ﬁidls O€fritlula I, wherein R%is a
acyl - heterocycloallk(en)y | -C3.8 WO 2904/096767
hycogsr At Wit tig proviso th when s 16 1 then U is NR™.

cycl oal I c(en)yl -Cl-6-al k(en/yn)yl,

acyl -d -6-al k(enl yn) yl - C3- 8- cycloalk(en)yl and acyl- C
Iih aﬁeﬁbkérﬁhaS@lm)e;xﬂ tHeahreandioy mélatesatd«(ompoylhds ofrfoamalniewherein R?

i ment, the | nve on @tes t ounds of
if 8 DAHOZEH 310Rh & bl 1 R g W o aivtne gr oup
consi sting of Cl-6-alk(en/yn)yl, C3-8-cycloal k(en)yl,

het er ocycl oal k(en) yl,
Ig3ns copollimadnk,(theinyEnt@n-lagds k¢ eprhpoyngds of formula I, wherein the

G %ﬁ% g 9?8?“8%6? SERERAITI IR ) A a8

cycloalk(en)yl aIIc(en/yn)yI
-Cl-6-al k(en/y ni cycloalk(en) , Cl-6-
Ig|a|4(rgﬁq>¢r9d, Pipbestijieg t]@ wmp@n/ry]ﬁ‘gey to compounds of formula I, wherein

IR & s TR B Haon - © 10

Ar - oxy-C 6 al k(enl yn)yl Ar - C1- 6-
allc(en/ ony d - 6- alk en/
R;e@_{r_e% Q@]gppp% eyqnverﬁgﬂng@ S%Q gg;gpq;qup( e&fprypula I, wherein
%@% 0C3- 8-cycl oal k(en)yl - C1-6-al k(en/yn)yl,
o-d -6-al k(en/yn)yl - C3-8-cyc|oa|k(en)y|,
hal o- C1_6-al k(en/yn)yl -

al o- C3- 8- cycl,oal n)yl - Ar, .
me@  eDn Gnic B partShirglates g gorap sy of foggaula 1, wherein
g& 6- alk(en/yn)yl C3-8-cycl oal k(en)yl - Ar and
- NR12

In a preferred embodiment, the invention relates to compounds of formula I, wherein

qis 0.
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15 with the proviso that when R3 is NRLI2R12' then q is

0. In yet another enbodinent, the invention relates to
waeoorpowtes of formula |, wherein R3 is sel ect BAT/DKOM4/000283

the group consisting of Cl-65al k(en/yn)yl,

C3-8-cycl oal k(en)yl, heterocycl oal k(en)yl,

Ifé% pZei%?fEr? 5&1?‘,’%%&/@3% QE%Inlgélg {‘%{%he%cjunfis of formula I, wherein

qis-1CL- 6- al k(en/yn)yl Ar - C3- 8- cycl oal k(en)yl " Ar- C3-8

cycl oal I c(en)yl -Cl1-6-al k(en/yn)yl,
Ar - Cl- 6-al k(enlyn)yl - C3-s-cycl oal k(en)yl, Ar-oxy-Cl-
6-allc(en/yn)yl,
Ar - Cl- 6-al k(en/yn)yl oxy-Cl-6-al k(en/yn)yl,
Ihahe e@bodinwnk tleminyertidn, relatealto c@8p@indy of tatk{aek) ywhlerein q is 1

a -cycl oal k(en)yl - Cl-6-al k(en/yn)yl, haI o- Cl1- 6-
a %Eﬁ/%‘}ﬁ)‘&‘}? 2e8l g_cycl oal k(en)yl and _NRI2R12' ; 25
with the proviso that when R3 is NR12R12' then qgis O.

In yet another enbodi nent, the invention relates to
Ig erolerred ewbodiments e inyentivarelates tRepriouds ef fosatutarlpmherein

(%elg%do%F aéloq(nx?lé% ;/tplql of Cl-6-al k(en/yn)yl,

8- cycl oaI I c(en)yl Cl- 6- al k(en/yn)yl
Cl-6-al k(en/ })1 C3800Ioa||c(en) Ar, Ar-Cl-6 30
I ong cwhogiE) %/t cpiy exgiog.relaas s porap ypf formula I, wherein X is

S@‘ﬂ ﬁ‘f cI oal k(en)yl Cl-6-al k(en/yn)yl, Ar-Cl-

en/yn)yl - C3-s-cycl oal | c(en)yl,
Ar - oxy- Cl- 6- alk(en/yn)yl Ar - C1- 6- alk(en/yn)yloxy-
R e R B o BBl S
A6 ThP§E3004/ 000283 25 In a preferred enbodlnent the
I nvention relates to conpounds of fornula I, mhereln
RB is selected fromthe group consi sting of

IH SP& rel&l%;& & n/ nl%%w)’qusonﬁﬁy ¢l o al kémg?dg EFPWH Wherem Xis

&0 @i@yréﬂd_ﬁ@éﬂ%@%éﬂaﬁom Ar- C1_6-
aIIc(en/yn)onxy 1_6-al k(en/yn)yl,

haI o Cl_6- aI k(en/yn)yl and “NRL2R12' 5wth the

ﬁl%o}h the 1alveRrﬁﬁon Cfef\“r:ds' %o C?IH%oul}l%s of fon%upa Lw hte eén Fo is

ano Ker pre erre Invention reél

seleoted Uruas theferbgy wmlseuhg of @h@ﬁlﬁ(éﬂ/myluﬁetas&ﬁrdaelcteﬁ)yg Mr-
the group caqnsisting 6-al k(en/yn)yl, C3_8-
}@Wpef&iqaf eyl Argere- a&kﬁe@‘_vn’édérer@r@crw&ﬂ%rn)yl Cie-

APt Ay b SR AR oA oo i 1y
dillenfynpn, G- d}lnhialk(bt@ryloRg craﬂ:ohlﬁl@{%tﬂlk(dnﬁeﬂqu Ch.g-cfclodlk(en)yl-
nOt E&%@ ﬁ%f%a&ﬂmygb 1 a-a'feén/yn)yl %ydroxy- 16~ ﬁk(re?ll/y%yelshyd?oxy-
Cg_g-cycloalk(en)yl, hydroxy-heterocycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-Ci.¢-
alk(en/yn)yl, hydroxy-Ci.¢-alk(en/yn)yl-Cs.g-cycloalk(en)yl, hydroxy-Ci.¢-
alk(en/yn)yl-heterocycloalk(en)yl, halo-heterocycloalk(en)yl, halo-C;_¢-alk(en/yn)yl-
heterocycloalk(en)yl, cyano-C;_¢-alk(en/yn)yl, cyano-Cs_g-cycloalk(en)yl, cyano-
heterocycloalk(en)yl, cyano-Cs;.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, cyano-Ci.¢-
alk(en/yn)yl-Cs_g-cycloalk(en)yl, cyano-C,.¢-alk(en/yn)yl-heterocycloalk(en)yl, acyl-
Ci¢-alk(en/yn)yl, acyl-Cs_g-cycloalk(en)yl, acyl-heterocycloalk(en)yl, acyl-Cs.g-
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wherein R3 is Cl_6-allc(en/yn)yl, typically

ad _3-alk(en/yn)yl. 15 In yet another preferred
weedagperent , the i nvention rel ates to conpoundBCDDK2004/000283

formula I, wherein R3 is C3,8-cycloalk(en)yl. In yet

anot her preferred enbodi nent, the invention relates to

SETRLOAD.E] MBI oo 20 EESARL . osonlape o
(Dltﬁeilla(reh@dr)ﬁﬂietﬁﬂbdyemau((&ﬁ)el invention relates to

conmpounds of fornmula I, wherein R3 is
het erocycl oal k(en)yl. 25 In yet another preferred

ERRAPE a8, URIFNE kel ST U gy
ie slectbdrinmm, the Beup ressistingrof G salleenlyn)yt,aCeyotialigén)yl,
f Cl I k /
et PIS T Chercp et %@1‘3@5@ FnGentiisasmy-Cas
cgei@rwal)yp&omeypg&(apyﬁﬁr %" cldélhé%érf)yﬁ MRS
I'c(en’/'yn) yl - oxy-C k( er Iy
02/010)4]!1«0@6716@1 p@k(mommza&(ew@n)yw@tcymwmyl Cre-

BRI S PRyt B wriiEk iR 10§ 1 SRl Suymy, €1
ol oAy Tk yBE - KY BGHINEIWA, - ArL SyVe] - BIRESIMA)y D RRTC ] ed
odi ment, the invention relates to co ounds

aﬂldp%mh/mxyC& elisenaimlylRBalpL:- s-alk(enfyn)yl alo-Ca.¢- cycloalk(en)yl

an o§ FréseY @%@%ﬁﬁéﬁ?ﬁy{l%%%’éﬁi&% it é e{k ?12%“)?'1 b%x i

tafo-Cok-alk(en/in)yWAg taldiC; R3ydlsalk(en)yl-Ar, halo-Cs g-cycloalk(en)yl-Ci_g-
| oxy- carbonyl - Cl_6-al k(en/y

e AR Do AAR D vV ERE I T oA R
T O S
hal o- C1_3- al k( en/yn)yl. In yet another enbodi nent, the
Iﬁgf\éfe ggcﬁgq? gr 9 %r?ezrf ftﬁe n@?ﬂl{{}gﬁ}ﬁ% to g&%ﬂy S Iof fovr\{l]luliaef wherein
i Ched bl ntchating 0 | ke apal et aiein
Hetaroaplcoalk (en)yh @BerCWC]Rslk(%l)ylMR]@@E@h/yn%ﬂque -alk(ad/yn)yl-Cs.s-
cycloalk(en)yl, Ar, Ar-Cy¢-alk(en/yn)yl, Ar-Cs.g-cycloalk(en)yl, Ar-Cs.g-
cycloalk(en)yl-C,.¢-alk(en/yn)yl, Ar-C;.¢-alk(en/yn)yl-Cs.g-cycloalk(en)yl, Ar-oxy-C;.
c-alk(en/yn)yl, Ar-Cy_¢-alk(en/yn)yloxy-Ci.¢-alk(en/yn)yl, halo-C;.¢-alk(en/yn)yl,
halo-Cs.g-cycloalk(en)yl, halo-C;_g-cycloalk(en)yl-C; ¢-alk(en/yn)yl, halo-C;.¢-
alk(en/yn)yl-Cs.g-cycloalk(en)yl and -NRR'?’;
with the proviso that when R® is NRR'? then q is 0.

In yet another embodiment, the invention relates to compounds of formula I, wherein
R’ is selected from the group consisting of Cy_s-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.
g-cycloalk(en)yl-C;_¢-alk(en/yn)yl, C;.¢-alk(en/yn)yl-Cs.s-cycloalk(en)yl, Ar, Ar-C;.¢-
alk(en/yn)yl, Ar-Csg-cycloalk(en)yl, Ar-Cj.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar-C;.
s-alk(en/yn)yl-Csg-cycloalk(en)yl, Ar-oxy-C;.¢-alk(en/yn)yl, Ar-C,.¢-alk(en/yn)yloxy-
C1.¢-alk(en/yn)yl and -NR?R'?;

with the proviso that when R® is NRR*? then q is 0.
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In one enbodi nent, the invention relates to conpounds

of formula I, wherein Xis 20 CO qgis 1, Zis an
wo@zengem7at om and R3 is sel ected fromthe groupPCT/DK2004/000283

consi sting of Cl.6- alk(enlyn)yl, C3_8-cycloal k(en)yl,

C3_8-cycl oal k(en)yl Cl. 6-al k(en/yn)yl, Cl1.6-

| k.
iy %%1%&51 % t; 15%&1t1&§ «gl}at%s Eﬁ %og{qf(o(uélﬁi yf fonmﬂa&awherem
183 is Yalk@ad lﬁ@frﬁﬁ): gfouﬁlcoﬁsﬂiﬂg(@’@lyétﬁlkden/yn)yl C3 8- cycloalk(en)yl

Ar-Cl. 6-al k( en/ y ycl oal k( C
hfteesocach(aaﬂﬁl B ﬁf AJRF a@(@l/m)n(k é\arfcym@ @aékcedyn)yl Ar-Ci¢-
B B i ekng@h  frd- 5 AEBKR LI RO,

widd the(ﬁﬁoxﬂsccl)haﬂ whd:rkR SR)INRIRI? el gisen/ yn) y1 and
hal o-C1_6- al k(enlyn)yl-C3 8-cycloall(en)yl. In
anot her enbodi ment, the invention relates to compounds

n&ﬁ&;@fle?erﬂed e%%&ﬁﬁéﬁt Xnd fiveftidn @ate td corbpbthddBf BEUGEI,
atom a is selecteéd fromthe group conS| sting o

vaerén R3ds sdleqtehfrgm)ih¢ group consisting of C1 s-alk(en/yn)yl, Csg-

ek Rl AT S AR nBR i « e

hlg R&t formula |, wherein
aﬂl&(&ﬁ%&gﬁkyt@l@ & ﬁgggﬁgo?}e{?ect ed fromthe group

wzltihtélrsm\ﬁ @ﬂtmeraRamMnRyn)mq@@ 8 WD 2004/ 096767

PCT/ DK2004/ 000283 27 cycloal l k(en)yl,

C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl,

Ihn6that deefunred I&)nblodffé?en& -the€ inwbotédnkeRitgs)td compounds of formula I,

het er ogycl oal k% Ar-Cl _6-al k(en/yn)yl

wharas R 1@%45@& q*g{/y}q}yy |typlcally Ci 3—ziﬂ<(en/ )yl

Ar- C3_8-cycl oal k(en)yl -Cl_6-al k(en/yn)yl,

Ar-Cl. 6-al k(en/yn)yl -C3. 8-cycl oal k(en)yl,

IAIyeDanoﬁﬁi: _pﬁefeliréd anbodinnght, the invention relates to compounds of formula I,
al en/ xy-Cl_6-al k(en/yn)yl and

19@128 d3 %Yﬂo%lgze}f/‘g)aot her enbodi ment, the invention

reI ates to conpounds of formula I, wherein X is CO q

is 0 and R3 is selected fromthe group consisting of

Ieyetarmithef prefomgd/¢mbadiment, thedhcakike eeldtgs (o compounds of formula I,

WGl SRk i Qo RBSRIe 10 Tn yet

anot her enbodi ment, the invention relates to conmpounds
of fornmula I vvhereln Xis S, qgis 0 and R3 is
Iy getanpibgr plie&metdhp@lb@dm@t,@bﬁ mvgmjumgreates to compounds of formula I,

8- | oal k I,
g B e P P Eor S o
Cl_6- aI k(en/yn)yl - C3_8- cycl oal k(en)yl,

Ar-Cl_6-al k(en/ cloalken I
Inpyetmiogher pesf %@i%l@%g%)meqtsﬂ@ﬂn@nﬁpk (@ﬁtﬁm %%npgﬁads of formula I,

ﬂer&ﬁi@‘ﬁ'&?(en/yn)y' C3_8-cycl oal k(en)yl.

In yet another preferred embodiment, the invention relates to compounds of formula I,

wherein R® is Ar-Cy.¢-alk(en/yn)yl.

In yet another preferred embodiment, the invention relates to compounds of formula I,

wherein R? is Cyg-alk(en/yn)yl-oxy-C.¢-alk(en/yn)yl.
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In yet another enbodi nent, the invention relates to

conpounds of fornmula I, wherein Xis SO, gis 0 and
WR3004H96267 6- al k(en/ yn)yl or Ar-Cl_6-al k( en/ yn)BCT/DRO00K000283

one enbodi ment, the inventiog relates to conpounds of

formula I, wherein R3is NRL12R12' and q is 0 and

{ S{é{t‘l}) ?eﬁg(} éi)‘glgodl 1?1: Fﬂgglﬁge%rt}gg ?%t%%?o% h%t ?1 ﬁq%}mum I,

v%rﬁnd}?(lls (A&ld@@e)’dlk(e@n%fl

cycl oal k(en)yl -Cl_6-al k(en/yn)yl, Ar,

Ar-Cl_6-al k(en/yn)yl, Ar-C3_8-cycloal k(en)yl and

Iﬁrggﬁ'loﬁle? ?égéfgﬂ@d 5{(’1@5@1 ntctlfle ﬁYé?lltlgﬁ ?éifit)émoy é J%%nhpof fo(r]mula L

er e nment , e i nvention relates t oun
volieréio Mk ArdCy. 6Wﬂle(rea/1yn)yFR3xy—CsG MR(E@RIDYL. and g i s O and
wherein R12 and R12' are independently selected from
the group consisting of hydrogen, Cl_6-all(en/yn)yl,
TRy eBR bt eirbo8mPdnk (BE{iVEAtIdn fBlatesWH @61%1)5\11& 3t BHhuBR wherein

together with the ‘nitrogen atomto which they are
Ritis &4 hedk(tuymybtyscazbay| et/ sylir at ed or
unsaturated ring which optionally contains 1, 2 or 3
further heteroatons. WO 2004/ 096767 PCT/ DK2004/ 000283

[B§el dhothapefibelin@sht, Qﬁ@ﬁﬁbﬂﬁﬁirelatéﬁ% boMBAirde B FRhAlLE wiRrein
i rrgl nds of forml R3 is NR12R12' andq
Sl

alorfeh M}é@@f}ﬁl)ﬁlglcér@é hﬁ'@zcl 3a%1]é(eph’@bﬂendent ly
sel ected from the group consisting of hydrogen,
Cl-6-al k(en/yn)yl, Ar and Ar-Cl-6-al k(en/yn)yl. 5 1In
Ia lyet drothep eafbedinesht ahd iy ek related o cormpaindeof f(ﬁhﬂllmla wiherein
ounds Q eln is NRL2R12' and q
T A I G N
nltrogen atomto which they are attached forma 4-8
nmenbered saturated or unsaturated ring which
Iopet mwdhdrprafamd:chd:m‘sodlmeﬂt the iBveitiph hadatehtet @ngeindsof fdfinula I,
I.n ane, ;e L he nvention rel ates to conpounds
vgereg Fggﬂ ‘h Fés NR12R12' and q is O and
wherei n at | east one of R12 and R12' is a hydrogen

atom |n another enbodinment, the invention relates to
ls onp smbddinesht, ftloy wivbriian relstes te commands of fpm2RIR whareth X is

Q.S Biap R 5 806 R 13 sREEHi0m i roup pomiine of Fr
aYl@(%n/@ﬁBﬂ f@rs-@mm(a@m Cs%ﬁ?Clbﬁlk@afﬁ%@l J—zﬁk@h}%? z;tlocl &
npounds_of f or mul ., Wwherein
ﬁllﬁe@’YB}Y&Ccm@Yélpaﬁi@)ﬂnérﬁl 2el(gn/mp)yl, Ar-Cs.g- cycloalk(en)yl hrcs
g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, Ar-C;¢-alk(en/yn)yl-Cs_g-cycloalk(en)yl, Ar-oxy-
Ci.¢-alk(en/yn)yl, Ar-Cy¢-alk(en/yn)yloxy-C;.¢-alk(en/yn)yl, halo-C;_¢-alk(en/yn)yl,

halo-Cs.s-cycloalk(en)yl, halo-Cs.g-cycloalk(en)yl-C.¢-alk(en/yn)yl and halo-C; -

alk(en/yn)yl-Cs.g-cycloalk(en)yl

In another embodiment, the invention relates to compounds of formula I, wherein X is
CO, q is 1, Z is an oxygen atom and R is selected from the group consisting of C;.¢-
alk(en/yn)yl, Ar-C;_ ¢-alk(en/yn)yloxy-Ci.¢-alk(en/yn)yl and halo-C;_¢-alk(en/yn)yl.

In one further embodiment, the invention relates to compounds of formula I, wherein

X is CO, q is 0 and R} is selected from the group consisting of C¢-alk(en/yn)yl, C;_g-
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20 I n yet another enbodinent, the invention relates to
conpounds of fornmula I, wherein R3 is NRL2R12' and q

w0 2009/026767 one of R12 and R12' is Ar-Cl-6-al k( eP/DK004/000283

typically Ar-C 1-3-all&en/yn)yl. In a preferred
enbodi nent, the invention relates to conpounds of

, ~Wh i i ‘ ;XXX
o, GRS AL ARy Safen BT & Ak enly o )
ook, bétcdoogerulaleh)ylyhs iei O, Nalkngh)ylf Ar-Gukaytbilk(enyl,

or . 0 a re rre e odlL nen e | nventli on
RNt TN R oMo e v et EPAL SIICN TR WP

0 / 3 120
R T s e e R T e SV S
conpounds of fornula I, wherein Y is of fornula V or
TPt ARG Pl A RO G155 gD of forma peerein
X ts ©0, § id 0 ARV 31c8tcd W e Ao RonkitiRe Qf(‘) @f.%glkgéfi*ﬂyn)yl, Css-

enbodi ment, the invention relates to conpoun
oyolopdien)yl, hetbrocpelpalken)d, &F, Ardenmdlk(enfyndyl, Ar-pxyuhd-c\W i s

0 n_atomznlh In a preferred enbodi nent, the
%ﬁgm%{ﬂ'iﬁm?ﬁ to compounds of fornula I, wherein
Yis of formula V. In a preferred enbodi nent, the

invention relates to conmpounds of fornula I, wherein )
Ly yekansther smboflimorcdheinyentiqngrelites tq sompoupnds pefeapyudal, wherein

. | k . _ g
FEPOh TP aph 88 ig DI BBuiic A5 RSHIRECI Qb iy, €
grtiyt:rdggﬁm)?l, %@yplamlk(linmm_@azlﬂbmt /yh?ylang—ﬂk@n{j;eglylf-C}g-

e odil nt, e Lnhve 1on r at e 0O CO ou S O
nygi%ﬁ%‘l(%sﬂ; Am%reéllf{en&e)y% %gww ?%ﬂeg)y}%(rgaﬁawdoql%(ea)ﬂ-

it | ' th
DL ARG AT AT Ar 3 FE@LEIRL STIRRIREINL 11 orein
Yis of formula XXXI and L is Cor CH 25 In one

(R gehoare eipptainy Bk oRisn e Bl s o) fomilh aperein
X '150?@;, REis 9788 R3GOTS |-alk &dyDi1 o Ak, Satdalaiyn) y!

acyl ,

In one embodiment, the invention relates to compounds of formula I, wherein R? is
NRR' and q is 0 and wherein R'* and R' are independently selected from the
group consisting of hydrogen, C;.¢-alk(en/yn)yl, Csg-cycloalk(en)yl, Cs.s-
cycloalk(en)yl-C.¢-alk(en/yn)yl, Ar, Ar-Cy.¢-alk(en/yn)yl, Ar-Cs.g-cycloalk(en)yl and
Ar-Cs_g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl.

In another embodiment, the invention relates to compounds of formula I, wherein R
is NRR' and q is 0 and wherein R and R'? are independently selected from the
group consisting of hydrogen, C;_¢-alk(en/yn)yl, Ar and Ar-C;¢-alk(en/yn)yl or
wherein R'? and R'? together with the nitrogen atom to which they are attached form
a 4-8 membered saturated or unsaturated ring which optionally contains 1, 2 or 3

further heteroatoms.
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CO- NR6R6', cyan, cyan-Cl_6-al k(en/yn)yl,
cyn-C3_8-cycl oal k(en)yl and cyn-C3_ 8-cyclo
w@bkdogemrgt - C 1. 6-all c(en/yn)yl. 30 In anot her PCT/DK2004/000283
embodi ment, the invention relates to conpounds of
formula I, wherein each R5 Is independently sel ected

AR %1:%{é%igiln%%ﬂ%hesﬁkrglgcio%freﬁ%‘es% HEMHAY B ormufZE Sihorein
isNRYR o ahdk§ &) yid Wherbinak R @ad R} K )ayd inddendently selected from

Cl 6-al kéen/. n@}lyoxy, C3_8-_cycl oal k(en)yl oxy,

R B ORI S TOEen, CreatkERGMYny piskdr-ChaeBgeniynyL

hal o- C1_6 WD 2004/ 096767 PCT/ DK2004/ 000283 30

al k(en/yn)yl, hal o-C3_8-cycl oall e(en)yl,

IhalotheBpigiarsed| epebiok {naen) ythe Givefitiad te{atew ty RpmpoundsNRTEHRiula I,

-S-R8 d,- 28;: or.two adj acent;;,R5_tegether with the

RIS NS i hisc TR R o B o eeBierithbe giirogen

GRS AL theParefatiethe@RbmO R ALY Y ofBBIeA BR800 Anshiited ring

het eroatons.” 5 I n yet anot her enbodi nent, the

Winvk aptienally epates 1t 3 oc  dpthadistefatdms.nmul a 1, wherein

each R5 is independently selected fromthe group

consi sting of Cl1_6-alk(en/yn)yl, C3_8- cycloal k(en)yl,

163n8 efibe tidadnk (tB )y Entioh 181aedské eampeunds of Mrmula I, wherein R is

Cl,.6-al kqgen_/ n)%l oxy, C3_8- cyclogl k(en).yl oxy,

NR "R cyad gdf K @b yWretem atdeast Rieed B epfl By 1s a NrdrRgen atom.

-S-R8 and 10 SO2R8; or two adjacent R5 together wth

the aromatic group to which they are attached forma

By arfding rhdo diahent, e ilvestionaplateanakbyipeaiis af REmaNel, @herein R?
wo hep,eroatons. |n_yet another enbpdi nent

h
i% AR nRi otndr @ist @l at dfastopmsafitis aed ois@ursaalﬁ:(e%aiﬁfletmically

é@_ﬁﬁgeg/ g,li s independently selected fromthe group
consi ti}ﬁ of hal ogen, halo-Cl.6- allc(en/yn)yl,

hal o- C3_8-cycl oal k(en)yl and

hal o- C3. 8- |.oal k | -Cl 6-al k(en/ ... :
G B BT e R AL o Bt i
T is AR aakd q WeaR dhe FIER P RS id Adependent |y

sel ected fromthe group consisting of
Cl_6-al k(en/yn)yl, C3_8 20 cycl oal k(en)yl,

I%y_eg ¢ ’ Icl:qlg %}anlgééﬁr@rx,hla% B{V%f?olé{( r&fa@eésﬁﬂ }%?Vﬁ{db o'tg%or}nl?lllaol, wherein
Terais OFIC3RE el @20 Kl PoeydfR'? and R' is Ar-Cy.¢-alk(en/yn)yl, typically
hal o- C3_8- C)SC oal k(en)yl-C1_6- al k(en/yn)yl, or twd
Adfaral{enrglybget her with the aromatic group to which
they are attached forma 4- 8 nenbered ring which
optionally contains one or two heteroatons.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

Y is of formula IT, III, V, XXX or XXXI.

In one embodiment, the invention relates to compounds of formula I, wherein Y is of
formula III or IV.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

Y is of formulaIl or V.
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25 In a preferred enbodi nent, the invention relates to
conpounds of fornula I, wherein each R5 is

wo pabejoiteent |y sel ected fromthe group consi st POODER004/000283
Cl_6-al k(en/yn)yl, Ar, Ar-thio, Ar-oxy, hal ogen,
hal o- C1_6-al k(en/yn)yl, or two adjacent R5 together

i, t ' o} iLch.the .

bk RBHcE BEHBABRIOLED ¢ D Mol I REIRCL g
Y ixofdbriivie Vet XXxdf ons. WO 2004/ 096767
PCT/ DK2004/ 000283 31 In another preferred enbodi nent,
the invention relates to conpounds of fornula I,
S o 0l et AL PARRTBloH 1 Bl b AR, wherein
Yistofebiofdnll o) I andW iy asulgnbetbinnrent , the i nvention
relates to conpounds of formula |, wherein at | east
one substituent R5 is a hal ogen atom In another
IﬁQ’%?%HE@EmbB&l%ehﬂYl?é“ihV&ﬂioh%l@fe@%o EAnSRIROUNRmATa I, wherein
formula I, wherein at |east one substituent R5 is
Y&l of-f@imea &l w(Bhayh Y is antoxygematbm.
hal o- C1_3-al k(en/yn)yl. 10 In yet another enbodi nent,
the invention relates to conmpounds of fornula I
Wher&eited ahbbdaeht, BRLinSeihirkldRBto Empdinds of formula I, wherein
Cl_6-al k(en/yn)yl. In yet another enbodi nent, the
Y thvadrfeingHa Vel at es to conmpounds of formula |, wherein
15 at | east one substituent R5 is Ar. In yet another
enbodi nent, the invention relates to conpounds of
Ihampitfefed embbdifrehnt) theivértdatrelates t¢cdifpdunde 6f foRhulad, wherein
Ar-thio. 20 In yet another enbodi ment, the invention
¥ & qftfagnyla Xe¥38ddds N6 fornula |, wherein at |east
one substituent R5 is Ar-oxy. In yet another
enbodi nent, the invention relates to conpounds of
Ihamprefeaed embbdinent) theahvedmatrelates tes clspaunde of foRbulad, wherein

1. 6-al k(e ) vl . 25 In yet another enbodi nent,
Yot Ao RotR i Tk a el oot A S B A |
wherein at |east one substituent RS is -NR7R7'. In

yet anot her enbodi ment, the invention relates to
Ineampelerrdd ewbodiorentsithe inventlvarrelaies to compounds of formula I, wherein

Y is of formula XXXI and L is a nitrogen atom.

In a preferred embodiment, the invention relates to compounds of formula I, wherein

Y is of formula XXXI and L is C or CH.

In one embodiment, the invention relates to compounds of formula I, wherein each R’
is independently selected from the group consisting of Ar-C;.¢-alk(en/yn)yl, acyl, -
CO-NR®R?, cyano, cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-cycloalk(en)yl and cyano-Cs.
g-cycloalk(en)yl-C¢-alk(en/yn)yl.

In another embodiment, the invention relates to compounds of formula I, wherein
each R® is independently selected from the group consisting of Cy.¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, Css-cycloalk(en)yl-Ci ¢-alk(en/yn)yl, Ar, Cis-alk(en/yn)yloxy, Cs_g-
cycloalk(en)yloxy, Cs.s-cycloalk(en)yl-C.¢-alk(en/yn)yloxy, halogen, halo-C.¢-
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30 at |l east one substituent R5 is -S-R8. In yet

anot her enbodi nent, the invention relates to conpounds
wotookooeTet a |, wherein at |east one substituePCT/BK2008/000283

- SO2R8. WD 2004/ 096767 PCT/ Digg004/ 000283 32 In yet

anot her enbodi nent, the invention relates to conpounds

fchRhmiimd csEsl e OnAdlaceat B s Ny, -
NRIRDNSHRY arcbSaRAsorone or two heteroatoms. 5 In a

referr odi nmen the invention tes to
OriseAs otPg?’fg?lﬁm ﬁﬁ}e ATGIREHCFTRUP {3 {ﬂﬁ{a jasyene aigeghed form a 4-

é ngﬁlﬁoel%ﬁ rfn%r\if‘ﬂlcl{ %nalclé%ms on@BF% lgegilgﬁtmns
_0- (CH2)m o CH2 O(CH2)p o _ CH2- O CHe- OCH2

%%Q@tleﬁ_@r@oéj%en(t C%E% nV(:@H}Z) rela co&mrzd%qﬁ ? rknulaf\Hwherem

ea@h"?{slﬂ'hl QmTNé'lected fied G bhp cons@tlﬁgb@t%-‘am('bn/yn)yl Cs.s-
S g -NH or -O (CH2
cyglo(atl;}ém ) 8 yeloaliahylnGi alk }d}AI; Cr-sieicter/gn)yloxy, Cs -

RpaR o e A oG s ien i Flort AL 588 and -

$@JR% es to compounds of for rrul a I vvherel n two
adJ acent Fg5 together form - - -. 1 n yet anot her
togetBer Wil e aéwnm @f@é}@, tq wh@b ﬁlﬁma 3ttaghed form a 4-

t f
T %@%&?&E&Y@ﬁ%ﬁ jor g BRLAE BAL o R AE LBy L
invention relates to conpounds of for mJI al, wherein
t WO acen R5to ther f or CH2-O. |In_yet :
Ié‘rY&f H?é‘{t ARt ?H’éfeP’i*be‘%lait%ﬁo F%‘irla?‘{%fstoﬁ%}%h eherein
é%xf:hﬁ@'&é% c%‘%%e%@"% 20 i85 é&%&’hngl fhﬁggénh ﬁﬁlo Ci6-

form-0O I'n yet anot her enbodi nent
aun(wakyn)}drhai@Ca&esclbaﬂc@mﬁ@ud dsloefs- sf-@fcmlllden)yl-ﬂneﬁﬁq(wn/yn)yl-
at | east one substituent R5 is -NR7R7'; and wherein R7
and R7' are independently selected fromthe group

8 hifdthd?@nfHod &t 08€ thvehtlarPreitds(t6 BoMPdvlds of formula I, wherein
8- cycloalk(en)yl 30 and

aagh 8¢5 eidepanidentinielectadiiran shagrewp gensisting of Cye-alk(en/yn)yl, C.g-
cycloalk(en)yl, Cs.s-cycloalk(en)yl-C; ¢-alk(en/yn)yl, Ar, Ar-thio, Ar-oxy, halogen,
halo-Ci¢-alk(en/yn)yl, halo-Cs_g-cycloalk(en)yl, halo-Css-cycloalk(en)yl-C;.¢-
alk(en/yn)yl, or

two adjacent R® together with the aromatic group to which they are attached form a 4-

8 membered ring which optionally contains one or two heteroatoms.

In a preferred embodiment, the invention relates to compounds of formula I, wherein
each R’ is independently selected from the group consisting of C;s-alk(en/yn)yl, Ar,
Ar-thio, Ar-oxy, halogen, halo-C;_¢-alk(en/yn)yl, or

two adjacent R® together with the aromatic group to which they are attached form a 4-

8 membered ring which optionally contains one or two heteroatoms.
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WD 2004/ 096767 PCT/ DK2004/ 000283 33 In yet anot her
enbodi nent, the invention relates to conpounds of

wo eomberet , wherein at | east one substituent RSI/DK2004/000283
-NR7R7' ; and wherein R7 and R7' are independently
sel ected fromthe group consisting of hydrogen and

I t

Igﬁi\‘}%}}?}! %%Fe?t[é:?i %%-%od&n?enlt e glb/ﬁ Ao gﬁ;tes%m?rqu \M(])é‘ ?c%t%ula I
vdieréie@sth RN& 1ﬁd@ﬁhdéﬂﬂl@l’$blea§dlﬁfbm B ERAip; coanistindef I@ildgen and
both R7 and R7 are Cl1_6- allc(en/yn)yl, typically
heho-Q1epl(@WYYRY vI . 1071 n yet anot her enbodi ment, the
i nvention relates to conpounds of forrmula I, wherein
at | east one substituent R5 is -S-R8 or -SO2R8; and
Infae eaibodiREent,she hiventﬁc&dreiate;srm chrapowrds v faromdd Etwhegein kit least

hydro 1. 6- n)yl, C3 _8-cycl oal k(en)yl,
S%Ewga @ m6 al k(en/yn)yl and Ar. 15 In

yet anot her enbodl nent “the invention relates to

conmpounds of fornula |, wherein at |east one

Evbothier geibpdirgnt, she Bva@ianrrelage 2Reomperdepé forinulaB wihsrein at

1Bt SR SRS nafCiPaRBEARY Bfissly hlaiCioratiea/yv

invention relates to conpounds of formula I, wherein s
is 0O and q is 0. Another enbodi nent of the i nvention

Ip ebanether gmbedigehdbe wivertirnmglages|to compeusida oRforniudp | wherein
aQ¥e%r§0ql%r§u§§tl n@q@ gﬁ: a né%@ Yet anot her enbodi nent
o Pt alkGnmyl

nven o npounds of fornmula I,
wherein s is 0 and X is CO Yet another errbodl ment of
the inventi on relates, to conmpounds of fornu

Tpivet aother gmbpdinment. dhaipyeriparelesio Q?F&P‘aﬂtd:% °6f°rwta1 wherein
a@mgmfe ﬁg@ﬁgéftm ?gt the invention relates to
or nu

npoun wherein g is 0 and X is CO
V\D 2004/ 096767 PCT/ DK2004/ 000283 34 One enbodi ment of

the i nvention rel s.to co nds of fornmul

TGt P PGS R ER Gt RIS gF 6UBRoHS Pherinula I, wherein
PHaS Bl R RRPARRGIOFS equal 5 (0.0, 1. 2, or 3,
typical l'y

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one substituent R® is Ar-oxy.

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one substituent R® is C1.¢-alk(en/yn)yloxy.

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one substituent R% is -NR'R”".

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one substituent R’ is -S-R8.

In yet another embodiment, the invention relates to compounds of formula I, wherein

at least one substituent R® is -SO,RE.
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Oorl. 5 Another enbodi nent of the invention relates to
conpounds of fornmula | wherein neigther R2, R3 or R5
w@ompndees an Ar-group. Yet anot her enbodi nent POT/DKR@4/000283

invention relates to conmpoungs of forrmula I, wherein
the total nunber of Ar-groups in the substituents Rz,

% .
RGP R A D B v

twh edzicent R"hegettMraht}nﬂm’(ammaﬁc hoHIg fcmmps4 Bmndrhiteered ring, which

substjtuents R2, R3 and R5 equals to 2. One enbodi nent

ogHoRy ‘?%ﬂé‘i‘ﬁ‘?rﬁr?rrtgf’if’@goaf%n%onpounds of fornula I,

wherein R3 is 15 not CH3 when Xis SO2 and q is O.

Anot her enbodi ment of the invention relates to

Ip eppefemad embodiments the inyentvarelates ¥ cqnzayndRBT fosmnlatl, wherein
of formula V. 20 Yet another

SO2-, CH3 [
t‘gﬁﬁ&@ﬁﬂﬁﬁ%ﬁg%‘%@%@foﬁvem ion relates to conmpounds of
F(gﬂgyl—@ﬂp -heCei- PIrJHB% N &:}HE@ﬁB@ﬁ-L@w Lat=-Ri2caRdH-,

271s different Yet anot her enbodl ment of

A GH ) PentPd6 et -zﬁ-esCHDbc@st G- @dﬁl'rhrOaCHz-

e o SR e e 8. o &
—‘QGH@)RJ—NBB OJI\I}DK\@Hy)Lna—I\HcDQt(DIéf N@Ix’(ltidi)pmﬂ of CHh€H-NH-,

i nvention relates to conpounds of formJIa |, V\hereln Y

EChodpte ol Vel it ST i
f ,cay |
A AT L B S B2 of Y BP0 o 4 end p

icowpound of fornmula I is not: N[ 1-(phenylnethyl)-1
Hindol -5 -yl] -Methanesul fonam de; N |
1-[ (4-fluorophenyl)nmethyl]-1

Iﬁ'z_{?_%lthe'i_’ eiibbaieib Qﬂ@ﬁl%ﬁtﬁﬂﬁ@]a% to M}g&gﬁ% 8P Rfilila I, wherein
/ DK2004/ 000283 © 35 N-[ 2, 3-di hydro-

W@@HﬂnyntlﬁstMg¢t)1@rﬁ0HanH®Dr€}Iy+ ] - Met hanesul f onami de;
N-[ 1-(phenylnethyl)-1
H i ndol -5-yl]-N -4-quinolinyl-Urea,;

IﬁlyH arlofHe _RbBBinkEAk the fvEmeta reﬁtéé |t<]> chinpdimds o drinyd E, Wherein

a; - benzy I’-5-i ndol i n henyl - Ur ea.
two adj acentlé ogether form —CH—CH-C¥I )¢ p Y

In yet another embodiment, the invention relates to compounds of formula I, wherein

two adjacent R’ together form —O-CHy-O-.

In yet another embodiment, the invention relates to compounds of formula I, wherein

two adjacent R together form —O-CH,-O-CHa-.

In yet another embodiment, the invention relates to compounds of formula I, wherein
at least one substituent R® is -NR’R”’; and wherein R and R” are independently
selected from the group consisting of hydrogen, C;-alk(en/yn)yl, Cs.s-cycloalk(en)yl
and Cj.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl.
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5 One aspect of the invention, relates to conpounds of
general fornmula VIl and salts thereof: R (Us XR3
WRWM09(7RE) f R1' (VII) 10 wherein the dotted PCT®K2G04/000283
g, s, U X Z Rl, RI', R, £3 and R5 are as defined
under formula |I. Any of the enbodinents related to

W f Qne. .
VDol o RBABRE, EEBRER AT 1o oL RPIME of e Y Hfercin
yéoast @le Substituéra R7lis ;NRI®” vdnerveticneifi R’ 3nd R7 are amtepbedently
epbodi rent,, the invention relates to conmpounds of the
S@@E@ﬁﬁ? ergipup capsistipg Pﬂﬁy‘g%%’t w@@&llg@n)éﬁbﬂ-
substituent R5, such as in the orto-, neta- or para-

position. 20 In a preferred enbodi nent, the invention
Inglehtrmdhar entbodpoemdbe ofvenihen gtesrtalkofmpomdsaf fafidula I, wherein

i ch are, sybst ifsut 7.0N ubsti t +n the
STl B AR 15 OB W ochhe e BRODS 980k 28 Cas 1 n
ARenSARAtypRANy CL.halk(@yaiii.on rel ates to conpounds of
tﬁe genera foBFrru a \(/Ilﬁ{)gei ng substituted by two

i ndependently selected R5 substituents, such as in the
ortho- and Para-position, in the nmeta- and
para-position and in the orto- and neta-position. 5 1In

[anet hwithe BhoAdirRa, the i ehtioteRlatano Eempo@slsod fETIOL Relferein
of the general rmul ag VI1 being substituted by three

gt #\fii’éfpfé}?_cﬁélh%tlty?@&%é%t%gs R5 -2kt rid whersin Rjs selepted foatthe
G OraHe B Lokl 81780t BB RS Blut sy pene o

cycloalk(en)yl-C;_¢-alk(en/yn)yl and Ar .

In yet another embodiment, the invention relates to compounds of formula I, wherein
at least one substituent R® is -S-R® or -SOst; and wherein R® is selected from the

group consisting of C;_¢-alk(en/yn)yl and Ar .
One embodiment of the invention relates to compounds of formula I, wherein s is 0
and q is 0.

Another embodiment of the invention relates to compounds of formula I, wherein R

is a hydrogen atom and X is CO.

Yet another embodiment of the invention relates to compounds of formula I, wherein

sis 0 and X is CO.

Yet another embodiment of the invention relates to compounds of formula I, wherein

R? is a hydrogen atom and q is 0.

Yet another embodiment of the invention relates to compounds of formula I, wherein

qis 0 and X is CO.
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(Us XRBRLN (R g/ I '\ R" (RSh (MI1I)
wherein the dotted line, g, h, g, s, U X Z RR

w0 R)oRBaqTeRsar easdef i nedunder fornula |. Any oPCT/DE2004/000283
enbodi nents related to fornmuka | are al so enbodi nents
of 15 formula VIII. In one enbodi ment, the invention
e i ekt O T EE o O FMA B icrein e ota
riviveben ap At groups om thevsubstithents RERTVAnd R agyuelspo 020 2, or 3, typically
@np{her enbodi nent, the invention relates to conpounds

' t'he general formula VIIIl, wherein the nitrogen

atomis attached to position 2 of the naphtyl group
via the nethylene group. WO 2004/ 096767
Aorhakaopdinet 24 the i8Vertionyelates trotduepouadboliiompnla, I wikeein
in\gc nt%gare tes t.o conpounds of the general fornula
Rrigter & §°1“§’“6‘?“£ EIPP3, typically 0, 1 or 2.
In yet another enbodi nent, the invention relates to
conmpounds of the general fornmula 5 VIII, wherein his
et another gmbedipicaiof the mvgntion relagesie compends of formula I, wherein

BERRMIEN of RELI QR SO S RAT RARTONIERS 1, 7%,

or 3. 10 In yet another enbodinent, the invention

relates to cqonpounds of the general fornula_ VIII, .

Yirienaihsr gabedigeahef the sventen ielitssde comperule offaatlak therein
g : 2 5

e PR PALErAbe I b FRTRRATES B IR SIRES o

15

One embodiment of the invention relates to compounds of formula I, wherein R? is

not CHs when X is SO, and q is 0.

Another embodiment of the invention relates to compounds of formula I, wherein X-

(Z)4-R? is not SO,-CH; when Y is of formula V.

Yet another embodiment of the invention relates to compounds of formula I, wherein

R? is NR™¥R' and both R*? and R'%is different from Ar.

Yet another embodiment of the invention relates to compounds of formula I, wherein
R® is NR™?R'" and one of R and R'¥is Ar, with the proviso that Ar is different from

quinoline or phenyl.

Another embodiment of the invention relates to compounds of formula I, wherein Y is
not of formula V when X is CO and q is 0 and R? is NR*R'* and one of R** and
R'¥is Ar, typically quinoline or phenyl.

In another embodiment, the compound of formula I is not:
N-[1-(phenylmethyl)-1H-indol-5-yl]-Methanesulfonamide;
N-[1-[(4-fluorophenyl)methyl]-1H-indol-5-yl]-Methanesulfonamide;
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In yet another enbodi nent, the invention relates to
conpounds of the general fornmula VIII being

wa@adpsndd7er ed by two i ndependently sel ected RS PCT/DK2004/000283

substituents. In yet anothersgnbodi nent, the invention
relates to conpounds of the general formula 20 VIII

0BGy RS LI ok SRy RS d N SCARRERbHIRERGRICA RS

substituents. Yet anot’her aspect of the Invention
N€1-dplenytroetbpll Suimdsl- byl Ned-geimeliay]l-Wrenrul a 1 X or

S RSBl RALEL BT AT AR 000263 - 38
néglets%%zm-sliﬁddiﬁltyt)eﬁpﬁé Uréh. 4, s, U X Z R, R

and R5 are as defined under fornula I. Any of
the enbodi nents related to fornula | are al so

nbodi s of 5. formyla | X In an.enbodinent, e
GRBRETaR e Riplions e stimae Y RETG & /EREM i o ot
theteof:wherein the nitrogen atomis attached to position
2 of the heteroaromatic group via the nethylene
group. 10 In another eRbodi nent, the invention relates
to conmpounds of the general forrmula I X, wherein the
nitrogen atomis attached to position 3 of the
heteroaromatic group vig the prethylene group. 15 In

yet anot her enbodi ment, \the inxent i/%r(ZD |ates to
conmpounds of the genér @ mul a XIX, erppn Wis an
9

oxygen atom 1In a 3 ef d enbodi ment, the invention
general formula 1|X

relates to conpgundNof “td
wherein Wis a sul ur atom

R, R!

(VID)

wherein the dotted line, f, q, s, U, X, Z, R, RV, R%, R® and RS are as defined under
formula I. Any of the embodiments related to formula I are also embodiments of

formula VII.

In one embodiment, the invention relates to compounds of the general formula VII,

wherein fis 0.

In another embodiment, the invention relates to compounds of the general formula
VII being substituted by one substituent R®, such as in the orto-, meta- or para-

position.

In a preferred embodiment, the invention relates to compounds of the general formula

VII, which are substituted by one substituent R® in the para-position.
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20 I n anot her enbodi nent, the invention relates to
conpounds of the general fornmula I X, wherein ais O,

wQa 2an/0276N0 2004/ 096767 PCT/ DK2004/ 000283 39 POT/PER004/000283
anot her enbodi nent, the invegdion relates to conpounds
of the general fornmula |1X wherein ais 0. In yet

jeaatelel

e e D o P e
i substibad RSwosindépeadenthy sphsﬂeﬂ rsubstithemtsy GilChEaﬂiClll teer ortho-

inventi.on reI tes ta unds of the
SOTERPS R e PTG anidn S Pfangind meta-bosition.
i ndependently selected R5 substituents. 10 In an
enbodi nent, the invention relates to conpounds of the
yeanethar emb@dimeat the invetionaelates kecampaundeof the gamdral formula

TR QR bbb IR B Ron S o

t he heteroaromatlc group. 15 Yet another aspect of the
invention relates to conpounds of the general fornula
X or salts thereof: R2 (Us NX (2 gR3 R N (R5)b

)&otﬁer@ Upect 3 %B@wen@léfl r%é@?%doﬂw&ﬁﬁ%&d% delg geﬂe'rﬂ C}a VI or

sahsiérereoio formula I. Any of the enbodi nents rel at ed to
formula | are al so enbodi nents of fornula X WO

2004/ 096767 PCT/ DK2004/ 000RB3 40 In an enbodi nent,
the invention relates to cqnpounds of the general
formul a X,

Zm

@)
N x N

Ry, (VIII)

wherein the dotted line, g, h, q, s, U, X, Z, R, R", R? R® and R® are as defined under
formula I. Any of the embodiments related to formula I are also embodiments of
formula VIII.

In one embodiment, the invention relates to compounds of the general formula VIII,
wherein the nitrogen atom is attached to position 1 of the naphtyl group via the

methylene group.

In another embodiment, the invention relates to compounds of the general formula
VIII, wherein the nitrogen atom is attached to position 2 of the naphtyl group via the
methylene group.
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wherein the nitrogen atomis attached to position 2 of
the heteroaromatic group via the nethylene group. 5

woO pooafead7ber enbodi nent, the i nvention rel at es PGI/DK2004/000283

conpounds of the general forgula X, wherein the
nitrogen atomis attached to position 3 of the

eP Ak he t.hyl
RS REM S TRa . Be Bt O SV RRSuEE B B sl gmmuta
VLt ieergiargeis 8| 1,f06md)ltgpicaly 01 omM2zerein Wi s an oxygen
atom In yet another enbodi nent, the invention relates
to conpounds of the general fornmula X, wherein Wis a
RYePHYih & eRPodihrent thY fiveAiat %ﬁl‘ies%g@ﬁﬂb&@ﬂfs of &ﬂée%enera]l formula
Invention relates to conpounds of the general fornula
W \whilesreiinrh is 0y & 082, typicallpp o8]. typically 0, 1 or 2. In
yet anot her enbodi nent, the invention relates to
conmpounds of the general forrmula X, wherein c is 0 or
Thyet ¥R lchibodimet, the inkehtiHRIR& o HRPGUIR Y the dBeral formula
invention relates to conpounds of the general fornmula
WILwikareing bhequaletpu@lls 2tos30, 1, 2, 3 or 4. In yet
anot her enbodi nent, the invention relates to conpounds
of the general fornmula 25 X, wherein both b and c are
18.yet shotidr eaibotimednt D atfientioH relatdd@o comPHindeBf KR dhesl Femula
conpounds of the general fornula X, wherein b + ¢
%Hﬂaa‘f’]éerﬁlﬁb]?.ﬂlgﬁn‘bg@fﬁ’a@-pect thereof bis 1 and c is O.
In anot her aspect thereof bis O and c is 1. 30 In
yet anot her enbodi nent, the invention relates to
lagepasiigks catbotiineengahe irsenticar relaked to ¥ompourgls o kist deheifab tbrmula
bé Fc;n_e subs.titqlLient W WD 2004/ 096767 PCT/ DK2004/ 000283
VHI pging spbstified BY oBeHBuiHeRiR -t he i nvention relates to
conmpounds of the general forrmula X being substituted
by two independently selected R5 substituents. In yet
Iaryst frerthee chibddmest,, the myentmremetatasrio cethpowsls o thegggpaah ftsmula

bR doR EEL (

In yet another embodiment, the invention relates to compounds of the general formula

VIII being substituted by three independently selected R’ substituents.

Yet another aspect of the invention relates to compounds of the general formula IX or

salts thereof:
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Yet another aspect of the invention relates to
conpounds of the general fornula XI or salts thereof:

WR200402%5 Pgl ,~ X R3 RL N (LJ)S >~ 1 (R5)dPRIDKERN4/000283

W10 (R5)e NO wherein the dgtted line, d, e, g, s, U,
X, Z, RI, Rl, R2, R3 and R5 are as defi ned under
formula I. Any of the enbodinents related to fornula I
are al so enbodinents of formula XI. 15 In an

enbodi nent, the invention relates to conpounds of the
general fornula X, %erei n the nitrogen atomis
attached to position of the heteroaromatic group via
the methylene group. RO In another enbodi nment, the
invention relates to @ppounds of the general fornula

XlI, wherein the nitrogen atoHis atti\)ched to position
5 of the heteroaronpilcXOQ Nv\l\a%t,hé aret hyl ene
group. WO 2004/ 0964 004/600283 In an

enbodi nent, the inve
gener@P),f or mul a
att ached i

el ates to conpounds of the

wherein the nitrogen atomis

6 of the heteroaromatic group via
the et hyl roup. I n anot her enbodi nent, the

i nvention rekates to Bonpounds of the general fornula

XI, wherein the nitrogen atomis attacfiéd to position
7 of the heteroaromatic group via the

wherein the dotted line, a, q, s, U, X, Z, Rl, RY, R?, R® and R® are as defined under
formula I. Any of the embodiments related to formula I are also embodiments of

formula IX.

In an embodiment, the invention relates to compounds of the general formula IX,
wherein the nitrogen atom is attached to position 2 of the heteroaromatic group via the

methylene group.

In another embodiment, the invention relates to compounds of the general formula IX,
wherein the nitrogen atom is attached to position 3 of the heteroaromatic group via the

methylene group.

In yet another embodiment, the invention relates to compounds of the general formula

IX, wherein W is an oxygen atom.

In a preferred embodiment, the invention relates to compounds of the general formula

IX, wherein W is a sulphur atom.

In another embodiment, the invention relates to compounds of the general formula IX,

whereinais 0, 1 or 2.



met hyl ene group. In yet another enbodi ment, the
invention relates to conpounds of the general fornula
waooxiosereher ein Wi s an oxygen atom In yet anPCT®K2004/000283
enbodi nent, the invention rejgates to conpounds of the
general formula X, wherein Wis a sul phur atom 15
ﬁ%%tgﬁ%g %%JTBS&]R%QP gﬁée frﬂg-Fﬁt jor rljrérﬁ dsy @&Lb%g? gk ﬁHe?%néﬁlofomula
IXimmeﬁmnhy$®cally 0 or 1. In yet another enbodi nent,
the invention relates to conpounds of the genera
formula X, wherein eis 0, 1 or 2. 20 In yet another
I8 YROHioRRY ombb Hi%nén'ﬂ %Eé‘ﬁlk;@:mdn%ﬁi& %o E&nﬁ&ﬁ%@ Hﬂﬂfé g%ﬁeltaf‘ﬁ)rmula
géneral formula Xl erelg d+eis 0 1, 2, .
5 INrbejeg swbtitubesibyeontsoibstiinent R haich ay srdssienr el at es t o
conmpounds of the general forrmula 25 XI, wherein both
d and e are 0. In yet another enbodinent t he
Th Weaﬁiovtm efibbaingmt,!the BOERMAINERtR o b&ﬁp@ﬁﬂ@ bathefg@hepd] ormula
beln%§subst|tuted by one substituent W 30 In yet
I&hﬁ%*’r‘ Hivérdl byeto, Independenilyiseleslisd Be |sybsBuenés. corpounds
of the general fornmula Xl being substituted by two
i ndependently sel ected R5 substituents. WD 2004/ 096767
10 IRGHERk30R4 D002 B entdch delntesad camnpdinels of tﬂm'naﬁahfonnhhﬁX

|nvent|on rel at es to c ounds. of _ t he ge fornul
wherga st #p s attf&wmwt} Rekepd H&éﬁ?‘ﬁyﬁ% B@%‘Pé‘&
Irc?iﬂ BSbItHER: RS i ﬁacﬁf@ﬁoﬁﬁyrsltl%ﬁ Bed?t{th@ﬁet&la gh[h‘t’l@ %‘(de)n

ates to conmpounds o general fornu
or salts thereof: R2 (Us NXM RBR N (RS1 2 N
3 R

15  Yet another aspect of the invention relates to compounds of the general formula X or

salts thereof:

R3),

R

(R%), X)

wherein the dotted line, b, ¢, q, s, U, X, Z, Rl RY, R% R® and R’ are as defined under
20 formula I. Any of the embodiments related to formula I are also embodiments of

formula X.
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T (XXXI'l) wherein the dotted line, j, q, s, T, U X
Z, R, RI', R, R3 and R5 are as defined under
wo ecooropeet . Any of the enbodi nents rel ated to POT/DERE@41000283
are al so enbodinents of 10 fggnmula XXXI1. In an
enbodi ment, the invention relates to conpounds of the

SRR 00N b ol b BB

\Iw]eetremdhc DitwigET a@NDis pttedhed td positdy bLthe hgtepaapomatic gdup via the
?lé’ er enbodi nent, the invention relates to conpounds
BCGEWBral formula XXX |, wherein the nitrogen

atomls attached to the p05|t|on indicated with 2 of
the heteroaromatic group via the nethylene group. 20
Inrengihet ersbodimsot) iﬂmeinwntiotleelh‘mv tn¢dnapounds af ths geweral formula X,

ds.. of the forrma wherein the
SRERa B Rian AonDE Afeched ' ROY b 36 e bietacem etk dgtp va the
mkthilede gfouphe heter oaromati c group via the mnethyl ene
group. WD 2004/ 096767 PCT/ DK2004/ 000283 44 In yet
anot her enbodi nent, the invention relates to conpounds

f I rein T js.an 0x
sl ARSI AR el B Pl B ST Byt
Xwﬁ@aimmdsnekygdmelt@ﬁner al formula 5 XXXI'I, wherein
Tis anitrogen atom In yet another enbodi nent, the
invention relates to conpounds of the general fornmula
S o Ehoinlert 285 FREMh hiosd8 e pBilk P e egpege) ormuta
XNewnkerain Was mshlphup@inl , wherein j is 0, 1, 2 or 3. In

yet anot her enbodi ment, the invention relates to

compounds of the general formula XXXI'I, wherein j is
1. yeﬂ-gndﬂlibr)éﬁibo@ﬂﬁérﬁ &he ﬁ%ﬁ’ﬁ’dﬂ%ﬁ%s tB B6m ?(?(ﬁ)@(ﬁﬁto!f% gkl fimula
t 0 conpounds of e general fornmula I'l belng

Xupkereib sd, by2 913 Itgpisallyohd wdbstituent W I n one
aspect thereof, the conpound of the general formula
XXXI'l is substituted in the position indicated with

In yet another embodiment, the invention relates to compounds of the general formula

X, wherein ¢ is 0 or 1, typically 0.

In yet another embodiment, the invention relates to compounds of the general formula

X, wherein b + ¢ equals to 0, 1, 2, 3 or 4.

In yet another embodiment, the invention relates to compounds of the general formula

X, wherein both b and ¢ are 0.

In yet another embodiment, the invention relates to compounds of the general formula
X, wherein b + ¢ equals to 1. In one aspect thereof b is 1 and ¢ is 0. In another aspect

thereofbis O and cis 1.

In yet another embodiment, the invention relates to compounds of the general formula

X being substituted by one substituent R>.
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20

1. In another aspect thereof, the conpound of the
general formula XXXIl is 20 substituted in the

w@oaUnDPEnr7 i ndi cated with 2. In yet anot her aspRCI/DK2004/000283

thereof, the conpound of thg general fornula XXXII is
substituted in the position indicated with 3. In yet

. r . iir
908 Ry RRE R ool LS B PR
X bbmigistittiated B tho indeperatenti sslectedRUsustituenishe
invention relates to conpounds of the general fornmula
XXXI'l being substituted by two independently selected
1RYeB atRhdr et R Anent thY BlveARA] RBiesaH RORD SRS of Fﬁbegenera} formula

i nvention relates to conpounds of the general formula

Xkxing shlegtitgfed b durpe independynitywslestedt R sbstitmempendent | y

sel ected R5 substituents. 30 In yet another

enbodi ment, the invention relates to conmpounds of the

general formula XXXI| being substituted by three

i ndependent|ly sel ected R5 substituents. WO 2004/ 096767

Yt pnpike0tpedd 2issinvasgiontelates freeempdunds ef the\generabiermula XI or
t t o conpounds of general formula XXXl and

ség%ﬁlg?%ﬁ'ereof: R (US N(2)4 XR3 RLNLR (RS5k

---t N(XXXI'I'l) 5 wherein the dotted line, k, q, s,

L, U X Z R, R', R,,R3 and R5 are as defi ned

under formula I. Any of the enbodinments related to

formula | are also enbodi me@d% of formula XXXII1. In

one enbodi ment, the inventi¢n relgates to conpounds of

the general formula Nherei n@gis 0. In

anot her enbodi nent, tfe i ion réf ates toRonpounds
of the general fornula
Rt N )
(Rs)d Rl’ 1L2
W
®R), (XT)

wherein the dotted line, d, e, q, s, U, X, Z, R, RY, R% R® and R® are as defined under
formula I. Any of the embodiments related to formula I are also embodiments of
formula XI.

In an embodiment, the invention relates to compounds of the general formula XI,
wherein the nitrogen atom is attached to position 4 of the heteroaromatic group via the

methylene group.

In another embodiment, the invention relates to compounds of the general formula X1,
wherein the nitrogen atom is attached to position 5 of the heteroaromatic group via the

methylene group.
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XXXI'I'l being substituted by one substituent R5, such

as in the position being orto, neta or para to the
woRamoger? atom 15 In a preferred enbodi nent, PEEDK2004/000283

i nvention relates to conmpoun of the general fornula

XXXI'I'l, which are substituted by one substituent R5 in

14 ] L the nitrogen at 20 In
A8 BB E, BERRRRA Bid B G SR sl
whecipahenidlogtrion i@ attaok¥ll kd pbrefidios sLihS hfetia@snitic &rdBp via the
i ndependently selected R5 substituents, such as in
mefBylepe EBPposi ti ons being ortho and para to the
nitrogen atom or in the positions being neta and
para to the nitrogen atom or in the positions being
Iaranothaneinbedimenip thehavention relgiesn tiatommpoufs ¥h2 @erkrilI6mHTa XI,
PCT/ .DK2004/ 000283 . 46 | n_anot her ; éﬁinent, t he i
WRRERNORITOBPL AR i BiRchN SRPRMNIQH 7 ohibe JeisEreymetis gap via the
R@@@k%egﬁﬁlg substituted by three independently
selecte substituents. 5 In one enbodi nent of the
i nvention, the conpounds of the following |ist and
alts _.thereof. ar referred:
RS ehnaihe Fmepeint, Bt PGP ieeiisse foppyunds of e grpgrab fopmula
Xt éedin W Y4 dir Seygdn adndret hyl butyram de, 1o
N-[4-Chl oro-]-( g chl or ot hi ophen- 2yl net hyl ) - 2,
3-di hydro-1 Hindol-5 ylJ-3, 3- dinethyl butyram de,
Ig}%y\?{ g@?%g%&@%gg%%ﬂ%@%g&%&é@ r%ia?ésltgl' ORGSR of the general formula
X, fnthetedn BV 4og gz \skom.2, 3- di hydro- 1 Hi ndol -5 yl J-C
phenyl - net hanesul f onam de, 4-Fluoro-N-[]-(4
fl uorobenzyl)-2, 3-dihydro-1 Hindol-5 yl]-benzam de,

= s [ =1 icpdol -
gLyt s AR Bt o Y Boin I Reo ol fprmula
X, ciieyadn d-id OH on2laypibaliyl We2k.t hi ophen-2 yl acet ami de,
N-[1 -(4-Fluorobenzyl)-2, 3-dihydro-I Hindol-5
yl J-2-(4 fluorophenyl)-acetai nide,
Iﬁ;yH afothdrlhMoRinirR RRE RrveNd sl iYd o %oﬁp&hﬂ@é QF Giel é‘é‘nbﬁflﬁlrmula
-5 yl]-1,1-diisopropylurea,
XTI, wherein e is 0, 1 or 2.

In yet another embodiment, the invention relates to compounds of the general formula
XI, whereind +eis 0, 1,2, 3 or 4.

In yet another embodiment, the invention relates to compounds of the general formula

X1, wherein both d and e are 0.

In yet another embodiment, the invention relates to compounds of the general formula

X1 being substituted by one substituent RS.

In yet another embodiment, the invention relates to compounds of the general formula

X1 being substituted by two independently selected R® substituents.
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20

Mor phol i ne- 4- car boxylic acid
[ 1- (5- chl orot hi ophen- 2yl net hyl ) -2, 3-di hydro-]H 20

WO p@aloo@ey| | - ami de, Pyrrolidine-I|-carboxylic arpCTIDK2004/000283

[ 1- (5-chl or ot hi ophen- 2yl met hyl ) - 2, 3- di hydro- | H
i ndol -5 yl]-am de,

I[Jy]eg %ngggegm{ng) H O«%Ii] ;ﬂe nzy 1%%9@%9 Foxgg ﬁ/nq{s%ﬁ gheﬁeﬁara formula
X1 Seifh bubstiuéDiphirecidepehdetly selec3d ®hyBtoudntd+ i ndol -

ylJ-1 -methyl -1 - propylurea,
[ 1- (5- Chl or ot hi ophen- 2yl net hyl ) - 2, 3- di hydr o-] Hi ndol -5

*ét%fg?@b%%or i ﬁdlgg fonfglﬂ it%cgﬁ&%mds of the general formula

RBXNiIhyiKaits tdréafdol -5 yl ] - C phenyl - 30

met hanesul f onam de, Butane-|-sulfonic acid

[1-(5-chl orothi ophen-2yl nmet hyl ) -2, 3-di hydro-1 H i ndol -
yl J- am de,

N-[ 1- (5- Chl or ot hi ophegl-%gyl met hyl ) - 2, 3-di hydr o- 1 Hi ndol
-5yl J-4- | uorobenzam WO 2004/ 096767

PCT/ DK2004/ 000283 47

N-[1-(5-Chl orot hi opl er(rUgyI met hyl ) - 2, 3-di hydr o-1 H i ndol
-5 yl]-2,2- dlnethylpr00|onanqge

N-[I-(5 ChI or ot hi ophg ‘ -Zys@i;h\y%o-]l—l-indol

g )-2, 3-dihydro-1 Hindol -
yIJ 3, .3- dlnethR}b yranrde, NI

5- AR’y rat yl met hyl )-Z 3-di hydro-]Hindol -5
anie

yIJ buty CychNopent anecar boxyl i c acid

[1-(5-chl or®¥thj.ophen- R net hyl ) - 2, 3-di hydr o- | Hi ndol -

5 yl J-amide, 20 N-[I -{5-Chl orot hi ophen- hyl ) - 2,

3-di hydro-1 Hindol-5 ylJ-2-thiophen-2- ylacetanzide,

N- [I - (5- ChI or ot hi ophen- 2yl met hyl ) - 2, 3- di hydro-] H i ndol

s tlnmﬁd L o’ w2 w3 5
KPR e Spheh LyF ey ) - B Ry e ppdefigeh nder
form¥lad: Any of the embodiments related to formula I are also embodiments of
formula XXXII.

In an embodiment, the invention relates to compounds of the general formula XXXII,
wherein the nitrogen atom is attached to the position indicated with 1 of the

heteroaromatic group via the methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXXITI, wherein the nitrogen atom is attached to the position indicated with 2 of the

heteroaromatic group via the methylene group.

In another embodiment, the invention relates to compounds of the general formula
XXXII, wherein the nitrogen atom is attached to the position indicated with 3 of the

heteroaromatic group via the methylene group.
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di met hyl am nobenzam de, 15
N-[1-(5-Chl orothi ophen- 2yl net hyl ) - 2, 3- di hydr o- 1 H i ndol
WO 209261 4 f1 uorophenyl)- acetam de, PCT/DK2004/000283
N-T -(5 Chl or ot hi ophen- 2yl nejhyl) - 2, 3-di hydr o- 1 Hi ndol
-5 yl J-6- trlfluoronethylnlcotlnan1de

%ﬁgﬁoﬁ%&bﬁgﬁ%} t (tlﬁe We%% %%% @o%%&ﬂﬁfs I@fltﬁe é’ngrafl formula

’J-Urea

XXXICWar«h Al iopherygenydtomt hyl ) - 2, 3-di hydro- JHi ndol -
yl J-3-ethylurea, 1-Benzyl-3-[I- ( 5-chl or ot hi ophen-2
ylmetl zyl) -2, 3-di hydro-1 Hindol -5 yl J-urea,

Iﬁg&%/ ?1@%9&@2{11&@11? e Brveti SR Yoo Zormp Gl SF Biel denbAf Rrmula

urea

XXP{]II,(vﬂ&e&ihd’ristahimqigBaMGIﬁlyl met hyl )-2, 3-dil zydro-1 Hind
ol -5 yl J-3-thi ophen-2 ylurea,
1-[I-(5-Chl orot hi ophen- 2yl met hyl ) - 2, 3-di hydro-| H i ndol

In ey hnbtide LRivRRRME 3nhY IveRPon réfites to compounds of the general formula
2, 2-Di znet hyl - N-[6-nitro-I

XKXJI,MHGIQJQH‘GEB@S%WH&ZW) 2, 3-di hydro-| Hi ndol - 5yl J-
pr opi onam de,
N-[1-(5-Chl orot hi ophen- 2yl net hyl )-6-nitro-2, 3-di hydr o-

Ih Hnbﬁh@pémﬁod{hréntz thé-inGdniiieh dhtes ROdoARNLEELf the general formula
4- Fl uorophenyl % N-[6-nitro-|

b whergn i sndtlhg106énzyl ) - 2, 3-di hydro-1 H i ndol - 5-
30 yl J-acetam de, N-[6-Am no-|
- (5-chl or ot hi ophen-2yl net hyl )-2, 3-di hydro-1 H-i ndol -
Inilyét ﬁlotlﬁbr ediboeininlt thie invami cberelato 1@ 00 p OBGIE OF the general formula

4/ Q00283 48
{R%%é I B4t ri f | uor oznet hyl benzyl ) - 2, 3- di hydro- I H
i ndol -5yl ]-2,2- dinethyl pr' opi onam de, N-[6
Am rzo-]-(5- chI or ot hi ophen- 2yl nmet hyl ) - 2, 3-di hydro- | Hi
Inget arothdr Enboimaiit,the myepiopichtesdn zomipourls of the general formula

SN Rl e ere 1o 2,0 L b
dﬂn{ﬁouﬁé o HeQeRéh] PRRER- XK IMER Bibstitdibd inrtﬁﬁgbs'l@on mdlcated with

di met hyl but yram de. | n anot her enbodi nment

hy fie anothesraspent therend; e apopewsl ofthe genetad forowla FXIXIE us an d

su%stltuted :}1’(1) tﬁel})%rsﬁlon ifdiEatdd \%Itﬁ of l% yet another aspect thereof, the

compound of the general formula XXXITI is substituted in the position indicated with
3. In yet another aspect thereof, T represents a nitrogen atom at which the compound

of the general formula XXXII is substituted.

In yet another embodiment, the invention relates to compounds of the general formula

XXXII being substituted by two independently selected R® substituents.

In yet another embodiment, the invention relates to compounds of the general formula

XXXII being substituted by two or three independently selected R® substituents.

In yet another embodiment, the invention relates to compounds of the general formula

XXXII being substituted by three independently selected R® substituents.



N-[4-Chloro-| -(4-trifluor onetlzyl benzyl)-2,

3-di hydro-1 Hindol-5 ylJ-3, 3- dinethyl butyram de;
wWORG4/0eTbDr 0- | - (5- chl or ot hi ophen- 2yl et hyl ) - 2, BeTDK240d 000283

o- JH i ndol - 5yl J- 3, 3- dinethyhputyrainide; 151

- (4- Fl uorobenzyl)-2, 3-dihydro-I Hindol -

A POR e DR SRY 1 S5hRomds ﬂfﬁenefaloﬁ‘mgula XXX and

spltd thepdodny | - r net hanesul f onam de;  4-Fluoro-N-[I -(4

fl uorobenzyl)-2, 3-dihydro-1 Hindol-5 ylJ-benzarnide;
N-[]-(4-Fl uorobenzyl) - 3-di hydro-1 Hindol -5

yl J- 3, 3- dlnethylbutyra¢2|de N-[1 -(4-Fl uorobenzyl)-2,
3-di hydro-JHirzdol -5 J-2-t hi ophen-2 yl acet am de; 20
N-[1-(4-Fl uorobenzyl)-2;°3-di hydro-] Hindol -5yl J-2-(4
fl uoropherzyl)-acet am de.~_ 3- -(SlQKZngEhiophen-Z

yl met hyl ) - 2, 3- di hygf 'doI- [”J-1, 1- dR# sopr opyl ur
ea; Morpholine-4-
[ 1- (5-chl or ot hi gghe
i ndol -S yl]-am de;
[ 1- (5-chl or ot hiop
i ndol -S yl J-
[ 1- (53 ophen 2yl met hyl ) - 2, 3-di hydro-1 Hi ndol -

yl ] - car bai ni d 2- benzyloxyethyl e T)
3-[]-(5-Chl orot'hi ophen-2yl met hyl )-2, 3-dihydro-1
Hindol -5 ylJ-1 -nmethyl-lI - propylurea; 30

[ 1- (5- Chl or ot hi ophen- 2y|nethy|} 2 3- dlhydro ]H—|ndol S
wheteipdhddotied linei kb q,65 L, UpKs i RaR' erR R*and R® are as defined

I 2 L 3- d H
e ok, A o RO OBYeTY st oo Pded Pl Bphients
@2 XOdX 190283 49 But ane-1-sul fonic acid
[]1-(5-chl orothi ophen-2yl net hyl) -2, 3-di hydro-1Hindol -5
yl J- am de;

I_N‘éh% l’e&n%&%e% c&l{;ianQllﬁ dr%}éltéﬁl\é F%ﬁh}mﬁid'é og {:}{éyééhgra B'n'nﬂlem

rrolidine- I-carboxyllc acid
2yl met hyl)-2, 3-di hydro-1H 25
RY

uGrobénzam
XXXIOhkvbeeihk dphen- 2yl met hyl )-2, 3-di hydro-1 Hindol -5

yl]1-2, 2 5 dinethyl propi onam de;
In another embodiment, the invention relates to compounds of the general formula
XXXIII being substituted by one substituent R>, such as in the position being orto,

meta or para to the nitrogen atom.

In a preferred embodiment, the invention relates to compounds of the general formula
XXXIII, which are substituted by one substituent R® in the position being para to the

nitrogen atom.

In one embodiment, the invention relates to compounds of the general formula
XXXIII being substituted by two independently selected R® substituents, such as in
the in the positions being ortho and para to the nitrogen atom, or in the positions being
meta and para to the nitrogen atom, or in the positions being orto and meta to the

nitrogen atom.
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N-[1-(5-Chlorot hi ophen- 2yl net hyl ) -2, 3-di hydr o-] H i ndol
-5 yl J-2- phenoxyacet am de;
wORGok9B6ThI or ot hi ophen- 2yl net hyl ) - 2, 3- di hydr oPCHPK@al000283
-5 yl J- 3, 3- diniethyl butyramgde; 10
N-[I-(5-Cnhl orothi ophen 2yl met hyl ) - 2, 3-di hydro-1 Hi ndol

ol BABMEAER n S ARINEFASARGAN 462Gl g

)SCXIII-b@mgcmbstltuted by three independently selected R5 substituents.
N-[]-(5-Chl orot hi ophen- 2yl net hyl ) -2, 3-di hydr o-1 H i ndol
-5 yl J-2-t hi ophen-2- yl acet am de; 15

N-[1-(5-Chl orothi ophen-2yl net hyl)-Z

3-di hydro-1 Hindol -5 yl J-isonicotinam de;
N-[]-(5-Cnhlorothi ophen 2yl methyl)-Z

3-di

| J-4- di net
iRefiy Spaer oD g 357 sebeaRyR of We Ryt .t i sl
thErb oo ﬁféﬁeh-z (4 fluorophenyl)- acetam de; 20
B‘%rlqh 5 ChI or ot hi ophen- 2yl nmet hyl ) - 2, 3-di hydro-1 Hi ndol

@o- It% Fiflueraratbriyenayii-¢t 3- MM}@@JH-anol 5ylf-3,3-

dlfgel‘iylhﬁ |835[;I SSu::glalor ot hi ophen- 2yl net hyl ) -2, 3-di h

N4 ChidroOhl ok Igb i iaippien= 2y lmeeh Wy 2, B-dihydro-1H-indol-5-yl]-3,3-
3- dlg%dro JHindol -5 yl J- 3-et hyl ur ea;
ey rauie »(5 chl or ot hi ophen- 2yl net hyl ) - 2, 3-di hydro

e P B PR ok Sl o ridgropy] e
N—,’ﬁl}#kﬂ-ﬁqurhmylh}?]ﬂddzéﬁdro ]H—mdol -5-yl]-C- phenyl—methanesulfonamzde,

41 lg{y:og-]o(—gf—ﬁ bt h 8)2}4?&32 éhy )%/I% )mdzol %—y(;} en(,jzngw)zz e!+ | ndol

L

N-11- (%Mdrobwﬂ)dmaéhy@nyémdpll ﬁ-ﬂ]—%fldpply@mbﬂablemm 5

NG R RE v AR Pt St s Germrmbiasrrnide

3§(Jd ﬁ@ﬂ[o@ot@fﬂphé}dglﬁiﬁé‘tyzﬂl)-ZIBE&K%MQFH-@%OZ 5-yl] 1, I-diisopropylurea,
5- Chl or ot hi ophen- 2yl nmet hy lZﬁG nitro-2

Ma@ hre-t-cprhaxylicietid 13- ghlzrot@wp R vhnatin b3 oibrdrad H-
mvggl_zjq%/agn%m? PCT/ DK2004/ 000283 50

Pyrrolidine-1-carboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-
indol-5-yl]-amide,

[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-carbamic acid 2-
benzyloxyethyl ester,

3-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-1-methyl-1-
propylurea,
[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-carbamic acid tert-
butyl ester,
N-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-C-phenyl-
methanesulfonamide,

Butane-1-sulfonic acid [1-(5-chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-
amide,

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-4-fluorobenzamide,
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2- (4-Fl uorophenyl )-N-[6-nitro-|
-(4-trifluoronethyl benzyl)-2, 3-dihydro-I|Hindol -5-

wQ b4agesam de; N-[]-(5-Chl or ot hi ophen- 2 PCT/DK2004/000283

yl methyl ) -6-nitro-2, 3-di hydrg-| Hindol - 5yl J- 2- (4-
fl uorophenyl ) -acetam de; 5
di hydr o-
PR ﬁ%p?’e%‘@”%%é%%@?ﬁ LRI R0 o {°
dzﬁzEﬂzplpb@fzoﬁd}mdp,hen 2 yl net hyI) , 3 di hydro-| Hi ndol -
3- di nmet hy] but 6- Am no-1| - (4-tr

e Mmg/qzmﬁzm;mzy@ﬂﬁ Sl Red- R R 0 2. 10
pd)ef{%%%?’@(gngm or ot hi ophen- 2yl net hyl ) - 2, 3-di hydr o- |

M1 18I &G otfidpl@n2-yliethet) /3 —rir}gv{jrcethnde-yl 7-3,3-
4tr|fluoromethlbenz I 2, 3-di hydro-1 H
fintatp Dgoipmids, ERpeiiein g

fl uorophenyl) - acet am de 15

Wi @ﬁ@h’l@’o}kz& ehfl-)tlhzu @3Wy9ﬁm?ﬂiz)zd&+ﬁyl¢1bmj9&ﬂzdeH '

ndol - 5yl J |rreth yram de; N-[6-Arnino-]-(4
@ycmammbqwc agiddil H?dﬁ@rqrhmhﬁmé’kﬂ@eéﬁwﬂa? -dihydro-1H-indol-
53/? mctihylbutyramde N-[ 6Am no-1 -(3 f

ubf 6744 f | uor onet hyl benzyl ) -2, 3-di hydro-1 Hindol -

N1 +B-CridorothidpaichyA-fieys § 1o, .ﬂ-azhyaﬁb 1H-indol-5-yl]-2- thlophen—Z—
N- [ I -(5 Chl or ot hi ophen- 2yl net hyl ) - 1Hi ndol - 5yl J- 3, 3-di
Wacerimiget yr ami de;

]?‘-I;[l%-gf -_%%%)}?Ef}_ %zgh%n-j dyl Jeﬁﬁbo%?%lbz}f/dpae gﬁyzwolz.? ;7] %J;tyc%‘lgar;zﬁe,

]N[E6543]‘lmrmﬂzep(lﬁndhjzlmeﬂztybLZQMdmdﬂyJZHHhMU}yZZ 43- di hydr o-
IH-|n ]-3,3- dinethyl butyram de; 25

gy W?Jlﬂl@ﬁeﬁ?%éﬁzw) 2, 3-dihydro-1 Hindol-S ylJ-3,
Jg ’[@' ;Mﬁ #@Meﬂ@ ﬂﬁvethiyl)-Z 3-dilipdro-H-indol-5 yfl{ _2-(4- Sﬂuor?{?henyy-

fluoronethy benz
cca’edahbzde;dol 5 vyl J butyr amde; NJ[I-(4

]‘IﬁZ'% o0 b n%%ﬂ@iﬁ%)y 9—21% ro—lllgdzndold }//Zl] 6-

t%gf&?ytflﬁ&@&&a%ngé| fl uoromet hyl benzyl)-2, 3-di hydro-1
i ndol - 1 J-3, 3- dinethyl but ramde 30

N BEBI-G I b ohlonetd [4plzer3]2d4lroe¢by 2 3yilifwdoyl B-imdol-5-yl] -urea,

13 [ F (Jh &%forot}uol}_?l-hen Q—ylmethﬁ) ‘b 33 a’zhydro 1H-indol-5-yl]-3-ethylurea,
1-Benzyl-3-[1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-urea,
1-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1 H-indol-5-yl]-3-phenethylurea,
1-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-3-thiophen-2-ylurea,
1-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1 H-indol-5-yl]-3-thiophen-3-ylurea,
2,2-Dimethyl-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1 H-indol-5-yl]-
propionamide,

N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2, 3-dihydro-1H-indol-5-yl]-2, 2-
dimethylpropionamide,
2-(4-Fluorophenyl)-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2,3-dihydro-1H-indol-5-
yl]-acetamide,

N-[6-Amino-1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3,3-
dimethylbutyramide,
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di m et hyl butyram de; N-[1-(3,5-D nethyl -
phenyl - 1Hpyr azol - 4yl et hyl ) - 2,
wWQ@2@iigedsD- | H- i ndol - 5yl J- 3, 3- di et hyl but yr am BET/D¥E»04/000283
2004/ 096767 PCT/ DK2004/00028% 51 N-[|
-(2-Chl oro-5-trifluoronet hyl benzyl)-2, 3-di hydro-1

A ST 4
czyﬂ;zgiﬁjilp?clbi]ﬁz?%mzae,dl hydr o- i ndol -S yl }-3,
i met hy

Nl eyhgtenOrgior %hewythywrs—aahﬁd@-wmm—w@@-
dol -5yl J- but id

C%I-m?’l(zp%g&ﬁz ﬁﬁ%?oghenzl sul f;nzlr?[)nyr?dl n-3

Ml[mmw -J~(2-1Bfldonoyariolhensil A St diBydrb Y H-Bidol-5-yl]-2-(4-

féﬁo{"?p @’{ %%%W%m?fgﬁoxy) pyri di n-3

N m?fJ@)’z?ol’bﬁmé}fh@h@)‘ﬂﬁz@thbzbkﬁlﬁﬂ%i 5:Y)-3, 33iMeth}Butyramide.
di met hyl but yram de;

3, 3- D|methyl N-[I-(6- trlfluoromsthyl pyridin-3

a'gg L h 1%1 qzm%_ltﬁqlthl%%fnxg tﬁ)kn ﬁzg eczﬁmgt)%rﬁ] glgeitq%i}%‘é%rggeﬁst and salts

tuére@ﬂﬁybiefaréﬁ- di hydro IH-| ndol - 5- yl J- butyram de; 15

%1 - (6- Fl uor o- 4H be 8gdloxm 8yl met hyl ) - 2,
B[ HiGhaed- (Mﬂwmm@wﬁ 9)-23t-dilydrec Hytwilyodibde; 3,

-(6 phenoxypyrldln 3 ylnethyl) -2,
@m?’%w'j% ndol -S yl J- butyranm de; 3,
J\B{DGMrbyﬁ EMNeAlbrotKidp leaat RylmeBpied) 9 dibyslpo-d Hoinddl-5-yl] -3, 3-

mi Ig yl) - 2 3-di hydro-I Hindol-5- 20 yl J-butyram de;
ey BuhFEMdeL hi ophen- 2yl net hyl - 2, 3- di hydr o- | H-i ndol -

L é L
Pl By e RS 3P -Bobbbyic g o

]\3-[ (- deazreberdzyl]) Adeilihbdroyl H-irglol-3-)d]- @mheyylbuttﬁamumanﬁae;
TR VR
N-[1-(4-Fluorobenzyl)-2,3-dihydro-1H-indol-5-yl]-3,3-dimethylbutyramide;
N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-2-thiophen-2-ylacetamide;
N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-2-(4-fluorophenyl)-acetamide;
3-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-1, 1 -diisopropylurea;
Morpholine-4-carboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-
indol-5-yl]-amide;

Pyrrolidine-1-carboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-
indol-5-yl]-amide;
[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-carbamic acid 2-
benzyloxyethyl ester;
3-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-1-methyl-1-
propylurea;

[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1 H-indol-5-yl]-carbamic acid tert-
butyl ester;
N-[1-(5-Chlorothiophen-2-yimethyl)-2,3-dihydro-1H-indol-5-yl]-C-phenyl-

methanesulfonamide;
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butyram de; 3,3-Dinethyl-N[I-(4pyrrol-
yl -benzyl) -2, 3-di hydro-1 H i ndol - 5yl J- butyram de; N[
W0 gob4/@d7eT obenzyl ) - 2, 3-di hydro-1 Hindol -S PCT/DK2004/000283
yl J- 2- (4f | uor ophenyl ) - acet amyge;
2- (4-Fl uorophenyl ) -N-[1 -(4-trifluoronethylbenzyl)-2,

B%t?hé’lygwforlzk"abzﬂ‘??l(i%hl%gﬂz%h@ﬁ .61 lls /ﬁgl) -2,3- dzhyd;o-]H—z%dOL Y-

| uor ophenyl) I sop enzyl)=2
amifler i ndol -5yl ] -acet ani de;  2- (4-Fl uor ophenyl ) - N—[I-(3

R S 2 en S ok

Mgl(f(cﬁﬂ&?@w%ﬁkﬂrmﬂ%ﬂﬁbdz Rl e AL 3-pid-232-di hydr o-
i ndol 4 uor ophényl ) - acet an de;
WFI’W@OBOWIW?hyI 1phenyl - 1prrazo| 4yl met hyl ) - 2, 3- d|

RIS ERNeR A G e S om0
;Hknaﬂabaﬁmukg 2- (4h quorophenyI) acet.anai de;

4- n
1}51[& A3 &hlfgryrfﬁﬁlt/’ww??yl%e%ér%Wf’wd&q:dHrlﬁédﬂ HIH3-2- (4

diby acetanmi de; N-{I -[6-(4-Cyanophenoxy)
l)}r%?)%agg%}%het hyl 3-2, 3-di hydro-1H-indol -5 yl}-2-(4-

NQ1 HoaHdpltdhiyphen degbariyied, 3-2ilydrdI Handgreply Bus Nahide;

@S & ne%fﬁl;%éqizp l(ﬁ)[qggdt [g (gr ?1?%'€é1(<£#ng-tghylmeﬂzyl)-2 3-dihydro-1H-indol-

ﬁ?yhm&ggFluoro 4H benzol 1, 3]d|0X|n 8
zet hyl’) - 2, 3-di hydro- | Hi ndol -5 yl J- 2- (4-
Pﬂ[ Mﬁdﬁﬂm?;hu)plmﬁ&—)dmedwl) 2% dily(ivo-Fivoddphelfna- thiddhph-2¢ 6
henox gyrldln 3
é )-2,3-dil zydro-1Hindol -5-yl J- acetam de;

f¥5@ﬂ&@[lb§;iliéh%ﬁﬁz@th?i)yi SRRIBMo-ZHInGSISLAN Qs dnkdokNER de;

acet azni de

4 fluorophen

RBU{ A eiseeng el Sgvaro 1 Hindol-51]-4
MR - eyt ozel vl i) 2.5 20
N-[1 —( 5-Chlorothiophen- 2—ylmethyl) 2,3-dihydro-1H-indol-5-yl]-2-(4-fluorophenyl)-
acetamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-6-
trifluoromethylnicotinamide;

1-tert-Butyl-3-[1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-urea;
1-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-3-ethylurea;
1-Benzyl-3-[1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-urea;
1-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3-phenethylurea;
1-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1 H-indol-5-yl]-3-thiophen-2-ylurea;
1-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1 H-indol-5-yl]-3-thiophen-3-ylurea;

[1-(5-Chlorothiophen-2-ylmethyl)- 2, 3-dihydro-1H-indol-5-yl]-carbamic acid propyl
ester;

2,2-Dimethyl-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1 H-indol-5-yl]-
propionamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2, 3-dihydro-1 H-indol-5-yl]-2,2-

dimethylpropionamide;
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2- (4- Fl uorophenyl)-N-[1-(5-netl zyl t hi ophen-2

yl met hyl ) -2, 3-di hydro-1 H i ndol -5yl J- acetam de; and
wQ2¢o4/09%d760r ophenyl )-N-[1-(4 pyrrol -1 yl - benzyl PeP2PK2004/000283

3-di hydro-1 Hindol -5yl J- aceg@m de. 25 According to

one enbodi nent, the invention relates to a

0
B ey AR PR g Pl ?Es,)]gn’éd"”‘
Jdbap@wndieof formula | wherein the dotted I|ne s,

RS S e kO o vl f o U Go- B ngor gry%zq(?
]@orbphdnylé{l%bcezﬁmzdé T, U X Z Y, WR R' R R3 Rs

RO R9' R10, R10' R11, R12 and R121
Mr[ & (&S Mo ierfeuritpmethnerhira-2, 3otielab H-indek-&01-3,3-

ceutic conpositions of the invention may thus
{hly g‘}ra'ﬁéebr nore conpounds of forrmula WO

129%411&25?16(5 PATHoDHGEIA LN - 53 iy Fo-3 Bl oL S 5

such as one conpound of formula I or a salt thereof;
Brethyputiamisunds of formula | or salts thereof; or

e t I 5 The
R e L TR e 43?55@0%.% i on
dzmethg)tmbpzoname,ent eral adm nistration, said

r tic si tjaon sjng at_| east_ one
]@'Mﬁﬁ o< %%Pﬁﬁ? ep-2pmai g4 fil‘fé’%@b?ffrlﬁd%’ 5-ylf-2,2-
dihei3 ?zbﬁzﬁhzld}é effective amount together with one or
nor e %ﬁ maceuti cal |y acceptable carriers or diluents.

NG6idminod -@spiflovromdie ! amapbaSadihindrot Héindol-é nl |-B1i4-may

]2{? a mH) stered as the only therapeutically effective
ﬁ%%ff )oK ner  aspect the conpounds of the

Nwmmaq_mvz 8r@:€@2‘hﬂbe$&ﬁ}-@® A%y d-oPEH- tna@f 5@1}3 3-

conmbi nation therapy, 'i. t he conmpounds  of

dlm@mlhubwamif be adm ni st ered in 15 conbi natl on with
A ZF %m;zg 9r oro enz Z%f b if érﬁlhe e C&Zﬁ%f?haa %19%{41‘%/ crzmzde

convul Eefri e
Ngophriney - Bq‘iuom@@mz_y‘mwmwwgnyﬁ)-2m&pﬁd;blﬁﬁzﬂm#5-yl] 3,3-
i nclude but not be linted to activities on: ion

CHERHEVG TR as sodi um potassium or calcium

& ??—Z‘E g%@org?ﬁ%%?ﬁl?}gﬁ{yg fﬁ‘ﬁk%%l—%%)lﬁi%yﬁ%@%lbﬁlﬂamide;
N-[6-Bromo-1-(4-trifluoromethylbenzyl)-2,3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;

N-[6-Bromo-1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide,

N-[1-(4-Chlorobenzyl)-2,3-dihydro-1H-indol-5-yl]-3, 3-dimethylbutyramide;
3,3-Dimethyl-N-[1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1 H-indol-5-yl]-butyramide;
N-[1-(4-Isopropylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3,3-dimethylbutyramide;
N-[1-(3-Fluoro-4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;

N-[1-(6-Chlorobenzo[1,3]dioxol-5-ylmethyl)-2, 3-dihydro-1 H-indol-5-yl]-3, 3-
dimethylbutyramide;

N-[1-(3,5-Dimethyl-1-phenyl-1H-pyrazol-4-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;
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20 receptors the inhibitory neurotransmtter systens
e. g. enhancenent of GABA rel ease, or bl ockade of
w@BAoepsake or nenbrane stabilisation effectBCT/DK2004/000283
Current anti-convul sive nedi gations include, but are
not limted to, tiagabine, 25 carbamazepi ne, sodi um
L S e P e B Rl e AR o
chmaﬂyﬁuudmnak wel | as nenbers of the benzodlazeplne

R L TR o s b i TG 7o e o oL e ingo 1 -
lpgyaﬁcﬁég3gy@g@ﬁb Q&ugpe KCNQ'fanlly, in particular

subunit. I'n one enbodi ment, the invention
3 2 Divethyt-N- [ HE-nitdyloty-pymédins-yhoedyl S dibndo-1 Bandnl o vig
%}the invention in a nethod of treatnment. The
611716fleer or condition to be WD 2004/ 096767
P@J[mﬂﬁwﬁuwmpﬁ%ﬁmﬁﬂmeﬁ??& ediprd-nALRIsIEA) -
iS res{gonsn ve to an increased ion ow i n a potassium
T hrdfmahy Buptemidet he KCNQ fami |y pot assi um i on

B ORDBam bt S AL, Q1B b 150 S 0 BIBE BN 3

er “or “con ervous SYyS

diinethplbopewmtig; of the invention are conS|dered usef ul
for |ncrea5|2% onh flowin a voltagg endent
%ﬂ@gﬁh@m{w rieifupromethydinigin-dubnet @dro-Hfndol-5-yl]-

s of the invention are conS|dered useful for
prevention treatnment or inhibition of a disorder
333 -Domeidyi-Ned - Beerfylrlespghhiophtn 2 aiméthpl) - Fsditly dron] H-iminl-5-
a 10 potassi um channel such as the KCNQ fam |y
Jﬁf?%@éﬁﬁ ‘ion channel s. Such disorder or condition is

e8I Y- AUk T{]Jd.efdz@&n QW&:‘M;ZS’D ﬁizzhpc% GRS doA5-y17-3,3-

nervous system e conpounds of the invention aré
Cﬁmgﬁwﬁmnﬁamgked useful for preventlng, treating or

SR LA e R e U L e

@%%hﬁ&% di sorders and neurodegenerative disorders.

Accordlngay t he coggounds of the invention are
S oAUy EN-[isSuehriorphaval-isexsrehtvimethyl-2 Sadifeedio-lgt-indol-5-

Jggg %%%%g%SOfeg:fngsrs ngngglg:ggfdzggh ﬁZuropathlc
Nl -Bepdodb friiop e B givedtiaili 3 ditiy grr tidtisdol 20y1)-3, 3-
dimethylbutyramide;
N-{1-[1-(4-Fluorophenyl)-5-methyl-1H-pyrazol-4-ylmethyl]-2,3-dihydro-1H-indol-5-
yi}-3,3-dimethylbutyramide;

3,3-Dimethyl-N-[1-(5-methylthiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-
butyramide;

3,3-Dimethyl-N-[1-(4-pyrrol-1-yl-benzyl)-2, 3-dihydro-1 H-indol-5-yl]-butyramide;
N-[1-(4-Chlorobenzyl)-2,3-dihydro-1H-indol-5-yl]-2-(4-fluorophenyl)-acetamide;
2-(4-Fluorophenyl)-N-[1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-
acetamide;

2-(4-Fluorophenyl)-N-[1-(4-isopropylbenzyl)-2, 3-dihydro-1 H-indol-5-yl]-acetamide;
2-(4-Fluorophenyl)-N-[1-(3-fluoro-4-trifluoromethylbenzyl)-2,3-dihydro-1H-indol-5-
yl]-acetamide;
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According to one particul ar enbodi ment, the conpounds

of the invention are thus considered to be useful for
w@e@umemTsng, treating or inhibiting seizure di BOT/OBRE4/000283

such as convul sions, epilepgy and status epil epticus.

25 I'n one enbodi nent, the conpounds of the invention

G P BRIt oD 2 SR Rl T -

convul’sions?” “I'n"anot’ hér e
Sfiheop/enplpanesmade; t he i nvention are consi dered usefu

| n.t revention, treatment and inhibition of .

A G aseris- Lt b R S o-Bbindol-5 1] 2-
(ﬁﬁhé#%ﬁ§mﬂyacaghu§nother enbodi ment, the conpounds of
the 1 nvention are considered useful in the

81 éeiithlam; S-trifbar oreethylaantyl) nh3-Diltyidan | Bfindao- @i A2 (4-

i sor de% suchg%g anxi ety and WO 2004/ 096767
Jg@*i?% AF 6 55 conditions and diseases rel ated
NG 1930 T12b/ophdoxHaL B%}i’;ﬁ@szlaﬂ%?%FHle—%ﬁ@étﬁBﬁ]—ZW—&z’@ydro-JH-

agor aphobi a,  panic disorder wi t hout agor aphobi a,
lagdr%plﬁdbﬁaﬂmmmyl)fﬂ%ﬁamdﬁ;of pani ¢ di sorder,

. hobi a, saci.al phpobi her ecj fi.c
RSP OBl B b B P oo TG ik vt
JBlov-&5iendl)-aos8mide; acut e stress disorders, generalized 5
anxi ety disorder, anxiety disorder due to genera

|
il earorbsmdl-0rdn(3-wetbut-baveel bl irpherd -Yamigiiel) v, 3-dihydro-1H-

Ol S0¢ der .ation anxi ety di sorder, adjustnent
l%%?di%@ﬂ%?a%%gﬁfornance anxi ety, hypochondri aca

i ¢6-0u s o-4dnkerzvyl, ldimiin 8y ilerty -0, dngdrat | H-omidl-ca)l]-2-(4-
j&%ﬂditi%n and 2ﬁbstance-induced anxi ety di sorder and
KORBEPVIPEHIEEE not ot herwi se specified. 10 In yet
BRRFRRF o BRANTEN - p ARG PR B 1) 08-S D LB S 317 -
c(gﬁsi de?ed u)gefuI%i% tﬁgsaprevegtilor{}t'reé mnt]lﬁ%g@f?ﬂ]
deafairtidle;i on of anxiety disorders such as anxiety,

S IR C e
RBMBYY, Ppost-traumatic stress disorder, acute stress
reaction, adjustnent disorders, hypochondri acal

i Blugeephend bYaflaf - Ghilearepleany!) d-weitwie  H-pyBazol-4-ylmethyl]-2, 3-
0 i ecific  phobias, anxiety disorder due to
[g%ﬁ%?g%%ed%%% F}_ ccg]%]agfﬁf]‘lgon and subst ance-i nduced

BWF BioYophien)-Mef1-(S-methelihiapient By ineio0d2, BRIy dré-ME-indol-5-y1]-
conmpaunds of the invention are al so consi dered usef ul
qegiaptiée; gidvent i on, treatment and inhibition of

NEMF %%ﬁieﬁyl})—ﬂ}i-ﬂ -@lﬂﬂzrmlgf-ﬁli—ﬁb%zﬁﬁb,@-dihydro-] H-indol-5-yl]-

acetamide.

According to one embodiment, the invention relates to a pharmaceutical composition
comprising one or more pharmaceutically acceptable carriers or diluents and a
compound of formula I wherein the dotted line, s, q, U, X, Z, Y, R!, R, R? and
R’are as defined above, accordingly any of the dotted line, a, b, ¢, d, e, f, g, h,j ks,
q,L, T,U,X,Z Y, W,R,R", R, R*, R®°, R, R®, R, R", R, R, R”, R"", R"",
R, R" and R" are as defined under formula I, or salts thereof. Pharmaceutical

compositions of the invention may thus comprise one or more compounds of formula
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20 di sorders such as allodynia, hyperal gesic pain,

phant om pai n, neuropathic pain related to diabetic
woewropashy and neupathic pain related to m gr BET®K2004/000283

yet anot her enbodi nent,, thesgconpounds of the

i nvention are considered useful in the prevention,

ene s A

1 SEhTEReo P Ak A0 oAl oL RHERRTAIHR MatERE gy

ohpoaads efifotrhyplbh & os silerthaiest; oathred ¢oppivuads eff ferrahila I or salts

ECl erosis; Creutzfel d-Jakob di sease; Parkinson's

the€ehse: encephal opat hi es i nduced by Al DS or

i nfection by rubella viruses, herpes viruses, borrelia

and unknown pat hogens; trauma-induced

Tieunvehtige iersgirdvides a pleumacaitichlyqoarpexition &b aval axtpatenseral

uch. as.in di canment . w t hdrawal or intoxication; and

IS ign S A PP Y o3 PRI RS SRS o compound of

BRAYIAYDr D8k BB Eh a AerRRUNOEN PRGN &30l theether with one or

polyneuritides. In yet another enbodi nent, tgne

mongphamekseuticallyaceaplabie ¢asriersoe ddeands. der ed useful in

the prevention, treatnent and inhibition of

neur odegener ati ve di sorders such as WO 2004/ 096767

IR DO (HORBBZourkk & HeeiniEition fha§ €S &dministered as the only

Huntington's chorea; nultiple sclerosis; ammyotrophic

therepewically effeqtiys cempeindt zf el d- Jakob di sease;

Par ki nson' s di sease; encephal opat hi es i nduced by AIDS

or infection by rubella viruses, herpes viruses,

Ihanothet aspaoidthe ckmpoimdsaifhig ventioraindy be atministatd e ch part of a

neyr.odegenerations, 5 In ye(iﬁ anot her epbodi nent,  the .

@ oS EPY e | o SATPEHIdS of BsrSy ERioBdAY deyidmigistered in

ol iRdiBUE RidhO %the&rﬁ@}a?\%ﬁﬁcaﬂpdeffmiv@' uaﬂgoﬁfdsnﬁwiﬂg g anti-

hyperexcitation states such”as 1 n nedi tament

osnvhldivawedparties. Thedffsatsi dinsuch Gthidnecompoends bavimg enti-desvulsive

ds show ffect i .ar. f th
Op B ey TBe B FoRE R UOGFHSS Thr ough the KeNGR
channgh chitfefsbubis asasoﬁﬁﬁ‘ii%@asﬁlﬁnﬂ chlz\ﬁ&hﬁ%ﬁnﬁls the

conmpound at the target channe X1 mum

el ecttheshoitddryl&minbi adid isgstempeags Usleclafle sei modwstion of NMDA
I nduced non-specific CNS stinulation by electrical
meanst® 8P ocar pi ne i nduced sei zures"

e the inhibitory neurotransmitter systems e.g. enhancement of GABA release, or
blockade of GABA-uptake or
¢ membrane stabilisation effects.
Current anti-convulsive medications include, but are not limited to, tiagabine,
carbamazepine, sodium valproate, lamotrigine, gabapentin, pregabalin, ethosuximide,
levetiracetam, phenytoin, topiramate, zonisamide as well as members of the

benzodiazepine and barbiturate class.

In one aspect, the compounds of the invention have been found to have effect on

potassium channels of the KCNQ family, in particular the KCNQ2 subunit.

In one embodiment, the invention relates to the use of one or more compounds

according to the invention in a method of treatment. The disorder or condition to be
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Sei zures induced by pilocarpine are often difficult to

treat with nmany existing antiseizure nedications and
waoeomepd7ert a nodel of "drug resistant sei zur eBCT/BE2004/000283

"Electrical seizure-threshol g, tests" and " Chemi cal

sei zure-threshold tests" These nodels neasure the

prct—:%e%]?é?lot %at?& %teﬁ% %%1 a:‘r‘g 81'31 %% 'ageté ulg’a ffé)%% a potasglum

Gehidl secH 43 the KON famﬂy\wtggb&hﬁ iddl ¢HAhhdlg Sudh dtsbrdes otisddlition
as a neasur.e of di sease progression, as in nornal

1§ RreterpRlytafisordey arepnditian Of ﬂletCﬁn%al REEIONS §¥Sfelror e sever e

as the animal receives further stimulations.

According to one particul ar aspect of the invention,
T]ftaecou:@mndmd&ha ey eKIGNCR e @ohdidared wiefid faninEe€aéingfon fsgin a
than nM such as | esg.than 10000nM as, neasured by
Yoiage- é SRt DOISPIHE QamaR {1 ww@&gﬁi #rehyeesiop

channel ™ which is described below. According to

anot her particul ar aspect of the invention, the
BempopodsdseEh&ENeationare icossiddrehuseful E@SiDe pfevleaiscm tieatment or

2|
Rl Gl R P O8R b REPHETvERaR Higtshsfdfou iy i
potasdRBLEHRBE Saeh BYthe WORQFAHLAY Boadsii ToMzRA04E CARRBorder

57 According to yet another particul ar aspect of the
qripeBditips is prefreabdp Adegries onewditicondEheesntrabneaieys sypiem.
EC50 of I ess than 200nM such as | ess than 150nM as
measured by the test "Relative efflux through the

RiNGEnpohadnef the vieation sre dasaohsigeted abaiul foﬁpr%@éﬁli’r@i t¥eating or
to onerfgartl cul ar aspect of the invention,

IS FOL er éﬁeaégswcatas s¢igyg disqedersy selﬁf@p%glq and gpjgraine
"#}{@fg hecdcur ed bel ow.

I%&ccor ing’to ot ecgeg)%artl cuﬂék&{g%é’gﬁ?%?&érﬁ

i nventi on, the compounds have an ED50 of |ess than 5

/kg in the test i mum el ectroshop
Aot tou e epismins Ao et Mol i epsgention.
datthB8 or Mﬁﬁtﬂbﬂ of dﬁbﬁeﬁ%@ﬁﬁlﬁ%é’@%ﬁ a@BorFREbiRf epﬂeﬁ@s
than 5 mg/kg in the "Electrical seizure -threshol
ity disowdletsChemrppathic peinzandmeurodpgeanstadivel disexders. vvhu ch is
descri bed bel ow. Some conmpounds have few or clinically
insignificant side effects. Sone of the 15 conpounds
RERrdifE o bRSpREC1A dibAiBef the bem! P&)‘i@ll Qo€ EheSBMtstioM re thus

hypot herm ¢ ‘'and ataxic_actions of the conpounds.
considered to be useful for preventing, treating or inhibiting se1zure disorders such as

convulsions, epilepsy and status epilepticus.

In one embodiment, the compounds of the invention are considered useful in the

prevention, treatment and inhibition of convulsions.

In another embodiment, the compounds of the invention are considered useful in the
prevention, treatment and inhibition of epilepsy, epileptic syndromes and epileptic

seizures.

In yet another embodiment, the compounds of the invention are considered useful in

the prevention, treatment and inhibition of anxiety disorders such as anxiety and
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Sonme of the conpounds have a | arge therapeutic index

bet ween anti convul sant efficacy and side-effects such
w@goosopesT nent of | oconptor activity or ataxi cPE€f/DEC08/000283

as 20 measured by performange on a rotating rod. This

means that the conmpounds will expectedly be well

6&1'dﬁfo%§ 664 Hﬂe;ﬂ?% fewséto&%{@ ét&lug%ﬁ ggoﬂggo% I Bsdtferisi ﬁﬂ

before sid ects are seen iance Wt
agmeaphbblraammmdﬂsm delxwﬁhmledtggrabbolg@ agomphiobia without history of

t,rat h dags ted Ki
T P ror DL Fo-Ca ArObE A Aloh e CHI o asive-
Qb S BshrAYe ﬁ%étgﬁmﬁﬁtf%s Wsée0 hARE str&E EREdep) %ene%g?hzed

Definitions The termheteroatom fefers to a nitrégen,
Wy@b disordes @nysietsr diserden duc3o gizdrdgeeiont amsdifibn sniostance-
do... The e
BB GmeRTsln Satiich B RS RenFomstent dsprear.
ﬁfoﬁnalhdéydmﬂeﬁg b§poctokenydal Giordefs2arfkictl Kisbyder BhEOtend e

term Cl_6-al kyl refers to a branched or un WO
rzgfb@ﬁ G9BYiivn ek FubRE00 D osEiotE disprsder praiareiaty Hisgrdsnpot

l%ﬁfﬁ’ E*b ne to six carbon atons inclusive,

|nclui ut" not linmted to nethyl, ethyl, 1-propyl,

P jm“t(apgiﬂhsr émlhndlmient ﬂtebjomploun(&-cﬁ’elﬁd'\mk/eﬁétomr?@ yonsateged useful in
[-1-propy Si enyl _and

tée P%?VS% Watmﬁééﬁ@df’mb&ﬂ}l of&%heafrf&wde@ §esh sty

é?;‘ﬂgﬂaﬂgecf SRt WRotdr %aﬁccﬁ&{%@q oBleRBe cor H@%ﬂﬁ‘% AR social

doubl e bond and one ™5 trip bond respectively
pheblaygénfigrniznte aotiety) prist-gaduhaticettivendisorder, epee yﬂress reaction,

TN ST T
a‘g& a?h@lblﬁ edmbkifigphdbias, adx Rtk er Y Eeneﬁl%é(ﬁédfbondltllon and

refers to a branched or un-branched al ky
S@b@i@pﬁeﬁa@m@r@gan&@tyf@@(wﬂ@fne to three carbon atons
inclusive, including but not limted to nethyl, ethyl,
1-propyl and 2-propyl. Simlarly, C2_3-al kenyl and

162/eBardlther RytbodingSinaké torepotinds Itk Gidahos Bh@ @uBidered useful
hhaving fromtwo to three carbaon atons, including one

g Mféve%’@ﬁdﬁ%ﬁ%e%dtlmbﬂtl@n 96 AetPRasE PRINAadymigraine pain
LA, Bl 3 RN gl SO i e
tadm’oepgnguropatﬁy Mn@mpmﬁslﬁimraat%@&nigmh@al k(en)yl and
C3_8-cycl oal k(an/en)yl nean a C3_8-
In yet another embodiment,, the compounds of the invention are considered useful in
the prevention, treatment and inhibition of neurodegenerative disorders such as
Alzheimer’s disease; Huntington’s chorea; multiple sclerosis; amyotrophic lateral
sclerosis; Creutzfeld-Jakob disease; Parkinson’s disease; encephalopathies induced by
AIDS or infection by rubella viruses, herpes viruses, borrelia and unknown pathogens;
trauma-induced neurodegenerations; neuronal hyperexcitation states such as in
medicament withdrawal or intoxication; and neurodegenerative diseases of the

peripheral nervous system such as polyneuropathies and polyneuritides.

In yet another embodiment, the compounds of the invention are considered useful in

the prevention, treatment and inhibition of neurodegenerative disorders such as



cycl oal kyl - or cycloallenyl group. The term
C3_8-cycl oal kyl designates a nonocyclic or bicyclic
w@ 00020761 e having three to eight C atons, incPCODKEQ004/000283
but not limted to cycloprogyl, cyclobutyl,
cycl opentyl, cycl ohexyl, etc. The term
I n [ e n c
PaSrY S BEE M R0 0P 3,8 JRIRIGHL ooty e
sclecdsisg |G]rg1tﬂff&hi fhirab ldésebeen Barkiifsen e Xijyeases buephalopathies induced by

| qal and C3 6- cycloallc(an/en nmean_a
@*gorl 0891& F&gﬂ?@% vinggese TP EaliRsey Pogriia d H@ow pathogens;
a%_uﬁduﬁﬁé%@@eﬁﬂeux‘%ﬁé%&@ﬁiﬁ%ﬁs a monocyclic or bicyclic

carbocycle having three to six C atons, including but
5 not limted to cycl opropyl, cyclobutyl cycl opentyl,

cycl ohexyl , -etc. termhte yclolken l. .
1545 SRR sty By pERRIRGF Ol B e ey eltderag usefulin
W BFeRbitidn) Gedthidt Akl ihRIbIRE dﬁ‘leﬂrohﬁ’l @p%ﬁ%tﬁﬁ's%és%ch as in
from 2-7 carbonatoms and 1 or 2 heteroatons selected
medieanpent ithdrave oNDI@OCIIOB96767 PCT/ DK2004/ 000283 59
When two substituents together with a carbon atomto
whi ch they are attached forma 3-8 nenbered saturated

10 THe ibiAaiod padedesrdongpounhdscshotig eftat Inyore @ hddre 81 thedlldving
het eroat ons, then a nonocyclic ring systemis forned

53 to 8 atorrs sel ected from 1-8 carbonatons and 0-2

heger. f Bhe®- Exanples of such
ring g{ae ysterrs are hﬂl[lopror%/%S cycl obut yl ,

cycl opaithyié a negedre bésilpotehiog of thieompound at the target channel
hal o- C1_6- al k%en/yn)%h desi gnates Cl_6-al k(en/yn)yl
bel‘ngl\é%@l‘lm BEEPShp one or nore hal ogen atons,
i ncl r

15 Simi | u@'h[t% ib h'%nﬁ%ﬁr&gf %@&ﬁgﬁ 8 (f(er(iebf )IH)?l sggcgilhpﬂl\%s stimulation by
C3_8- elgtm}lmme(mm)yl bei ng substltut ed vvlth one or 10
nmore hal ogen atons and hal o- heterocycl oal k(en)yl
de8i gRALeEPHEIRIUSEY 841EHPK (en) yl  bei ng substitut ed

V,\\fRag Fgenéﬁ“ %fl pgf_?(%e K n@gﬁ?yﬁtaggéflten ?fe 't treat with many existing

Cl_6- a:ltlkéleuméyn&)d}datlbﬁi algl soubf¢dt buieid] offdring PSIbRIND &izures”
The term NR12R12' - C3 \é% oal k(en)yl designates

20 c3=g-'difeqte! ﬁ%léﬁ)e;threﬁ@d fsngnd Uiblsriicel ssiruf-threshold tests”

NR12 bRl W B NIRRT R h 613 Emfr G R Ales Qleeni}ﬁﬂa’ceq s being
al k(en yn?§| 5

esi gnat es
C3_8- my«hdls)‘diakcﬂﬂc@twmm‘br &mp@tﬂmbqﬂ@lxd&ia’p eeimgre initiation.
substjtute NR12R12' . \When any of
NRIZR]&AZHY@% %\f“Hﬂ]P(l(gen/ yn)yl, NR12R12’

C3_8- Wh?dhqghkéd%)a% £di i Is th
oA e of dieasg progressiom, o Y| grmals the
25  opti (Healutqs in this motlaltgadmdrdn savens thd animal receives further

stimulations.

According to one particular aspect of the invention, the compounds are KCNQ?2 active
with an ECsg of less than 15000nM such as less than 10000nM as measured by the
30 test “Relative efflux through the KCNQ2 channel” which is described below.
According to another particular aspect of the invention, the compounds are KCNQ2
active with an ECsy of less than 2000nM such as less than 1500nM as measured by
the test “Relative efflux through the KCNQ2 channel” which is described below.
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Cl_6-al k(en/yn)yl, C3_8-cycloal k(en)yl,

C3_8-cycl oal k(en)yl -Cl_6-al k(en/yn)yl is 20 optionally
w@dpsdd7er ed with one or nore substituents PCT/DK2004/000283

I ndependent |y being Cl1_6- allfen/yn)yl,

C3_8-cycl oal k(en)yl,

oadik 4Ry f! 5 / l: Ar
KeBacl bopbAER, p ol bitk O of T i iibh, the SorSihas ar
IOIN& 2 dkifre mAthrany Csa ol sy than CBOMM such as less than 150nM as measured

i e I R AR 1 St R K GR2 Blsely ot is described below.
cycl oal k(en)yl - Cl_6-al k(en/ yn)yl - carbonyl group,

wherein Cl_6- alk(en/yn)yl C3_8- cycloal k(en)yl and Ar
Agcerding tesiapsitiaioaspeciinbthetimensionghe corepamds bget ankEDs of

407 Ll RER e BB ot S RgeSatiogt bfow.
Afordngkd ntittpaititalat aspecOéf tBe BRehtitid t}%rcohﬁioaﬁma%%n EDso
then a monocyclic ring systemis f or ned by "4 t

Htlensdhanst metledn the oph “eiminy Sepsreshabiwhictyis deseribed below.
carbonat ons and 0-3 further heteroatons selected from

N, S, or 0. Exanples of such ring systens are

MJetdmlg tte(;)nd;ﬁirtaedlﬁ‘cisp&m of (b filiventich, ke cdf@(ﬁ@ﬁ§h£mﬁﬂl®)50 of

04/ 00028 60. pi peridi ne, piperazi
lﬁsﬁr a??g m&ﬁ ﬁ oFlectrigyl sepregitiesho{d iesty and dCh%n,fncal seizure -
tlﬂ&ﬁ&&%s‘td\b/@ﬁhm A%Blin Ll hgow et a-l actane, tetrazole and
pyrazol e en two adj acent substituents together with
the aromatic group to which they are 5 attached form

4-8 nmenb d ring, i ch optiognall tai son or
SO ComRQuRds RRew i sfinigaly RS salficant decetfeston Samg of g
RLYFENELArS GhR Aok o s &Qﬁ@ﬁ’lﬁ%&é@seﬁ%é)h thermlc and
heteroatons selected fromN, S, or

gaxiaewions o§ thssompaendss nay t oget her form -(CH2) "

, - CH2-, -CH:CH-(CHZ)m'"-, - CH2- CH=CH (CH2) p, , -,
- CHECH- CHECH- (OHR)" "<-O, -0-(CH2) M- O
Soaitof@hé %ﬁﬁ)@lnds @ave a %tﬁe@b@ﬂ@ﬁﬁ@cbemeeﬁl@ﬂﬁbomuﬁam

-S(CHR2)m'-S-, -CH2-S- (CH2)p"-S-, -CH2-S CH2-S- CHz-,
eﬂ(i(@qz)and s1dR".q.ffects Np,pl{ @Hmpmrmem]-q:f locoq;p,qgon\qpqn(v(gqu ptaxic rqlﬂfects as

ool Tof g Py R
expEbdlDbe ovell-thtefitbdSn, patibes pérmittingitiehldosds Rrbesed befose side
3 or 4 and 15 jslor?2. The termAr refers to
§%ﬂs SHafeey- a‘é@s%hy qoRbianes w%fhecthgrw Wit emec@dtvdoeo%aoé@ﬁd
AR rati MR dBes 11‘13?;%6 é&ﬁftedl gﬁiﬁ{n?‘?ﬂe AR RY R cacious
ent Iy

repl aced by heter oat epen
in patients who would otherwise have side effects with other medications.

Definitions
The term heteroatom refers to a nitrogen, oxygen or sulphur atom.
Halogen means fluoro, chloro, bromo or iodo.

The expressions Cj.g-alk(en/yn)yl and Ci.¢-alk(an/en/yn)yl mean a Cig-alkyl, Co4-
alkenyl or a Cj¢-alkynyl group. The term C;.¢-alkyl refers to a branched or un-
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selected fromN, S, or 0. Exanples of such Ar groups
are optionally substituted 20 phenyl, optionally
wa@awgipd7et ed naphtyl, optionally substituted pRCT/OKa@®4/000283
optionally substituted pyrrgle, optionally
substituted pyrimdine, optionally substituted
substi t ut dol e tlon

| | d l.
e bR L e Bh gl Ron” S bishtbar o 20 FronfRtsy AR but not
1aRitddORamkthys Uis lipt@ﬁfltilpﬁ)wl g- l?ﬁgl QPddtAn erh&th?ql- -propyl and
u

substi tuted oxazol e. be Stituted with one

Zomethyt-é-rsemdt Stndals Gzrdféb@wdj @nd | G-k iy Lhieapeskiyelyp Yesignate

g@ll g&%@ loafbg B?Woém %a{r elﬁq,sy%;ff;}ﬁﬁ{g%% Qi)o}ﬂ)le bond and one’

thpleob@ﬁ Bespbdtiveny, Mﬁ&l}dﬂmgﬂiutﬁncal lited &) ethedyy,, propenyl, butenyl,
8- alk(en/yn yl ox acyl, nitro or cyano,

et@@mmr@j}mé' & ‘zl%}ﬁl})f{}n) yl, -CO N(Cl_6-al k(en/yn)yl)2,

-NH2, -NHC1_6- al k(en/yn)yl -N(C1_6-al k(en/ yn)yl) 2,

- S- Cl 6-al k(en/yn)yl, -S02- C1_6-alk(en/yn)yl, -

B@ZNpﬁ?ﬁsEﬁnaCk{—elﬂdqwb)rwl) meam;da CoeRNEH,OT,. 5aﬂrlekjlemﬂ y rOz;gLalkynyl

St AR R YR SRR b HRSAeRSS ) b having

fﬁﬁmﬁé €8l tHrbd Barbvh hﬁﬁlsola&msmal ihYueRB ik Ast BRGe@%o WMikhyl, ethyl,
het er oat ons and whi ch may be saturated or

lupronyuraade @-propy 2 08uibely7 6G.- P@kﬁlDF{Z @od/ 0p02B3nyk 11¢Fpestively,

%?i%ggtg%?% ﬁ‘f&ﬁﬁ%‘ %FVI&%%)HX%? go-ﬁ'ﬁ ka§r§ nr{ Xto)n% including one double

ohd Garrll ki@ ﬁﬁﬁ]&) lﬂld)n(h @é@é@ﬁ%@‘ Qilélﬁﬁlﬁ?)b’dt ne llmlted to ethenyl, 1-
Ar - Cl- 6-al k(en/ , C3-8- cyc | c(en)yl,

DAPREREE, Erigeneny RI(OéﬂI}}SH ethynyl l-pr0pyny and 3-propynyl.

Ar- C3_8-cycl oal k(en)yl - Cl-6-al k(en/yn)yl, Ar-

Cl 6-al |l (en/yn)yl-C3 8-cycl oal k(en)yl,

Tre- @fkpﬁesﬁbks( e yoyotdalkieni oayt| Oal- k}((ﬁdi@lkdan/eﬁ()lyl Smean a Csg-
cgfgl%l hérﬁ d‘gp]}é(iﬁﬁ%{ | %C%/I? - ktggg lC?)é%’ycloalkyl gelsi(gng els %Xmonocychc

I / /
%3 3_1%?0?30%5‘%&:)'0 en%rggggéégfegl gﬁ” tydtmpyn nc‘udmé byt not limited to

catlopmply nc)}gcﬂqbuyylcgyaopgmyloa;bftloheay),ybtp The term 03 g-cycloalkenyl
Cgélﬁn%%é k(lgf)]%%)é{?qﬁ%/ ﬁ%( zgaﬂcl}% i& rcgr cyc ea ilkxglen)tﬁree to eight C-atoms and

if¥Indthg Bnalikiebym.y! oxy- Cl-6-al k(en/yn)yl, Cl_6-
alk(en/yn)ylcarbonyl C3- 8- alk(en/yn)ylcarbonyl

Ar-carbonyl, Ar-Cl-6 10 al k(en/yn)yl carbonyl,

C3-8-cycl oaI k(en)yl -Cl_6-al k(en/yn)yl car bonyl ,

-CO-Cl-6- alk(en/yn)yl, -S-Cl-6-alk(en/yn)yl,

P80 2xfiesfiond KCeptyodalk(eAyll alD20;. ;Lc@oauadais/(eﬁ)s/lyﬁieﬁh a Csg
Cl-6-al l c(en/yn)yl oxy-carbonyl - C1- 6- al k(en/yn)
cczsloaﬂwircqrcfap B«'ﬁ Ry Faye. %rtmﬁmaclealgmeé %rﬁw monocyclic

0?301 a‘?ﬁ;(!ycfen hX\LlPé:]tm%e acb ﬁ)‘? 2 21?%/{ n@@# ’boc?l@ yﬂot Griffed to

acyls ‘acyl -
@fc}pbfc@&l Byclpbhityhlcklepontyl, c3a:d:ghexyl etc.

The term heterocycloalk(en)yl designates a monocyclic or bicyclic ring system
wherein the ring is formed by 4 to 8 atoms selected from 2-7 carbonatoms and 1 or 2

heteroatoms selected from N, S, or O.
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15 heterocycl oal k(en)yl,
acyl - C3-8-cycl oal k(en)yl - C1-6-al k(en/yn)yl, acyl-Cl-6-

wW@badog0eq16yn) yl - C3- 8-cycl oal | c(en) yl, PCT/DK2004/000283

acyl -Cl1_6-al k(en/yn)yl - hetergpycloalk(en)yl
hydr oxy- C1- 6- al k(en/yn)yl,

Y?% B¥d's t1§.1 ﬁ% Ct!r)g ?]{;é(wﬁﬁ’) ¥ J:a!rbc;]ry a(tj[ 2% which they are attached form a

erocyc

hy @mmeréassa&rawd lod ahdefieraest hn@klﬁcmﬂt{oﬁlﬂywmhms lor2
dr ox Sdé - al k( en/yn yl - C3-8-.cycl oal k(en

PYRYSCREB2 BRORYHIFAYg SyFF@‘PéF &iwfi 6313 kte érﬁtgms selgpted from
1h§|09r‘b§11:at§m§|aﬁé @rd %rY)L n{é%tzlﬁag&; fr@gf%cé QK @B mples of such ring

hal o- het erocycl oa

el atgeiprbpbieyeiahisl aytlonyyth, cyclohexyl
hal o- C1- 6-al k(en/yn)yl - C3- 8-cycl oal k(en)yl, hal o-C1-
6-a||c(en/yn)y| het er ocycl oal k(en) yl,

T erdrhalb- @1) J‘élﬁ@é%&)%'deﬁ@nat@@&-ﬁﬁ(e%fyn)yl being substituted with

cycl oal k(e
tnglog nEge al@g@n @iams(leanl)lyilng(bllt Botdinkitesktoyriflydromethyl. Similarly,

}hagcf §3ﬁ &/cgp%lgbeg ygl %?}gﬁ%ﬁ/&s g/_\?ycfé@gﬁr%éﬁ %éubsﬁdted with one or

1Bble(lRMgEA Mms daHal- @m%c??d@d]@(@hﬁi ﬂé&%{aies heterocycloalk(en)yl

cyano- het er ocycl oal k(en)y cyano- C3

heyng SRpitatedyyigh oug argnereibiglogesy atpys,

cyan-Cl. 6-al k(en/yn)yl -C3_8-cycl oal I c(en)yl, cyano-

Cl- 6-al k(en/ yn)yl - het erocycl oal | c(en)yl etc. designate
Bhecrng NRIPRA-0) walkedn/yiye] &bighate 0 6-alk(stuym)y] bemg substituted

%ﬁ&;@%ﬁen | Wgé)lwzﬂlk Ca( i Cﬁ{(esn)gzlf/(%e!sf)g%latkes Css- clycloalk(en)yl

| 17 |
R PR R T 1@%@“&%@ FRIBARINE G e
aé]d@n@n)ﬂ‘@aﬂ@t@é%?@kl@ﬂ%{b@ﬂ@@éﬁ&@@ﬂﬁﬁyl i@ g hubstimbddswith
Skt bResahy SRR CL eI aablbetgpr nd
Ntntzﬁi% aigl 3903@182111((@991 t:a 95]1k§e’i1/31n§y1 ip Bﬁt’icﬁﬁﬂ? ldﬁlbé@ﬁ&thd’ then any of

accegt abl e s, ampnl um and a

Grrdk(eusmed) Css-cwlqaib(ep)yér%ac@ghaﬂﬁm)yl @cc@lbf@bylﬁyl is

b R MM TR0 shESnEe e R B L O
AxEhshRh] ¢; Phalcagenyl, Glsloycloalktapilab) calk@hlym)dfor e

conmpounds of the invention formed with non-toxic
acids.Acid addition salts |nclude salts of inorganic

Achda h%?en‘{"%é to ggﬁ%&&&to‘%‘hﬁﬁ cRe ?@ﬁg{)%%%‘ényl, Cag-

exanpl es of € 1 norganic
dwtdjaﬁ«(daﬂ)y}caxbpnﬂlOAlnﬁcdfmhyloAmCh 6 aﬂig(dm/gn)yd:badoorghblf aCi.g,

fam ¢,  phosphori d the |ike.
seetoeDderii By vy ES o oty BtEinganm A GRbES L Css-
dyREIHGEN | L5 Lo arBGEHESned dbbY &I or oacet i c,

trifluordacetic, propionic, benzoic, cinnamc, citric,
fumari c, glycollc, lactic, maleic, malic, nalonlc

%g]g }ew)lﬁc!? gl?bsg u%lltis %(5ge%e% rvxlllﬁl att 55&’11' aﬁbmﬁg lvs}hgéfl they are attached form
a 4-8 membered saturated or unsaturated ring which optionally contains 1, 2 or 3
further heteroatoms, then a monocyclic ring system is formed by 4 to 8 atoms selected
from the nitrogen atom, 1-7 carbonatoms and 0-3 further heteroatoms selected from

N, S, or O. Examples of such ring systems are azetidine, beta-lactame, pyrrolidine,



10

15

20

25

30

et hanesul fonic, tartaric, ascorbic, panoic, gluconic,

citraconic, aspartic, stearic, 15 palmtic, EDTA,
w@byogoPi767 p- am nobenzoic, glutamc, PCT/DK2004/000283

bi s-met hyl enesalicylic, netpanesulfonic,

et hanedi sul foni c, itaconic, benzenesul fonic,

Sobflitienssulhan e acds m&g%&% RS e 26l 82 olidine,
dzeﬁmnéﬁmhytaknw&uam@iebﬂ@pwame Furt her exanpl es of

phar maceuti cal acceptable inorganic or organic acid
addi tion saI ts include the pharmaceutically acceptable

Wakh ?w@g egﬁ @@osﬁfheﬂ‘g t%@liép\mt%cthe agoéiaaﬁ‘%? L§Y \%Héglpgli@ are

|ncorpor herein erence
dakhesl ﬂonnlauﬁé melmlimrazdnun§ adncﬂmmpnala;smmnmS OrBEgeTEESiou M

| t d.the . 25 EX f
SO TRt e iR EiTT SRR Pudes SR RPGHES Aeanys-
AtiRlthhs andt(T » ABeiatoms SIdRYd-frod X rS°?513’©t @lydh two adjacent
diethyl-, n-butyl-, sec-butyl-, tért-

Sﬂlbﬁtitaﬁﬁsﬁsﬂb’émlﬁmrsm ts and the Ii ke AI so i nt ended

TR O ee G R R TR e EH Aot as il

i(@Hzgrn@ Ihﬁ(@@ma@dscm otdn;%ppr e ntH}-OeRL IRTHIBY
have one or yrmet rrc cent res and It 1Is
hehde?t rﬁé@Ha)my %’pt@H&S (CbierSs, -Go-SE80r-%CE;, pure

rt |y ed 83
A I N R e O b CaP R E
+OCHegdMAE, homlztd)QCHg)gpesl}Dfort-@e(CHz%vemHL@mz- -S-(CHz)m~-NH
Furt hernore, V\:E);n a_doubl e bond or_.a .

Nat BNy NeGH toédNreﬁgS “sJVEpISH g is 3, %P%iéht 1Si2m3toﬁéandp
ifBlgoul e geonmetric isoners may be formed. It is

I ntended that any geonetric isoners, as separated,
pure or partlally purlfled geonetric isomers or

xtur ereof are in within the s of the
et A retor f owi iy s PutiE R okl g SR B Oyttgn dtoms,
Wil st egl 3 &téﬁédrl%h atBhs fnﬂﬁﬂ’ﬂeggﬂﬂ&fdﬁdy%e'te?%ﬁ§ deB&ﬁﬁently
are also intended to be i ncluded within the scope of

sclestedriecge ™, Si nw@ nExampleﬂ@f sagh Al grovps ere apbionaldyf sublyituted

Rl bR R APl oAl omgnany
sabytithird thgeld, Gpiicﬁfam} stibtitutédeyrigidRey 6ptfonalle suttbihged O
fug]{]'ﬁg]ﬁ]%r %ﬁllo?lglll}llj (Sjueb%tl’\[,l\nltetdhllngolte hc?ptlsé?lgl?ye su%fstlttu{]e% t roleolsleennet optionally

i
substituted furan, optionally substituted thiazole and optionally substituted oxazole.
Ar may be substituted with one or more substituents independently being hydroxy,
halogen, C.¢-alk(en/yn)yl, Cs.3-cycloalk(en)yl, Cs.3-cycloalk(en)yl-C;.¢-alk(en/yn)yl,
halo-C;_¢-alk(en/yn)yl, C,.¢-alk(en/yn)yloxy, Cs.g-alk(en/yn)yloxy, acyl, nitro or
cyano, -CO-NH-C,.¢-alk(en/yn)yl, -CO-N(C;.¢s-alk(en/yn)yl),, -NH,, -NH-C; -
alk(en/yn)yl, -N(Ci.¢-alk(en/yn)yl),, -S- Ci¢-alk(en/yn)yl, -SO,-C;_¢-alk(en/yn)yl, -
SO,N(Cy.¢-alk(en/yn)yl), and -SO,NH-C;_¢-alk(en/yn)yl; or two adjacent substituents
may together with the aromatic group to which they are attached form a 4-8
membered ring, which optionally contains one or two heteroatoms and which may be

saturated or unsaturated.
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15 The conpounds of this invention may exist in
unsol vated as well as in solvated forne wth sol vents

waewh/oasewat er, et hanol and the |ike. |n generBCT/DKh@4/000283

solvated forns are considergd equivalent to the
unsol vated forns for the pur poses of this invention.

t
TRAEIEC ORI BB ESH T @ LI BRI L -cycloaticcenmyy,
Glapak@t]{}m)yld‘{et&b@&lc%glf(e%rl cdsslgl tb S A{lelii @-@{l{lgw/ﬁﬁ)yﬁn Ar—C3 o
| ve acCl an | perati n e
SolonlZeni A Hetsros a0y it Gy gAY bes e AIK(HymYL, Ar-
t
ARGl OO Ml EDRL Y Ll ARMA R TR ol Ubalkeny, C.

Geqjk(en@mbyglow;t C\z&aﬂ@ny]loxy, Rasaelﬂkymyhngrpc(ﬂm;d@/chfaﬂi(h@yloxy, Cie-
eir

t | b |
BHERaRl e poal b E0g, G r ey S Gsralitbmyion Ci
z%[é(eﬂ/%m}%ﬂm%r ~C. g-agélbﬁk(%ﬁ)yl mt[;[%@lﬂEﬁﬁnﬁ)‘ioxy-heterocycl%a]k(en)yl Ar-

or sul'phon he 25 Corrpounds
q?ﬂb’gfglemlk(qm(b@mlb on mayrdlissealkentyaydoxped:- k}ylk(dnéyn)yl Cir6-
f di astere r| tives i tional
LE T b e T AT o Bhmounr i
dlig(et/yaBecHkilyled RglheoalRleh)ylaY- éﬂ@(eh&?ﬁ}iﬂlc -CO-Cy¢-
nmet hods i ncl ude those di scussed by J aques,

@ﬁpﬂféftl)ﬂnd $-Cr-gokignanyli n “Shelatd- @ik(ﬁnéyn)ﬁace&ﬁét es50,0-Ci.6-

?{@g@fﬁ? %g%/n/ %i@%%%é%%&@w&)?Oa@gplp)yloxy

(ﬁfﬁdllyBC@-@'ﬁmmﬁﬁ)yn an C}ng&chbelk(Hnwéﬂileﬁdalf((feﬁm ?bﬂbX}aaérbNI’lYI -Ci6-
tartlng materials. The invention a

‘@H@I Veb’is es?2Piodr 3¢ Con-AHen/grivb ent aybipownesalkigmyn  acyl-

t
B MRS SIS SR MIGEL, SONETANE bY oy
adﬂdbnfve)yéiﬁb&tcanbe&(eﬂ)yﬂ gener ahgylsighaligengn)yddetsid dyclbelk(en)yl
sty ety ves Sl G e,
RerbdylcloMtedyy B gﬁﬁﬁ?l(tgl@-@férb\éﬁ{(éﬂﬁ €. é/EIkYén}\’)ﬁl)}rﬁt fﬁy(&x'aﬁy-cl .

required conpoun the “f ormul

aK{(GH/XX)Yﬂ-IcscstYXbQXIMfPH)Y}CO nv &pdiosyrdl:- smﬂdcm’dn)’yééletfemcytlhelk(en)yl

eI e ara f bl e

B U G TR TR AT
o?bl@dﬂ{(l@ﬂyLC?&ialkt'én/}&)ﬁd dRRS-a, ;- HkseyyHY1-CL28Roall n)yl halo Ci-

| nvent| on al so enconpasses active netabolites o
Ksain)ddnissenygoalk(g)ienev dialmenspleadymRl-Asl at i o]malo Cs.g-
ct}lgloﬁﬁ%elﬁmundshﬁg (E3 ecyfcfaram('érﬁﬁ &lf 6-Mi<ten/3¥1l)§rl Ar, I X, halo-Cy.¢-
alk(en/yn)yl-Cs.g-cycloalk(en)yl-Ar,  halo-heterocycloalk(en)yl-Ar,  cyano-Cj.¢-
alk(en/yn)yl, cyano-Css-cycloalk(en)yl, cyano-heterocycloalk(en)yl, cyano-Cs.g-
cycloalk(en)yl-Ci.s-alk(en/yn)yl, cyano-Ci.¢-alk(en/yn)yl-Csg-cycloalk(en)yl, cyano-
Ci¢-alk(en/yn)yl-heterocycloalk(en)yl etc. designate such groups in which the Ci¢-
alk(en/yn)yl, Cs.s-alkenyl, Cy.s-alkynyl, Cs.g-cycloalk(en)yl, heterocycloalk(en)yl, Ar,
cyano, halo-Ci.s-alk(en/yn)yl, halo-Cj.s-cycloalk(en)yl, halo-heterocycloalk(en)yl and

acyl are as defined above.
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X, X, XXXI'l or XXXI'll, the ternms epil epsy and

epi |l epsi es enbrace any of the epilepsies, epileptic
wa@yowdioogTes and epil eptic seizures referred to P@I/DK2004/000283

I nternational League Agai nsg, Epil epsy: Proposal for

revi sed clinical and el ectroencephal ographic

Cf b aati . . . . i
B b B R R g 55 A RBU Suh sl
iheladephAgacasicaEpick@plsly aciipidiitips isalts] PBdrni22eutit88y dé:tptable

d, i | nt ernati Agal t Epil :
r%?tgb%ita,l a%ﬁ%@gaﬁ%lﬁgﬁgue Oélgf‘l'ﬁli gaitsof : egflsgpsi es and

epi | eptic syndrones. Conm ssion on O assification and

Term nol ogy of the International League Agai nst

‘Hisi phapsgceutipillyeqesepiatile 89ts30 tla inv@8@n39@prefFaifianidhaddition
ntd.oned, i n.rel atiop,to the conmpounds, of the farnmulas

AR 86 qqdiciqrgales oFtng inveliay freppretgsai pharmifeeupcally

ROYIEBIY saltsSHBESneIIaA6LHe eoRElbA HRmedRdih HnSBRRSSids. Acid

related to panic attack, agoraphobia, panic disorder

afditipnghis mshlsisalts faneiganigiasigs avwelhis prganicagisisaphobi a,

ROBEBRARCE BEos b Aokl RGBS LB atipsi ve
ldidssbroi@ic, hpdeiddiqsuMiinc sslfaneis spldispivridend ndigicacids @nd the like.

stress di sorders, generalized anxi ety disorder,.
Repesseniptiye exprpples @fg%l%le gEssBIcaAcids adidedormign aeaticon,

: ]1'11% W ety -di linSBRar i O [ :
tﬁ??%%%ggg%ka Juggﬁgﬂﬁhﬁﬁé%?d%%%ﬂgﬁg anx?@?%kdlsorgégﬁ%Oh%
lnaiic, otabec,whal®, spboid, neddels:, dedlicnpidribypyWivi2 Galé RS fkeinic,
PCT/ 004/ 000283 5 Anerijcan Psychjiatrjc Association
GO AR s P05 PEEPIC GBI R ORI aRDAT, Stcari
FHARICIEDTA, 48R0k PambBenkbR, cB8anit s Adh AR AR iic,

Phar maceuti cal conpositions .5 The conpounds of this
hethangsitldenierathapedievlfoniy, iaconic, hsuzenssulfonid, pgelupassalfonic acids,

ERuauBRELROR S AL P SR g Bt 6 S s

esbilROphylhte flttheHkE Wuirital exGRPRA/VT hh&RbutidiPacceptable
invention nmay conprise the 10 conmpound of formula |

ipgreawifior AEganisrroid adlitian sale nchids thrrharogeaticelly acceptolele salts
B IEmENEL 1907 02U RSLIE s Lotaaale

al one or in conbination with pharnmaceutically
A R R VA R

jaecording to the invention may be fornulated wth

Examples of ammonium and alkylated ammonium salts include ammonium, methyl-,
dimethyl-, trimethyl-, ethyl-, hydroxyethyl-, diethyl-, n-butyl-, sec-butyl-, tert-butyl-,

tetramethylammonium salts and the like.

Also intended as pharmaceutically acceptable acid addition salts are the hydrates,

which the present compounds are able to form.

The compounds of the present invention may have one or more asymmetric centres

and it is intended that any optical isomers, as separated, pure or partially purified
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pharmaceutical ly acceptable carriers or diluents as
wel | as any other known adjuvants and excipients in

wa@ewageinte Wit h conventional techni ques such BGT/DEO®a/000283

di scl osed in Rem ngton: TheScience and Practice of
Phar macy, 19 Edition, Gennaro Ed., Mack Publishing

S8y 5 TR B REE L3y ore o

1ﬁd¢ﬁtmnstrati on by any suitable route such as the
oral, rectal, nasal, pulnonary, topical (including
buccal and sublingual), transdermal, intracisternal,
[
AR AP o BRLEl: 2y P BLARE LAl UL i
pIﬂB:d:anﬁsl the tnowd:ater'@lo)nenmISmneﬂs Immyd:reaﬂormmil Tels teindpd that any
referred. It w recia t the preferred

&g El%S‘PIPerde??egﬁBaré‘i’?g b @%ﬂ%ﬁ?ﬁ %ﬁithgeaﬂlemsga@m@r
th@uSHeRSF afeQndifded AR EKL scBE@ o'k Wvenfbn. hfewise, molecules
condition to be treated and the active I ngredient’
hehgerhondPhith reatietadi rotation oray deint gemsetfioisonresd. These are also
.a nj strati.o solid.dosage f.ornms. such 30 as
BRGH BPThfd Bin e &8ue Op PEPER S dBuiiol  ponder <
and granul es. \Were appropriate, they can be prepared
W th coatings such as enteric coatings or they can be

ereewpneridhe pompounds abthepresenl ineention nesysexisifin different

ne ed

AEphY8e AT 50 Hs B PARAGR P R Pponygp
aDOO/ FOR0 Zﬁ:ﬁnﬂﬁ&éﬂéﬁ@iﬁ%@%& 3f tlﬁ@résleﬁlﬂihdelﬁmage forms
for oral adm nistration include solutions, emnulsions,
suspensions, syrups and elixirs. 5 Pharmaceuti cal

olth@1r thidfin &21[181@ }ﬁg%lxlsf"ﬂf 'ihﬁbﬁfg{eﬁta% %ll'a@ 91]1 %’cﬂgated forms
steril'e agueous an nonaqueous | nj ect abl e sol
wiitls pevaitonsh as wepenghaond amrt the Mkbslincgeﬁera]s tiweedollvassl forms are

I t b ituted i t ' . .
Pt SREVsh i Grdsh iR dparuP R bt el gention.
IERBRYC fo@ﬂn@ chiebd &sél%cﬂﬂt@iﬂe‘??ﬁceﬁ LAHARE b ‘RHB@H%@E&Q

being within the scope of resent |nvent|on
e®eimpte, By st tnad mastesttmmccsaltﬁ thﬁmf withlanoptically actlve acid,

ainﬁ ﬁ%’%};‘lﬁlﬁlg rthe &tlﬁ% y ﬁ%{"g ﬁ%‘gﬁ‘et %Oilﬁg %y zlirégéﬁeﬁli gllth d base. Another
RGBS ARt @eol G AL rAOMRRS iiftd EtSoplitaltditifoddRVEPIsk@ip&t t hose

whi ch are manuf act ur ed
chromatography on an optically active matrix. Racemic compounds of the present

invention can also be resolved into their optical antipodes, e.g. by fractional
crystallization of d- or |- (tartrates, mandelates or camphorsulphonate) salts. The
compounds of the present invention may also be resolved by the formation of

diastereomeric derivatives.

Additional methods for the resolution of optical isomers, known to those skilled in the
art, may be used. Such methods include those discussed by J. Jaques, A. Collet and S.
Wilen in “Enantiomers, Racemates, and Resolutions”, John Wiley and Sons, New
York (1981).
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15 in accordance with this invention may be
adm ni stered by any suitable route, for exanple
wore@iloge7s t he form of tablets, capsul es, powdP€EDPK2004/000283
syrups, etc., or parenterally in the form of
solutions for injection. For preparing such
GPRAS b RN GmPTRLAOOS M&] e pr M]frbﬁ]l Ral®y LotfBYtalne
used, “and any pharnmaceutic accept e ‘carriers,
IHMhndnts exci pients or other additives normally used
in the art may be used. 20 A typical oral dosage is in
the range of from about 0.001 to about 100 ng/ kg body
Rl 19%ntﬁﬁrals@5%cmﬁﬁ%fs@sr ﬁ@hﬁﬁgé 601 dhQuh: Bnbub®, 3R o0

ng/ kg body wei ght per day, ~ and nore preferred from

agliygnistrati @purdgresydgmicad cmek%ommdmew@p@(hprop@seﬂeqfore becoming

LR BRI AT R i b foionn

demqumaaaf tieebnipoRledObf thel pbrivral oAl O N, VIIEVIH?ISX , RORT, XXXII
ht and = general condition of the subject tT eat ed,
Tvhack arg reasilyconyertibledm givednigithe equired eerppqingred the

n di,s t
2%“% N R XX (B R i Gfpapges or e
sgmmmh aﬂfid pmpega‘ﬂml @iil]nm!ételﬁib Emdnyg ﬂ)ﬁimﬁewﬁ Eéslch(ejﬂ ot exr?mple,
age y et ) no o those skilled in the
igf Pestan P%’F%%‘ngg?ﬁdt %dég%@mf Elserisp 198
adm nistration one or nore tines per day such as 1 to
3 tines per day may contain fromO0.05 to about 1000
Ty, inperdiopradol epcémpassesstive Metbobiteabbie pSGOnmmemndds.
nore preferred from WD 2004/ 096767 PCT/ DK2004/ 000283
67 about 0.5 ng to about 200 ny. For parentera

WabKSSr fidhflorRE ih RIlAtDHED @h’eseonhﬂ?iﬁléé b8 ForniuMsTAVIE SR TX,
and sim|ar admnistration, typically doses are in

Xel, SR H o X XKt the éerrfnStepéemwéd epnﬂﬁp@g@e @mbmce agy of the
%%%sw %agll?et n The CQI{%O g#lf; 2 se zl%%s rg%esr Z ]gl?eﬁz{t%nal

IpagidTAg el E1ﬁ1ebyy @@Qﬁ)@&l&bf feviad tlihibsraaatelecthence gphic
is a base addition salt of a _conmpound having t

classiticeljory et ep1ileplicscirures. vm@ﬁssaorb@hﬁmﬁéceﬁomq@é Terminology of
t

Pyl al =508, 0 Bp AL BRI IO 20148 Tt

Iatermtional IcnagseuAganstl Epilepdy: Erdposd factedised clabwficaispotind

of, the invention with a hen1ca| u l ent of _a
AP G T YAoBISt Ao EmbR 0B orria Ltanion ey d rminology

IR R &GRat®fa] League Against Epilepsy. Epilepsia 1989 30(4): 389-399.

Whenever mentioned in relation to the compounds of the formulas I, VII, VIII, IX,
X XTI, XXXII or XXXITII, the term anxiety disorders embraces conditions and
diseases related to panic attack, agoraphobia, panic disorder with agoraphobia, panic
disorder without agoraphobia, agoraphobia without history of panic disorder, specific
phobia, social phobia, obsessive-compulsive disorder, posttraumatic stress disorder,
acute stress disorders, generalized anxiety disorder, anxiety disorder due to general
medical condition, substance-induced anxiety disorder, separation anxiety disorder,

adjustment disorders and anxiety disorder not otherwise specified as defined by
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nmenti oned above. 15 For parenteral adm nistration,

sol utions of the novel conpounds of the invention in
war@diohegeaqueous sol uti on, aqueous propyl ene gPELDK2004/000283

aqueous vitamn E or sesane gy peanut oil may be

enpl oyed. Such aqueous sol utions should be suitably

A 0fo8kyiiatrROLR68R DAL drldUhiflElhi b {> o héltal

rendered’i sotonic with fircient saline or ucose.

disverderguésii99qo | L0-1 bh$93rid4 pad 6R36RAr | y SU|tabIe for

i ntravenous, 20 intranuscul ar, subcutaneous and

intraperitoneal adninistration The steril e aqueous

PRt ceiritA v empdkitions | readily available by standard

technlques known to those skilled in the art.

B agminemsds @frtmsn]’l‘éﬁ@tlpb AES gmsrraﬂﬁ uphaqﬁaaséue fiye basssvhva ng

ko aghlithy BRGNS Fonr KepRERR Sl p Rebforie

ﬂ@v@r adjustlng the solution to a desired vol une,
sterilising the solution and filling it in suitable
anpul es or vials. Any suitable additive conventionally
1¢8 do L

FASE Tk Bty B A Lr SUBABLAN. Bl g
cpiromat efiformala Idacombinatiomeith dertherehbrnsablogicdily aetixes

of filler er sol uti on and vari ous
Saﬁﬁ%?ﬁeé S‘:’s%‘l & \t%‘%s§ de%%gg %@é@%@n@d/ DK2004/ 000283 68
Exanpl es of solid carriers are |actose, terra al ba,
sucrose, cyclodextrin, talc, agar, pectin, acacia,
Teaanipouadd of tha ilwbmv'\mmay kg/ hdreinigered albne et inudoosbénation with

tarch, .potato arc tal cu um st eara
rhatitcenulith BePen i OB i Pt Mg hec gl Sp PR doses
B phvaRi@ubéal @&ﬁpbdlﬁi@ﬁs a@&df@ing)to usSdvEHon SHE b PBHRPBRE with
such as colourings, flavourings, preservatives etc.

phagmassutierdly aseeniabdeenrriersor dHesntnasevelbapamyi dihes known adhvants
d
a21§ ﬁeﬁ%ﬁw&%ﬁﬁ Si?(’:ogfli] n’%e w&ﬁ%'gﬁlfeqﬁlo%%tech%#ouef Clgghgﬁg%ﬁ?sg?iﬁylosed in

i've Ol
Reeoidlgton: The $éibiioe aad iPdachioe BBBharﬁﬁby/,quﬁﬂibﬁ eRanavdrd., Mack
water. Simlarly, the carrier or diluent nay i ncl ude

I@HV§§H%€§hﬁ%ﬂwPe¢%ﬂ§@ material known in the art, such

as glyceryl nonostearate or glyceryl distearate,
al one or mxed wth a wax. The pharnmaceuti cal

Thempheshddeotical tompesitidng mants speciictlibefonaviteddforpbmintsration
R ST RN L T -
buccal and sublingual), transdermal, intracisternal, intraperitoneal, vaginal and
parenteral (including subcutaneous, intramuscular, intrathecal, intravenous and
intradermal) route, the oral route being preferred. It will be appreciated that the
preferred route will depend on the general condition and age of the subject to be

treated, the nature of the condition to be treated and the active ingredient chosen.

Pharmaceutical compositions for oral administration include solid dosage forms such
as capsules, tablets, dragees, pills, lozenges, powders and granules. Where
appropriate, they can be prepared with coatings such as enteric coatings or they can be
formulated so as to provide controlled release of the active ingredient such as

sustained or prolonged release according to methods well known in the art.
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variety of dosage forns suitable for the disclosed
routes of admnistration. The fornulations may
w@ornmmi7ent |y be presented in unit dosage for nP@I/DK2004/000283
met hods known in the art ofg¢pharmacy. 20 Fornul ations
of the present invention suitable for ora
adm nistration may be presented as discrete units
such as capsules or tablets, each containing a
Inneidetosagy fords forowi tadministheioadihidlvds dohgionsl eamilsions)d
whi ch, may incluge.qne or nore suitable excipients.
SERPROPHOYEPSPALWHIE | y avail abl e formul ations may be
in the form of a powder or granules, a solution or
suspensi on i n an agueous or non-aqueous 25 liquid, or
Bharmadeutical wampositionsset parenterad adminisfratidn émlthdei sterile hdueaus and
solid carri er i s.used f.or aral admnistration, the
tPapisols s ol SRR, fiSherdlons, SYSgRsions pryliions 4 well as
@&ﬂé‘&bﬂ@e@ By RohsMtRONMILSterflE St sEIRfOAsYr didpefsitihs ?ﬁor to
in the formof a troche or lozenge. 30 The amdbunt o
usel Pepat ariedtehle f@rmulappng asg alivel opniemplated ks beingivithintbe scope of
about 25 ng to about 1 g. WO 2004/ 096767
t%%#%%ﬂgﬁﬁﬁ?'ﬂ%ZSB 69 If aliquid carrier is used, the
preparation may be in the formof a syrup, enulsion,
soft .gelatine capsule or sterile injectable |iquid
QthersuitablgrdgaysEaiondprmyiclide sepositotns: Praysyeintmelts sremes,
e} Sj e pharmaceuti ca
éﬁ%%g%#%#5ﬁﬂ% lkﬁgg%h@@ﬁgy%%ghay conprise the
conpound of the formula I, VII, VIII, IX Xor X in
ombi nation with further.  pharnmacol ogical]y active
ﬁ}?ﬁ%@gﬂwgﬂ?ﬁﬂ CAmResition o this dxrentieyoy Of%‘ésil% PEsgBRHgactured
B A T e R L R e
Bampleprolly m the dpoueitablttst tapsilesy @owiders, syaisy bat, edpasnterally

the .fre ase: ound of formula I, VII,. MI11l, |X
i s o %5 s R DGR ot P kel ghsihods wel
known in the art may be used, and any pharmaceutically acceptable carriers, diluents,

excipients or other additives normally used in the art may be used.

A typical oral dosage is in the range of from about 0.001 to about 100 mg/kg body
weight per day, preferably from about 0.01 to about 50 mg/kg body weight per day,
and more preferred from about 0.05 to about 10 mg/kg body weight per day
administered in one or more dosages such as 1 to 3 dosages. The exact dosage will
depend upon the frequency and mode of administration, the sex, age, weight and
general condition of the subject treated, the nature and severity of the condition
treated and any concomitant diseases to be treated and other factors evident to those

skilled in the art.

The formulations may conveniently be presented in unit dosage form by methods
known to those skilled in the art. A typical unit dosage form for oral administration
one or more times per day such as 1 to 3 times per day may contain from 0.05 to

about 1000 mg, preferably from about 0.1 to about 500 mg, and more preferred from
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Hydr oxypropyl cellulose 2.4 ng Mcrocrystalline

cellulose 19.2 ng Croscarnell ose Sodium Type A 2.4 ny
woR@esi76M St earate 0.84 ng 20 2) Tabl et s coneE@i/DKag4/000283

0.5 ng of a conpound of the gnvention cal cul ated as

the free base: Conpound of formula I, I, VII, VIII,

A%ut%%gegabg ﬁzdtﬂm Lact ose 46.9 ny 25 Mai ze starch
.5 mg " Povi glone 1 8 ng Mcrocrystalline cellul ose

14 4 ng Croscarnellose Sodi um Type A 1.8 ny

R RGO O dE P Hecalprarpyiar ans iy
a?&lrmﬁﬁtrﬁiﬁbn 1&&11%/@03&0596 IDhYEr P BHAAI ARF the dose gm loyed for
PCT/ DK2004/°000283 70 Hydr oxypr opyl cel T ul ose Rg

@pladepipistrgi@omy  Met hyl - paraben 1 g Propyl - par aben
0.1 ng 5 Ethanol 0.005 nL Flavour 0.05 ng Saccharin
sodiumO0.5 ng Water ad 1 nL 10 4) Solution for

Tiy @eigoafdcONhRiinvdgoRafe gnklalll utilifsd {sAAPAYE SutREance or as a
formula I, VII, VIII, IX Xor X 0.5

pharmaceutically acceptable salt thereof. One example is a base addition salt of a
compound having the utility of a free acid. When a compound of the invention
contains a free acid such salts may be prepared in a conventional manner by treating a
solution or suspension of a free acid of the compound of the invention with a chemical
equivalent of a pharmaceutically acceptable base. Representative examples are

mentioned above.

For parenteral administration, solutions of the novel compounds of the invention in
sterile aqueous solution, aqueous propylene glycol, aqueous vitamin E or sesame or
peanut oil may be employed. Such aqueous solutions should be suitably buffered if
necessary and the liquid diluent first rendered isotonic with sufficient saline or
glucose. The aqueous solutions are particularly suitable for intravenous,
intramuscular, subcutaneous and intraperitoneal administration. The sterile aqueous
media employed are all readily available by standard techniques known to those

skilled in the art.

Solutions for injections may be prepared by dissolving the acti\}e mgredient and
possible additives in a part of the solvent for injection, preferably sterile water,
adjusting the solution to a desired volume, sterilising the solution and filling it in
suitable ampules or vials. Any suitable additive conventionally used in the art may be

added, such as tonicity agents, preservatives, antioxidants, etc.

Suitable pharmaceutical carriers include inert solid diluents or fillers, sterile aqueous

solution and various organic solvents.
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Sorbitol 5.1 ng Acetic Acid 0.05 ng Saccharin sodium

0.5 ng 15 Water WD 2004/ 096767 PCT/ DK2004/ 000283 71
wee@paseasi on of the compounds of the inventi onPCBDKe618/000283

144/ (USN/ s NS Gab6 (S PGlZAMR2XIIR

XIVR2 /(2)g\ XR3 X (Z2)g\ 3 N2 NH2 @ NH NH R

: . PGL,, XVI 111
foinn St Sl ARl ¥R R NS C(ﬁeﬁnﬁxk%%ar
pectif dvhciaRicaNc(abhdsanddd &rer afkyi ekhe¥sof08l1lilo¥e &ofh stardft; pbtato
\R3 R2 Rl R2 RV.R2 R1' R2_ 5 Scheme 2 R8 H | NO2'\

ssph,Nplouny segnegiunnsteprpe, gelatine, lactose, gums, and the like.

Any other adjuvants or additives usually used for such purposes such as colourings,
flavourings, preservatives etc. may be used provided that they are compatible with the

active ingredients.

Examples of liquid carriers are syrup, peanut oil, olive oil, phospho lipids, fatty acids,
fatty acid amines, polyoxyethylene and water. Similarly, the carrier or diluent may
include any sustained release material known in the art, such as glyceryl monostearate

or glyceryl distearate, alone or mixed with a wax.

The pharmaceutical compositions formed by combining the novel compounds of the
invention and the pharmaceutical acceptable carriers are then readily administered in a
variety of dosage forms suitable for the disclosed routes of administration. The
formulations may conveniently be presented in unit dosage form by methods known

in the art of pharmacy.

Formulations of the present invention suitable for oral administration may be
presented as discrete units such as capsules or tablets, each containing a
predetermined amount of the active ingredient, and which may include one or more
suitable excipients. Furthermore, the orally available formulations may be in the form
of a powder or granules, a solution or suspension in an aqueous or non-aqueous

liquid, or an oil-in-water or water-in-oil liquid emulsion.

If a solid carrier is used for oral administration, the preparation may be tablette,
placed in a hard gelatine capsule in powder or pellet form or it can be in the form of a

troche or lozenge.

The amount of solid carrier will vary widely but will usually be from about 25 mg to

about 1 g.
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XXI'l PG XXl XXIV PGAPGA RI1 3 RBR3 NX (2)g N

H\Z)g Il X (2g\ NX/ R N(Us CNa (U / (UL Y~
WO 2000096767 S PGL R1L R2 R2 XXV R2 s=0, R2=Cl, BeCT/DK204dD00283

WO 2004/ 096767 PCT/ DK2004/ 00283 72 The conpounds of

the invention of the general formula |, wherein the

t .

I%Qﬁqgﬂ c}iﬁ?er 1§ Q‘S%gbtg\g) e%’g%:aé{glrlén ﬁ)ﬁe )}nglhesf]ogy%éa syﬁ% aﬂ sﬁ% soft
ﬁlanlne ca‘psuth orssterfle 1rglect:i‘hle Bquid ,suélb. as’n adueohs o\holRagitbus 11qu1d

R2, R3, R5, , R6', R7, R7', R3, R9, R9', R o,
SR&R?HSIOPP.TLSOF@@and R12' are defined under formula I
are prepared by the 5 nethods as described bel ow and
as represented in the Schenmes 1 and 2. |ndol es and
It debitet nths pbéirntaeentgpahenmaposftommiltize Mvéntamdnagl ddmprise the

ot POl Ete o8 X Ge i comaitdansPif dinthes,
P8R ESEiC ?Ca@ﬁ% wsﬁaﬁc&%&psﬂs&wmaﬁ&dqﬂ 818 Biezoing.

skilled1n the art [R J. Sundberg "Pyrroles 10 an
their Benzo Derlvatlves (iii) Synthesis and

e er Q¢

TR SRR or o ORI R iop SREELS RGO Gp 25 foly:
IV, pp 313-376, Perganon Press 1984] . Indol es of the
general fornmula Xl I can be converted into indolin

of 1t he gaiets gpnipiping 3-8 mg of 2 gynpasnd 6§ hednvption éalculated as the
chem stg skilled in the art such as catalytic
hydrogenation or reduction with NaBH3CN in appropriate
sol vent €oiiposntdf fasmalads VII, ¥ATK IXSX dvXIBr om dge, S0 mg
Dabbs, D. T. Davies, D. M Duckworth, |I. T. Forbes et
al . J Me&O%hem 41, 1998, 1598- 16189 M&onpounds of
the gengigle dptgrula X1 or X1 wshyg being 0 and R2
being in particular but not limted to substituted

Hydroxypropylcellulose 2.4 mg
Microcrystalline cellulose 19.2 mg
Croscarmellose Sodium Type A 2.4 mg
Magnesium stearate 0.84 mg
2) Tablets containing 0.5 mg of a compound of the invention calculated as
the free base:
Compound of formula I, I, VII, VIIIL, IX, X or XI 0.5 mg
Lactose 46.9 mg
Maize starch 23.5 mg
Povidone 1.8 mg
Microcrystalline cellulose 14.4 mg
Croscarmellose Sodium Type A 1.8 mg
Magnesium stearate 0.63 mg
3) Syrup containing per millilitre:
Compound of formula I, VII, VIII, IX, X or XI 25 mg

Sorbitol 500 mg



aryl or substituted heteroaryl as defined above can be
prepared from correspondi ng conpounds with R2 being |
W@Rr00B094797 means of C-C coupling reactions knowCT/DK2@4/000283
chem sts skilled in the art, spuch as Suzuki coupling,
Stille coupling, or other transition netal catalysed
Cross- cp}j@} [D.W Knig " Coupl i ng
Reacti onS Be mg@?%&%l%é@(:ar bon Centelr'itgmﬁ
Conpr ehédgievd Organi ¢ Synt hesis, v. 58mgpp. 481-520,
Per gano ss_1991]. 25 Con'pounds of the general
f or mul aMﬁt{W % par ed by protecti d™&f the indoline
ni tr ogerrdyl pmbé:rprrpounds of the geger, formula Xl
with an_appropriate protecting group G)
> [ProtecEaBolg oups in Organic SynPHeSid, 3rd Edition
T. W Sal-h P. G M Wits, Wle Entersm ence
1999], sucﬂ as a trifl uoroacetyl ?58 &nown to
chem st Sacchliih k&ttumn the art as TFAogranl , by reaction
with the reagent formng the protective 30 group such
as trifMWméloacetic acid anhydride #hlmlsuitabl e
sol vent, such as 1, 2- dichloroethane at appropriate
tenperatures. WO 2004/ 096767 PCT/ DK2004/ 000283 73 The
10 49bt ai neSolmtop burnidisctidn ¢oneaigiegpeahilfitirerul a XV are
converted into. c the_general formula XV b
r egi ose&8@?99%d?f’ggﬁﬁﬁinvéﬁbﬂysﬂ¥: ZorXlof t he |nd01)|5ﬁ’@g
moi ety Bybiggt hods known to chemi st ss é&énl ed in the art
[R Behnisch " Aromatische Nitro- Ver dungen” in
Met hodeAGdGTA@ﬁganl sche Chenmi e/ (HobEmgNeyl ) p. 255,
v. 5 H $d Thi e 1992] such as re(?gtl on with
concent ac\dtcgﬂnhf’oc VB acid in appr opri-af® sol vent such
15 as acwhiee anhydri de, acetic acid, concentrated
sul phuric acid or m xtures thereof at appropriate
tenperatures. The nitro conpounds of the general
formula XV where R2 is halogen, in particular
fluorine, and s is 0 can be converted into conpounds
of the general formula XV, where Uis 0, NRIl or S and
R2 is as defined 10 above, by nucl eophilic aromatic
substitution reactions known to chem sts skilled in
the art such as reaction with the appropriate
nucl eophiles formng the -(US R2 group such as
t hi ophenol s, al kyl sul fi des, al cohols, phenols, anines,
and anilines in their neutral or deprotonated form
The conpounds of the general fornula XV where Uis
SO2 can be obtained fromthe conpounds of the general
formula XV, where Uis S, 15 by oxidation according to
met hods known to the chem st skilled in the art, for



exanpl e by oxidation with NalO4 in the presence of
RuCl3 as a catalyst or with 3- chl oroperoxybenzoic
w@edod/096Fbe nitro group in conpounds of the genkPCEDK2004/000283
formula XV can be reduced wi4h 20 suitable reducing
agents such as zinc or iron powder in the presence of
acid such as acetic acid or aqueous hydrochloric
acid, or hydrogen gas or ammonium form ate in the
Irepaeitivh ¢fftha comipbabdeofthd imaationi on cat al yst such as
pal | adium on activated carbon in suitable solvents
such as nethanol, ethanol, or tetrahydrofuran, at
suiktabl e tenperatures or under ultrasonic
irradiation to obtaln ani lines of the general formul a

Alternat| n (11) chl ori deior sodi um
te canbeduse r edtreing (ag under
oﬁ swel | knuv .eﬂﬁb chemi sty dyin the

p Cbnp unds of the gene al formula Xvil dre

Eparxd ®% om conpound¥'ofR% he gener al >Worma|a XVl by
the feaction with suitable electrophilic reagents
formng an R3-(2)9 30 X group, such as al kyl, aryl or
het efoaryl chl oroform ates or carbanyl_p@}orldes acid

chlorides, acid bronides, acid iodides} sulkeny! ,/Q)

, ,Ozsocyan &S NBgrbo d Ninhydri des,
act i d—cagbahi ¢ ds Wth@é‘/ reag
xB0odi | m des thers asn W t o chen1 ts

a

Eajlledl?ﬂ t he art in Wuitabl e/ sol vefis, such s
Bet &Mi t ile, WS'2004/ 096767 E@T/Dmmd04/000283 XVt s
tetrahyd?ofuran 1, 2- dRthl or oet hane, R3r et hyl ene R2
chI?Eide, at suitable tenperature, such as roon%

tenperature or reflux, wth or without addition qgf
base's, such as nmagnesi um oxi de, potassi um carbotfat e,
sodi um hydride, trial kyl am nes, sodium or potassiup

al cohal atre, or ¥O, r eagti orts c‘ﬁi kno n_tent b

ki_LJ,e i 5ars. THe @ X

oheUp BGL | sqire or AB ods knrv &

chegh tﬁUékﬁTfBé int Tf ol rotect w sin Uk al\
¢ $ynt hesi\s,*3rd d|t| 0 TXXIW Greéne P. G IM RS

VWts W Rey Inté?SC|en§e 1999] R" f ur nf8hi ng ceﬂpoundB2

of the general fornmula XVIII. For exanple, when PGL

is TFA, it can be renoved by hydrolysis w th aqueous

p¥hess? um car bonate in an appropriate solvent, such as TS
10 et ha at a sui takgll e tenpera reNHFl nal I y, theH
: :aqg%l| @ener.l Ia XV N\x/*zh
ed—to-re uc 4) to
St s Skl||e in~the art myth aldehydes e
P gt XX pgt XXl PG1 XXIV
R3 l R3

/7 Ny~ @ H /42 (Zn
/ -
N <U>s

s=0, R2=C], Br, I, NO,
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general formula YCHO where Y is defined as above in
the presence of suitable 15 reduci ng agent such as

wWORBHBENG6T N sui tabl e sol vents such as net hanol PCT/DK2004/000283

et hanol, tetrahydrofuran, aggtonitrile or mxtures
thereof, with or without addition of catalytic

cid I
PPl 835 B, M G P B orod e

4,1 [anex a7, ROy n2 hnd m efeeasFaeﬁ@e@l abbveabecohdidERaRNSof dotted

35 Poh Tt ety Bl o i Po Vo Thok's 0 Hor Kok B oRS, WK, R

RO phep@pptongil ah e tor
f orRmJIe% JE)% ( g(i) ?%1 %deﬁa é}lelgl E}PE&L@C}% I?(nglg%?tragéb?%pared by the

hethodng dpsotpddettw aisd asodpeesntdat inthel§chentes dindRonat e,
under conditions known to the chem st skilled in the
art, furnishing the conpounds of the invention of the

IeasIes ahd frabRkesaflthe g&eﬁltf@ﬁmﬁi KYEhd XfH'EBBé{ﬁQt%d af pddion 4 or
enera formula XI X"are commercially available,

H)st ara pemmierceslt avadlable, desaribed pr émh@chttﬁmmn prepared

a%g&g?n?gt%. (E} %{llgl%/c%w{] %%hen 1%@{%'121{3% nﬁfﬁ %Eﬂgglr %elrg n‘Pynroles

anddthetri BenzoaDkpibatvie®n (i) t9ynetlesie %deﬁpﬂﬁcahbﬁs QB8N eoMprehensive
formula YCHO or to nucleophilic substitution

HegacydicsClgmirpl AcRy Eﬂ@mtzl@s oWV thees gBdigara), vpb LINH bR 313-376,
XA %) FE 3008 9RSHERAE TG A PRL IR Pyenc

1gd(dlm:s o§ t}regdanetaﬂfcﬁmum Ibbeﬁfetﬁdﬂs\l@ofvﬁrtﬁbﬂ@nﬁﬂmﬂlbﬁdﬁ the art
fornmul a XXl Fi nal t he conpounds of

f th | |
S?lﬂlétaﬁ E@%ﬁ@g &%d&ge{lﬁ@ng@rf@%ﬂﬁorldvm F\éBHsGN W npEenTiaie solvents
0
ST 88 Yoo agf?iq# R@qgr@ﬁmlfggr é%@&gﬁag’g%%fe S, tlﬂf Buckworth, I. T.

obt ai ned by the nethod
Fogbasent 81. dnMetl. Chempotln di§9&;f1 5 98}&612je@empbuﬁd3rdfmﬂ1&agéﬁ\dfal formula

RO S Brie et B SERE in pobitian ubpot Hwiigd e supstinted
afrﬁ%ﬂlédbsﬁtu%tﬁbtérﬁﬂ?l 8s HgﬁﬂdYabo'*:v’e ‘éﬁ-ﬂi‘ b@%réiﬁ!réli ﬁ‘%ﬂl {drR%onding

i ndol i nes of fhe general formula by ‘neans of
cgewpapdigwitht Ro helnzdoth&YCWQWSS@&Cs@udouMg reachiensakiiown to

SUauPRR 04100, bl PREPENLTHS SARYB S i Bt Banstin
rﬁahladaydly@ddﬂhswébagl&[gaﬁeh&ﬁbnb mDMeanghese ngé&ctlons Between
catal yst such as Pd on charcoal or RuCl2(PPh3

SRApFEPPRat eSS vienfempsdhiehsivg Q’@F’Wén@yﬂﬁlﬂeﬁéyl‘éné ap. 481-520,

é)cﬁ?ﬁ W bl eratures. 10 Alternatively, conmpounds
F%? egensglrggl(wporrmlal where - (U S R2 is attached to
t he

Compounds of the general formula XIV are prepared by protection of the indoline
nitrogen of the compounds of the general formula XIII with an appropriate protecting
group (PGl) [Protective Groups in Organic Synthesis, 3rd Edition T. W. Greene, P. G.
M. Wuts, Wiley Interscience 1999], such as a trifluoroacetyl group known to chemists
skilled in the art as TFA group, by reaction with the reagent forming the protective
group such as trifluoroacetic acid anhydride in a suitable solvent, such as 1,2-

dichloroethane at appropriate temperatures.
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position 6 of the indoline noiety, can be prepared by
a route shown in Schene 2 as follows: 15
WG 20@b9obTdol i ne i s protected with an appropri BABDK2004/000283
protecting group, such as TFA group, as described
above for conpounds of the general formula XV,

far
L ERLO SRR s Blac 5o 0R1E 50, b Tl compounas
qfr thp @easrab fomﬁﬂacmvpey rré@o@eﬂedtlhe ieRmadt gositivnl R oXVhe indoline
furnl shi ng conpounds of t eneral formula XXI|I.

ERPUB 1 Ghamietrabuhds (o7 it R. Bemised * Aromatische
I‘tli@ﬂ'onvglﬁuﬁlgn ”\{nWétEe%‘?zp SRS €89 12{%442%?1 !tf/%/ ey}) Ngss, v.

(Z2)g- X as descri ove°tor conpou
@lérdeﬂ“ﬂnllenﬁ@rlr%m}a shOU hs reGotiguo withscwicerthuted) aitde abid or apprepriate
hal ogen such as

q
gVt SeR o el B G coPCeTBiA ORI g or mixiures
tﬁéx@@f it%deﬁrﬁteat%H@'@fahﬁess et bl Ebrﬁﬂoun‘ﬁ? lole tl@?éﬂ@ratl Formula XV

chem sfs skilled in the art, with appropriate
Véh@@tRo phibalegenith pagiodlas hilerrimsy coil ng ri# d cabrtemicoeverted into

d the ﬂt e sol vent
oG e BERSH e R i BB IO R % SO g dotined
a@av@l lagchidiephily areane diskiindiont REctRRL %@Mftg roRests<¥killed in

npounds of the %eneral formula XXV where s is O d
1

h@alit suddypstepetinnedith the approprigtensicleophides foenimgshe y(U)ar:R group

81, SR PR KBS FRIOREL Hun® i

IButrb)lyormﬁﬂomfteﬁoﬁnC Qe komgourds of tieNgenk RO \WIniuda XV where U is
S{(ﬂ:m sts skijll in the art as descri bed above. Then

oPRiained oa% g rorpopadiidhe genaelsiornplaXYpwhere U is S,

S KPR kb WL R ' 5

e&altmpmwd sxwatiothwithnValyiio rth@bretsd&r&egﬁdél@ib aﬁ (ard’aiﬂilﬁt lor with 3-
{th ind ne mi.,ety are prepared fromthe conpounds

ﬁm?l?f‘éo g’f‘?@?od? 318r mul a XXVI by reductive allcylation

or by nucleophlllc substitution reactions as descri bed

above. Also, the conpounds of the invention of the

Tdeneitl gfopp ninl eonponingl$ of ritie | genersl é«vmndaﬁ(‘iée:aﬁ b)fbtr@duaed:l with

n nes of the genera
A Bl o et 80 R BB Tl B8 B 80 such as
abexd ydid ©a|aqvlé&uh/ﬁydl®bﬁlom €id06F BydiSgerOFastormmehia fehiate in
150EX i nstrunent e ped
the presence of a suitable y ogenation catalyst such as palladium on activated
carbon in suitable solvents such as methanol, ethanol, or tetrahydrofuran, at suitable
temperatures or under ultrasonic irradiation, to obtain anilines of the general formula
XVI. Alternatively, tin (IT) chloride or sodium dithionite can be used as reducing

agents under conditions well known to the chemist skilled in the art.

Compounds of the general formula XVII are prepared from compounds of the general
formula XVI by the reaction with suitable electrophilic reagents forming an R3-(Z)q-
X group, such as alkyl, aryl or heteroaryl chloroformiates or carbamyl chlorides, acid
chlorides, acid bromides, acid iodides, sulfonyl chlorides, isocyanates, carbonic acid
anhydrides, activated carbonic acids with activating reagents such as carbodiimides or

others as known to chemists skilled in the art in suitable solvents, such as acetonitrile,
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10 with an APPI (atnospheric pressure photo

i oni sation) ion source and Shi madzu LC 8A/ SLC-1CA LC
wayauem76TCol utm: 30 X 4.6 nm Waters Symmetry QRST/DERe1000283

with 3.5 gmparticle size; golventsystem A=

water/trifluoroacetic acid (100:0.05) and B =

KRR ARR 12 SchBilcitenl B BRERIGE, oGt 2 10 Bypngranare,
sunh Zasmioout ésmparatuvd bh reflix, owitl ajrewithowd #dditténnof ®ases, such as
Purity was, 15 determﬂgd by |ntegrat|on of the W (254

THFFICEHE! B8P RYATE™ PHEORAUE.etodiush by firidss triglioriamines, sodium- or
PIRERASS sleoﬁcnate@; " ?%dmgrl%gﬁfoﬁg el 15&)}% Rﬁ%ﬁé@%ﬁ Ak in the

was perforned sane 1 nstrunent

arim Mg mBSQIAtGNﬁVh SowmPgHr isi rehmvsil zeportirgh mdrh(mea]rnown to
radlete th 20 80% A t 100°/B|n ut
ﬁ]aug}‘\ﬁ ‘fﬂll ;éot%ﬁtzv? rouns| i AT aris Sy ?4]15‘8'5436&]]3 1t10n T W.

Gebheat.i gn M/awua@r hareFedidicigRbl 199f9!1 Oifml}{@mﬁgtc%%ﬁoﬁﬁﬁs of the

1H NMVR spectra were recorded at
saperat éOIDR)K%@éVIIiIn§Dr gKample, Déanemk éxl TEW, it whnrim removed by

| f d 9
RO AL B it i B DB o

méthnthdr d a sGChabte emdpesdtidel val ues are expressed in
ppm val ues. The foll ow ng abbreviations are used for

multiplicity of NI\/RsignaIs s = singlet, d =

Iﬁlgegflﬂ}éiﬁ?e obgact}'rzlg& %%1 {fst of c} ?IH:?E& %d@&ula ?jw'%]r— %ﬁﬁuﬂ% ?{efi to aeqductlve

arlrk}daiiﬁml eeaqm'm'fst dadnowhtto—chemm‘s akilkfl for ibel at, Sw1tH1 aldehydes of the

| 0P t
Sohere) Reriad SCDLhrrar ¥ da e e, eur b e gresenes of suitable
r%ﬁ?ﬂ&z érﬁ’ raibh a5 RIBAM ixlsVie 28R4AQ9%E0 s methanol, ethanol,
004/°000283 77

tqtrihydrdfumanom@mj/drﬂﬁelmntmm theréafewitll or avithospaidsticmofodatalytic

ool S Atih suliha &ehiadia, 3 stp Rrbgilises ring cmnpunds of

tﬁ@&vﬁﬁﬂoﬂ/‘@t&h@ detesal fgs I Gkgheﬁ‘b R tahe ROLLBILPED SR, Wlﬂeﬁﬁtwely
ﬂ%uenched with heptane (200 m) and the tit

Mva2reiampeanaieeiatrpgudeil |byr rcleophilia Subﬁlt@tlcup@actlons with
tlié %@q?lznalcg gﬁctr%]g{ 012 t%llél g%%@al(%lga%%m@(lggc(i(} Wﬁgr’e LGisa

shitaile fleardn® aeetry kudkr abliedios, neohiig MR sulpR&R®, thder conditions

anal ogously from 4-chl oroi ndol i ne
known t0 the chemist skilled in the art, furnishing the compounds of the invention of

the general formula I.

Alternatively, compounds of the general formula XIX are commercially available,
described in the literature or can be prepared from compounds of the general formula
XV by deprotection as described above. Then they are subjected to reductive
alkylation with aldehydes of the general formula YCHO or to nucleophilic
substitution reactions with electrophiles of the general formula (Y)(R)(R!*)C-LG as
described above, furnishing compounds of the general formula XX. Then the nitro
group 1s reduced as described above forming compounds of the general formula XXI.

Finally, the compounds of the invention of the general formula I with indoline moiety
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10 [S. M Bromdge, S. Dabbs, D. T. Davies, D. M
Duckworth, I. T. Forbes et al. J. Md. Chem 41,
wQa29®8/096r608- 1612] . 1H NMR (DMSO-d6): 3.26 (t, PEd/PK4003400283
(t, 2H), 7.27 (d, 1H), 7.345{t, 1H), 8.01 (d, 1H
Preparation of internedi ates of the general formul a XV

ae oiBfaTr{e'dfﬂ f?lre_ fict ?(?/ bedtzibtd %cﬁfei'opk cono rb% cokn%@l}nds of the

sol uti1on uor oacet or0|n |ne

gegerad fcﬁﬁﬁllaﬁfﬁ’ﬂ)nuo rompetnds of drd‘gedemﬂi ﬁ)r(nilan’XYIB nd acetic
acid (0.3 mM) a solution of fumng HNO3 (0.4 m) was
added by small portions during 5 hours. The resulting

OF@&al19NcIYuREE ofVa 1BQéHtE>|ﬂO(%Qhé gét%rélct%rm (Ljit ﬁr?d%‘ije moiety

w th saturated aqueous extract
(‘é‘ﬁI‘WI obiadeqdafrem indtiimesp p@ﬁnmgcncsra] formola Mgsmbadst o) rdeﬂydtb genation
por.ated .in.vacuyp and urified

BN stz e i YABREERS Sag gy mtﬁapgwpn {5 deageats such

as 234 %ﬁ}l&hlo@c[qtéﬁbﬁfzb@ﬁh@{be MHOYio¥ @ ath E @natlon in the
title conmpound as ye||OMISO id, yield 31%

Rresvses o6y catglysizsuch as FRjon charrpal(ar, RuGly(PPB3)1 i @mrom@te solvents

i,ates of the general fornula
%@PE%&?%ﬁg% Q? ?% ‘%ﬁﬁﬁgg tpﬁge ﬁ??ﬁ 5-ni troi ndol i ne.
30 To a solution of 5- nltr0|ndoI|ne (3.23 g, 19.67
car boxal dehyde, (4.2

Ic)i and 5-chl or ot hi ophene- 2- g
ierasiychy. )COFWOH%Q%@%F genssalpfoymplad wherei-(Ukdt dis (aga¢he)1 to the
p%sfc%ﬁl GJSI 98 1ﬁﬁolgﬁr bl 8&9‘1 fe ggep%%d'@[b¥%% cjl'{or m g% Sc\g%me 2 as

dr opw se al ne
fniltxwwe was stirred overnight. The title conpound was
WO 2004/ 096767 PCT/ DK2004/ 000283 78 separated by
filtration, washed with nethanol and water and dried

3 i
SlYllﬁhet}/cgﬁ(%tfghrfggg f)flf)rtéé/@:'begh?qtlffm@a gﬁnz[tg Fro‘féc)fﬁ% %&dpﬂ %ucgloe{s TFA group,

ag describeSphoVesy coap@mds mﬂhmmle{rMmmﬁ)Xl\s fovhighing @ijpounds

of i oSl Tolm A, Then Gied rng rodicAd = dascribed ghove or

plédaration &fhﬁ)rﬁp&dl@é/\bMe GeARAUREMURSX VI eﬂﬂﬁ{lﬁﬁng compounds of the
anal ogously u3|n appropri ate al dehyde
gfnfral rg@glaoggqg, )h.ﬁ5_afﬁ EOyiCHED linte, é:ompounds of the general formula

XXIV with appropriate electrophiles forming R? ~(Z)q-X as described above for
compounds of the general formula XVIL. Compounds of the general formula XXV
where s is 0 and R* is NO, or halogen such as Cl, Br or I, are obtained by means of
regioselective electrophilic aromatic substitution, well known to chemists skilled in
the art, with appropriate electrophiles such as N-chlorosuccinimide, bromine, iodine,
iodochloride in the appropriate solvent such as acetic acid or by nitration under

conditions as described for compounds of the general formula XV.

Compounds of the general formula XXV where s is 0 and R? is substituted aryl or
substituted heteroaryl as defined above can be prepared from corresponding
compounds of the same general formula where R* is I or Br by means of C-C
coupling reactions known to chemists skilled in the art as described above. Then the
protective group is removed as described above, furnishing the compounds of the

general formula XXVI.
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Yel | ow needles, yield 3.66 g, 72.2% LCM (mz) 272.0
(IM+); RT = 3.35, (Uv, 10 ELSD) 99% 100% 1H NWR

W@ DMBEQt6) : 3.06 (t, 2H), 3.61 (t, 2H), 4.52 (BCT/RKPQ04/000283
6.63 (d, 1H), 7.18 (m 2H), 435 (m 2H), 7.83
(unresol ved in, FD 7.97 (dd 1H). Preparation of

Fiﬂﬁl%'; qg@ Cﬁ‘{l@(ﬁl&% ot t ﬂ‘géé}ﬁ&? Egh%rg%}{eral 58 Pt 1% ne moiety

%}tb npabpgtbd ﬁemm:h&ocmdpbunde ofT ﬂ}ea gemdral G(E?maﬂmﬁmv% bigyt fzﬁduc’uve
orously stirred.sol ytion of I-(5-Chlorot i ophen- 2.
Slakon y o Helraifio s s g 23, GEoRRR Jo. W, the

dohdunhy o?riﬂe Ziﬁ\?etnhSn i e (ghReraMdrmfdl G @R@qﬁ&olé 2[50191)y can be

was added by smal| portions malntalnin

qhdaiped tour éndobipboof 4ECgentred fomhnda Habyh mean@méaﬂehydiogdmnon as
tikrin contlnued at roomtenperate until 20 reaction

%eg%l?éit (1 hour). The obtai ned suspensi on was

filtered via a plug of Si02 (25 g) with ethyl acetate

as an el uent and obtained solution was evaporated in

Exaples The obt ai ned residue was treated wth

ext h
ac e?t;%ﬁ £ rie ?%%Sgacﬁa%%&on iy gﬁg%%{d&%]{ Lké) Esé ‘%%W%nttegmpped
\gith{en tAﬁE’It(aﬁﬂc%pE@ime@dre fidt@ichiako) 88 NsAirde and @ﬂlﬂladzu LC-
5% LC/I\/IS(n’iz(Zl 265. 9 1+); RT =
8245{8349%1 opEggmys@g% ol 3 &g@s Osg}nmqmglg polumn with
e A (o avﬁ%ﬂﬁgr”@%g&% S gpTigy and B -
water/ddejonitBilé3@iflupchacdtid) acid. 65595( 0l03)1 Hylethblie Ifidal ubdignt elution

d
S0k 30 00 i P SiEeE S IR Aot ro % L dminade. Purity was
dé’téfﬂﬁnd@lrl%d Hﬁégr@tﬁ&ne&f fob |Wt(2§mm’ﬁb %n@ﬂ%ﬂ"ﬁéc 'I?i% AU¥fshn times

in a smal’l anmobunt of nethanol,” quenched w
@%ﬁﬂu&n&mﬁ&mﬁm&mmuWﬁk[ﬁB and the title conpound was
WO 2004/ 096767 PCT/ DK2004/ 000283 79 separated by
filtration washed with water, and dried in vacuo.

rﬁhx% 40-MIS-pRBfidHhon whar rﬁéhﬁé@bn #Rlshfhe ihdubvRn. 'C/o?l)mn 50
Mc1]+); RT = 1.7 SUV ELSD) 87% 98%
r@:@%@c@s -& with Y g p,g}rq’c e 9z Me{thod dhfear gragiient g],utmn with

% A téli@ %.gg ’11’1 I?_Bun S _alrﬁ_\% tl;1 a {Eb ’ _(%‘8222‘{?111%nut65 %rdotlon

chilEdtivaroacsst formbd Byrkplai oM S@stection.

'"H NMR spectra were recorded at 500.13 MHz on a Bruker Avance DRX500
instrument. Deuterated chloroform (99.8%D) or dimethyl sulfoxide (99.8%D) were
used as solvents. TMS was used as internal reference standard. Chemical shift values
are expressed in ppm-values. The following abbreviations are used for multiplicity of
NMR signals: s = singlet, d = doublet, t = triplet, q = quartet, qui = quintet, h = heptet,
dd = double doublet, dt = double triplet, dq = double quartet, tt = triplet of triplets, m
= multiplet and br. = broad.

Preparation of intermediates

Preparation of intermediates of the general formula XXII and XIV



10

15

20

25

30

The title conpound was prepared from
1-trifluoroacetyl-5-nitroindoline (6.67 g, 25.65

wonwk)9e7dhe crude product after filtration vi aPGI/OR2008900283

used in the next step w thout; purification. Yield
6.11 g, 100% LCO M (mz) 230.1 ([M+); RT = 1.29,
(UV, ELSD) 10 97% 98% 1H NWR (DMSO-d6): 3.10 (t,

4.18 (t, 2H), 5.18 (br. s, 2H NH2), 6.43 (dd,
JE:;’ ﬂuero&@etgzéj' niﬁ‘l)zndc?lm%S (d, 1H).

% Ti uor oacet ég Html&(wme 03 égrg“( gfgg%%&lg%yz(d@phlmthane (15 ml)

i
tggl%grrc{;ldet%oé;hﬂrlgldgaéxxﬁ ﬁlﬂbasggé X%\i/ﬂéd Oh P66 IR LS §i5in2d solul{.e ion was

Grenchydrwitly ypptgqle[ (200 2n1p amd theltft]eumrrqmuﬁd way sehatatel By diifrtion in

] P i T B LR PSRl p a2 .25 60 24D, 5.19

(1l 3H). 20 Mol ) in CH2Cl12 tert-butylacetyl chloride
(1.88 g, 14 mnol) was added foll owed by addition of
Et3N (4 m). After 5 mn the reaction m'xture was

i Na
S b AN wASHERNR MR TR (i oiwonin
[Si DR Bdtidde, . tihabdt,hp Tamifﬁt; eDaM @Du(ﬁdv%@ﬂht 1200Forbes et al. J
vol ume. uenched th

t L
Fen il 3l B BB domoie (NSouper Ped. BYD, 434 . 210,
81% whi t lid. LC/ M
TG i g0 S0 W te ner L
100% 1H NMVR (DI\/ISOdG) 1.02 (s, 9H), 2.18 (s, 2H),

Plpfaration of iferdipfiatdy og e béneril formts XVThe 1 of | ons 1

conmpounds were prepared anal ogously from
1-trifluoroacetyl-5- 30 am noi ndoline and appropriate

Ja%fét%ﬁ@mlﬁecldw%ﬁwm@mniwate N-[4 ChI oro] (2 2,

T%i mg{)]% ylifﬁg ???%Irfnﬂll )éoac tgﬁé—rch{% mg, O gég] -mmol) in acetic

afihytdride| (Banh) amdtacktid agihl (030m %lﬂﬁ’d)r{‘ Qphhfﬂlﬁ o,
&&4@896767 PCT/ DK2004/(0002§3 80 The reantiion pilke oy was
S8 PoEEPng g Sohouss.t Pe reswlting tregetion thistitre was poured

b ?c{e??%lﬁ%glgg%: \lgﬁg ssﬁ%‘t&%&%&gﬁ} g?(ag{(jb{;)é,laﬁg %f(fr%c%éﬂ With ethyl acetate.

Tp¢ @pgammmlde,on &ad HIR (DMRQ 66%i0, 1@@& %vap%k&ted ﬁl 3&%110 and
t %dz .28 h%o 2 7.47 (dd, 1
plg}r_u‘g (}i%' ’ _I'Q%to ph}i Hpn ﬁp@))wnh gradlent heptane — 14 ethyl

acetate/heptane to give 70 mg of the title compound as yellow solid, yield 31%. 'H
NMR (DMSO-dg): 3.33 (t, 2H), 4.42 (t, 2H), 8.10 (s, 2H).

Preparation of intermediates of the general formula XX

1-(5-Chlorothiophen-2-ylmethyl)-5-nitroindoline.

To a solution of 5-nitroindoline (3.23 g, 19.67 mmol) and 5-chlorothiophene-2-
carboxaldehyde (4.2 g, 28.6 mmol) in methanol (45 ml) and acetic acid (8 ml) a
solution of NaBH3CN (0.9 g) in methanol (8 ml) was added dropwise during 10 min.

The obtained reaction mixture was stirred overnight. The title compound was
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2-(4-Fluorophenyl )-N-[1-(2,2,2-trifluoroacetyl)-2, 3-di
hydro-1Hindol -S yl J- acetam de. 1o LM (nmlz) 367.0

WO R0Y675] RT = 3.00, (UV, ELSD) 92% 99% 1H INVRDK2004/000283

(DMBO- d5): 3.22 (t, 2H), 3.£3 (s, 2H), 4.27 (t, 2H),
7.15 (t, 2H), 7.36 (dd, 2H), 7.39 (dd, 1H), 7.69 (s,

et Yol B g g e

A6 - danebamysctalhne dolad. y/iklde’?. 8%o. LIﬂV[Sf‘(m/Z) 2929 (MPYILRT = 3.59,

BRAREE, Y R08 o S M0 5557 (B ik Garta Wes s
23%85 7@‘(&/ 1}5L§@)3 }3)89%? 1@@"{9& ﬁ%wwiuﬁrd\@e@@gﬂﬂ 8% (GH 1H).

(br. d (unresolved dd) 1H) 7.49 (s, 1H), 94(d

9.70 (s, 1H, NHCO . 20 . .
ﬁ'h??fe&l?‘zl,n@f%m%% W&aee%’%eﬁ 23algg QI MR IARIORTIfGT 2ldehydes:
yl J- carbam c aci dpropyl ester. The title conpound was
]pregared usi ng 1, 2-di chl oroet hane as a sol vent and

torebengd)-3 mijseisdolingl NS (nf z) 315.9 ([M+): RT =

S5 G AL, 258, o AR ) S s, o

EESD)ZW%, TO%% 1HﬁﬂMgd(7Ig-MSOBSé)1 A eﬁl I—(E;?H) gg@lp(t725§l 452 (s, 2H),
repar ati on
O (nd Bl Lo 7 518 S (PEPRP AT 87 S FD.

3, 3- Dlmethyl N-(6-nitro-2, 3-dihydro-1 Hindol -
yl')-butyram de. To a cold (i ce/water bath) stirred
Bepatition afin@riediates dfithe Berjeral roukr XXJ, XXII, and XVI
trifluoroacetyl)-2, 3-di hydro-1 Hindol -5-yl]-butyram de
(1.96 g, 5.98 mml) in acetic anhydride (30 m) and

ﬁgﬁ@yzﬁ)r@%f hérﬁZl}jl;)zet%yﬁ—gl—MzhgﬂdQEné‘ um ng HNG3 (650 ng,
10.3 mol) in acetic acid (5 m) was added dropw se

THuri pgds(ied/ watenfhady) Bigpionsly hgirrade salutiom ofi kfCblonethiophen-2-

R0 Sha8 oS B LR bt B s b A gtig acia (15

By Anebbwh&" (ZSO?ﬁWWS talded by rshidll poribhs ﬁﬁ&tzﬁﬁﬁl b QBmperature
ceased The ow solid of 3,3-dinmethyl-N[6-nitro-]|

befaw 40%. ﬂ}hefcpldobaélateémqme}iagd thedtipyies eoniipnedatapors tenperate until

T e e (TS
(b SPwidthy128tate 49 didl\&hlélﬁlhﬁ@oﬂﬁ)ned SolBioh svas Qzlvhporé'ute& i2Bacuo.

’lglfe’SgbztléPél:ed %e;gue(l%fag ged Yntp satturatézdl_baqueous Na&{CO3, éxtracted with

ethyl acetate, dried over Na,;SO, and evaporated in vacuo to give the title compound
as a dark green oil. Yield 3.30 g, 91.5%. LC/MS (m/z) 265.9 ((M+17"); RT = 1.85,
(UV, ELSD) 93%, 100%. "H NMR (DMSO-dg): 2.73 (t, 2H), 3.08 (t, 2H), 4.25 (s,
2H), 4.40 (br. s, 2H, NH>), 6.30 (dd, 1H), 6.41 (d, 1H), 6.43 (unresolved m, 1H), 6.89
(d, 1H), 6.95 (d, 1H).

The following compounds were prepared analogously:
1-(4-Fluorobenzyl)-5-aminoindoline.

The obtained crude product after filtation via SiO; was dissolved in a small amount of

methanol, quenched with saturated aqueous NaHCOs3, and the title compound was
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NHCO). The solid was redissolved in nethanol (30 m)
foll owed by addition of K2CO3 (2.0 g) in water (7

worQo4/03¢16€7 col our changed i nmedi ately from yel | PET/DE2004/000283

dark red. After stirring fofg 15 min the reaction
m xture was poured into ice/water and the title 10

SEOMRRUTY NERALTRURREE pl el PR s8Rl i, 8 0329
da'ﬂ< vbolzicbtﬁelzl(i %C/(l\ﬁa?ﬁ))%g@l@mo t1]*1;1ﬁ)1ﬁlmé (7@5121\'663 (t’)E%ﬂ)l) 8%, 98%.
1 S . S, . ] . i
&IM@WW X 30720480 2y 5399 Q20 A, Gais s Gl 21, NE,
d

Lty R AT SR S R M (R nds uere
3-di hydro-1 Hindol - 5 yl') propionamde. LC/ M5 (m z)

RT = 19 (UV, ELSD) 96% 95% 1H NMR
e g’l\é@’("%%‘jly]ﬂgf“’fé‘“’(’édd@ (3 00 (t, )2H) 3.51 (dt, 2H),
ﬁlegcﬁle(&ﬁnl\;])o‘ﬁnd Wk préaia fﬁﬁn 1k uorbaddyl(SnitroRflolind (6.87 2/25.65

(s
nzm(okb Ehe orudp tpé@@uc} afier( Blination yiaZiQs dvasyusedin thei mardktep without

FoleaBEL IR sglA Bctige st s Ko 125 By, L)

%199&/dt ,H Z\H‘)IR (@Mgo(d%) QH) .(t QH)04(19r(t m) Isll-l)s %b@ HLH, NH,),
Sy ] iy 1 20> 20
(ddg! Hx 6(%3 (s,ﬂH) R ./

[6-Nitro-2, 3-di hydro-IHindol-5 ylJ-carbam c acid
et hyl ester. LOMS (mz) 250.9 ([M+); RT =1.92 (U,
Erﬁpaw;%%zﬂ%%zomm&immedm 1.19 (t 3H), 2.99

R AElancE > A b (62t dlon g 535 (& Ty

NHCO) . [6- N|tr023d|hydro | Hindol -5yl ] - carbarric
acid pr opyl ester. WD 2004/ 096767 PCT/ DK2004/ 000283
Bephcitidd d¢finteynedinte ¢fjtht gener”BlMormBlBEXIVANEXSI) 93%
99% 1H NWR (DMSO-d6): 0.89 (t, 3H), 1.59 (m 2H),
2.99 (t, 2H), 3.50 (t, 2H), 3.97 (t, 2H), 5.96 (br. s,

ir 13} - - - ide.
iy 9 (00 Ay b i 3 M

"g;q ;cglglt (g,qeémtgrebath'bscéutgqn ofy ]ealfbmrcmcpty}ﬂ@fmmomdohne (2.69 g, 11.7
r]miq_ol) gﬁ%{ Q%z ter lLl%l‘M{a I czhé&“l({eo 1;@25281%%?}{1@@ \ﬁ%%tcfdegﬁdﬁowed by
aAdR{cnCfEINI (4 121@ mfﬁer Bmmtﬁwreﬁ&lohﬁﬁlxture was quenched with saturated
aqueous NaHCO; and stirred for 30 min. The organic layer was filtered via plug of
Si0, (20 g) with ethyl acetate as an eluent and evaporated to a small volume. It was
quenched with heptane and the title compound was separated by filtration. Yield 3.10
g, 81%, white solid. LC/MS (m/z) 329.2 ((M+11%); RT = 3.04, (UV, ELSD) 97%,
100%. "H NMR (DMSO-ds): 1.02 (s, 9H), 2.18 (s, 2H), 3.22 (t, 2H), 4.26 (t, 2H), 7.38
(dd, 1H), 7.72 (s, 1H), 7.96 (d, 1H), 9.86 (s, 1H, NHCO).

The following compounds were prepared analogously from 1-trifluoroacetyl-5-

aminoindoline and appropriate acid chloride or chloroformiate:

N-[4-Chloro-1-(2, 2, 2-trifluoroacetyl)-2,3-dihydro-1 H-indol-5-yl]-3, 3-

dimethylbutyramide was prepared from 1-trifluoroacetyl-4-chloro-5-aminoindoline.
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m, 1 eq.) was added. After 45 mn nore brom ne (0.195

m ) was added. The reaction mxture was poured into
waouiioggredf Na2SO3 (5 g) in water (100 m). TheCPDEAWS000283

N-[6 10

bromo-1-(2,2,2-trifl uoro- acetyl) 2, 3-di hydro-1 H i ndol -

Pae/| eadiodr qhﬁﬁ{rgy l\xgklt ¥ﬁ%£§d BB et tﬁ%a% step | without

filtration, washed sat urat ed aqueous

akatasterisgtiort. ur ni sh 0. 555 g of colorless solid. Yield
71% LOMS (mz) 409.0 ([M+1]+); RT = 3.38 (UV, ELSD)
97.5% 85.5% 1H NMR (DMSO-d6): 1.05 (s, 9H), 2.25 (s,

.ZQQDDzTﬁDﬁbyZXI L2, ﬁﬂnfﬂﬁorg%l)d 3t "lelzydzﬂo 55{ gngol 3g)ghpi%57?0§zamzde

he so

Hil\@%@%%mdm) AE2HanDH), (sm d JHY, dtzmamby 0elids 16y 7.71 (s,
3 5 m). Aft t t
B0 P8 o2 QU ABEEE, [xtute s pour ed | ot

ice/water mxture and the title conmpound was i sol at ed
by filtration to ive 0.057 of colorless solid.

S inonementib (o Sy oe Qg 5, Gy drre P 551
AN l-SD) 97.5% 98.9% 20 Preparation of

internedi ates of the general formula XVl

INE/MS Ghiz) 66.02[M311); wﬁ#@m UVNHDEDS 9894 98%. 'H NMR (DMSO-

h | ut f
R AT o A G Ay ads ety 256 6 yr a0y, 1)
t d 100
R’?& (R Y o RIS (G i vt o '<2
m ) was added. The obtai ned m'xture was heated at SOC

a2 Gl e ot i o el st 89 <t
TMARY @rBsbunt WAGHEpAr&d fléiﬁ%" 'l%hd@ﬂof&t}féhe taE‘% sBthehﬁand %yndme

conpound.” The crude produc was used in the next st

agia hset LGS (meAB0BA. i [MENMRT 28§ (087 ELST) NS}, ) 1L00%RT 'HNMR

PRETRRbohFadaeD: $320H 3Dt B Clatl) AT o229, 731 r

(hyesalvédidd)] ury,a.4sh@nyiD), 73agHarrde.70 (9, 181 mﬁ@o?on of
2- (4- Fl uorophenyl )-N[1-(2, 2, 2- trlfluoroacety )-2, 3-di
hydro-1 H indol - 5- yI] acetamde (1.3 g, 3.55 nmol) in

7. . .
TSRO0 S B3 N Sl 2 g e
mu[tMcommnﬂfw?tmepaetﬂuslhg 1{2Ld181ﬁ$§1§ﬂ1aﬁa gs; a\faﬁfent and pyndme
t Ltr 9
R et himdiSe QR 9571 v P &) 865, abie. R
(ﬁ&df?@ﬁnd@'ls k. 9MR 3H), 1.64 (m, 2H), 3.22 (t, 2H), 4.03 (t, 2H), 4.26 (t, 2H), 7.32
(br. d (unresolved dd), 1H), 7.50 (s, 1H), 7.94 (d, 1H), 9.71 (s, LH, NHCO).

Preparation of intermediates of the general formula XXV and XXVI

3,3-Dimethyl-N-(6-nitro-2, 3-dihydro-1H-indol-5-yl)-butyramide.

To a cold (ice/water bath) stirred solution of 3,3-dimethyl-N-[1-(2,2,2-
trifluoroacetyl)-2,3-dihydro-1H-indol-5-yl]-butyramide (1.96 g, 5.98 mmol) in acetic
anhydride (30 ml) and acetic acid (5 ml) a solution of fuming HNO; (650 mg, 10.3
mmol) in acetic acid (5 ml) was added dropwise during 5 min. After 5 min the

reaction mixture was poured into ice and neutralised with solid NaHCQ; which was
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(DMBO-d6): 2.85 (t, 2H), 3.36 (t, 2H), 3.55 (s, 2H);
5.28 (br, 1H, NH): 6.41 (d, 1H): 7.06 (dd, 1H): 7.12

W@ 2go4@b§767 7. 28 (d, 1H); 7.35 (dd, 2H); 9.75 (SPCI/BK2004/000283

NHCO) . 10 The fol |l ow ng conmpgund was pr epar ed
anal ogously from 3, 3-dinethyl-N-[1-(2, 2,

{3(% hy %ﬁ‘%ﬂjﬁ"ﬁ%%st@;dg nt]g‘glﬂﬁ%hﬁ %a fgrrfjlthon dceasef E_he Ig(ag?w &olid of
Y3 -HiBeth@-Ni [Gatitoydl- (ﬁ;ﬂ;}traﬂnod@ceﬂy@ Q{Edﬁhﬁdg% 1%321d81— -yl]

(IR EON NS N8 SERGR G
Gy T Lo, D Ui, 9, M ToAjsf 15 o,

s s 3035 (theH)nd¢aat t,02H), Z06aXgi)e 71511(sa 1H), 10.17 (s, 1H,

@hé@dﬁl oro-l -(4-trifluoronethyl benzyl)-2,
I"hydro-JHindol -S yl J-3, 3- dinmethyl butyram de. 25

TO a B dolit Gas@bdissolved in methanol f30 ml) followed b add1t1011 of K,COs
(4-chloro-2, 3-di hydro-| Hindol -5-yl)- oy hyl but

(g&pagﬁ weweteo (7 mef)., TRE eqlpwy Qlwnmdwnmedumm éhyrd gelmv 06 dark red.

B e e e e S R

coinpbunid Wasisolpgit b}t If@tf@iﬂ)nb@t gweru o) [%Ybf 9@1@1@%&1@rﬁeld 91.8%.
sat ur at ed agueo t1on.

al’ll C
LY (n8 ownamas R S5 65V BL5P) Sveislat BHNARY (CDCL):

P OB 2ot BORAN Y ST 4D By BR Sl 90
14D58.36 (§, I\YE—]I)]H()MBHH NHTD). (UV, ELSD) 95% 99% 'H NMR

(DVBO-d6): 1.03 (s 9H) 2.16 (s, 2H), 2.97 (t, 2H),
3.40 (t, 2H), 4.41 (s, 6.48 (d, 1H), 7.03 (d,

2 1H, NHCO) .
T:i‘v\%llé)l)ﬁiz)1(1)c(7)‘z/ﬁl 90%7 ?a@&vf%ﬁg&g&%(?%g%g 1%]8%1 ng foll ow ng)

conmpound was prepared anal ogously using 5-chl oro-2-

H L ———

/NVES 84 .3k 5 o 959 1
S L oy s oo
dg): 9119 {(su9h), Ei@,@)(t Qﬂ% 3. é@%it 2H).Nve8 (nvBONHIG6.97 15,031 §,44 (s,

1?”93%“51(3\8{%’93 12 92 (t, 2H), 3.37 (t, 2H), 4.46

2-(4-Fluorophenyl)-N-(6-nitro-2,3-dihydro-1H-indol-5-yl)-acetamide.

LC/MS (m/z) 315.0 (IM]"); RT = 2.33 (UV, ELSD) 87%, 99%. 'H NMR (DMSO-dg):
2.99 (t, 2H), 3.49 (dt, 2H), 3.62 (s, 2H), 6.00 (br. s, NH), 6.91 (s, 1H), 7.15 (t, 2H),
7.28 (s, 1H), 7.33 (dd, 2H), 9.95 (s, 1H, NHCO).

[6-Nitro-2,3-dihydro-1H-indol-5-yl]-carbamic acid ethyl ester.

LC/MS (m/z) 250.9 (IM]"); RT = 1.92 (UV, ELSD) 93%, 98%. 'H NMR (DMSO-dg):
1.19 (t, 3H), 2.99 (t, 2H), 3.50 (dt, 2H), 4.06 (q, 2H), 5.96 (br. s, NH), 6.92 (s, 1H),
7.24 (s, 1H), 9.22 (s, 1H, NHCO).

[6-Nitro-2, 3-dihydro-1H-indol-5-yl]-carbamic acid propyl ester.
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6.95 (d, 1H), 6.99 (d, 1H), 7.07 (d, 1H), 9.12 (s, 1H,
NHCO) . 10 Exanple 2 2a

wWQ peogod@buor obenzyl ) - 2, 3-di hydr o- | H i ndol - 5yl JPCEDE204/600283
acid propyl ester. To a colde{ice/water bath) solution
of 1-(4-fluorobenzyl) - 5 am noi ndoline in acetonitrile

S0 P20 gl SRRV Foludh B0} 1 2t BanfipSiko-aos

orme(ﬂg QHyt .69 (ﬂ‘ﬂ &Hglrmsws 28| Deed, tz@z)swmtt A 9%1(br s, NH),
erature for m n and evaporatéd in vacuo.
Q?% 1Hbr7p%@$d1%§ 7é’e<@aﬂétl‘éﬂcody preparative LC/I\/IS
yield 5.8 ng, 59% LC/ M (mz) 329.1 ([M+l]+); RT =
2.68, (UV, ELSD) 94% 99% 20 The follow ng conpounds
&mmemyawr(edb;amau;g@muw 1 HamilSI9-J1p9h jle. S-
mn0|n i nes ang conmme |allg1(avallale appropriate

1% SEFFEA rioAHts, o ér%-él}iag}@thylcl}h[ #-destriilargsReht2,3-dihydro-1H-
1%6195 g)j%%t yrahidd ©H2ard desy V\Hﬂﬁcﬂj & Ec%?fét clld | nﬁ{lﬁg{&% ﬁ? £0.195

| socyanat€s, are
1111 b@lqde aSFaﬁdﬁdlAn@ewﬁsmlmsmoreéBomlﬂea(Qﬂ 95 mnlit me adddd. The reaction

BB aR O R iR o0 BheliEair G100 iyl AP hrodne16-

Wémadi-@, EDJtﬂﬂh&i@%cet@g i’?—%ﬁw‘dﬁﬁlﬂﬁﬁ&’oﬂﬂ“yﬁ AP 4 ethylbutyramide
i socyanates and Bo

vras[ seppratad] b idetinny wasnects wdﬁhmpamted Hqueels| NSECO; @nd water to

BRI 37 e 1G9 B reiq afe Bt ESTdnil dago v R -

HF(uvy Ewﬂ)l97(5%,l SIDS%béHZNM)R gmers@) Béﬁd'l@ﬂ(%" 9H§102 25(s, 2H),
| J- benzam de. [MF1] +); RT = (S

3{ t, ?érl_)sé)30%%H)méﬁ/&s ) ﬁsobldwﬂk(@:rl )000283

A5 A Dhp PRI 1 YA i o

KAOB:1(p6p; o) RE VV-'ate'& (3 91;11) (Aﬂer HikHlY) atHAYEC 600 Win, the reactlon mlxture
2eN- I-(4 Fluorobenz%{]I 3-di h dro]H-lndoI ]-2-th
WaS PN ige Skt aridahystle ﬁplilpomwas {spm_i]by filgggtion to

3 0 -
R B e S Mg TSR RS S 3 3 s RT = 171,
(WVJEZ:SD) FL3%6r WAenyl ) - acet ami de LC MS (mlz) 379.3
([M:1]1+); RT = 2.82, (W, ELSD) 95% 100% 10 2g
3-[]-(5-Chl or ot hi ophen-2-yl net hyl ) -2, 3-di hydro-I| H i ndo
Prepaddtibnof dntermediates of the general formula XVIII

N-(4-Chloro-2,3-dihydro-1H-indol-5-yl)-3, 3-dimethylbutyramide.

To a solution of crude N-[4-Chloro-1-(2,2,2-trifluoroacetyl)-2,3-dihydro-1H-indol-5-
yl]-3,3-dimethylbutyramide (ca. 100 mg) in MeOH (10 ml) a solution of K,COs (0.5
g) in water (2 ml) was added. The obtained mixture was heated at 50°C for 5 min and
quenched with ethyl acetate and water. The organic solution was filtered via SiO, (5
g) and evaporated in vacuo to furnish 20 mg of the title compound. The crude product
was used in the next step without purification. LC/MS (m/z) 267.1 ((M+1]"); RT =
1.61 (UV, ELSD) 45%, 78%.
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dii sopropylurea. LM (mz) 392.3 ([Mrl]+); RT =

3.14, (UWV, ELSD) 75% 89% 2h Morpholi ne-4-carboxylic
wa@ceiod/opq761 5- chl or ot hi ophen-2 yl net hyl ) - 2, 3- di hpdr/DKR44/000283

15 i ndol - 5-yl J- am de. LC/I\/ngﬂz) 378.2 ([Mrl] +); RT =

2.33, (WY, ELSD) 97% 100% 2i

d 5- chl oot hi ophen- 2
e e L M R SR S
Ioﬂ 2) s df Ik(H} FiporoPery1)2N48.(2 Qli\/mfﬁbﬁa):et?rﬁ% 3-98¥”iro-1H-

ol S eeeidh Gphent 5y rmalhip el g m@e (hé@) iswater
@b qnqamamded *Phél rdiif ﬁﬁ){&ﬁxﬁ%% SHPEab S M5, (e into

Batfy and the t1tle compound was separated by filtration. Yield 0. 742 g, 77.4%.
t hyl ro H i ndo
I v T PR G ot D S A ARV
= Ls () o

m’ﬂ@é s %;%Hr?éFh’@ y O B NP (& 1D
04 (deat Bin. B2 GcIH); 7&8t(d, Hﬂl:37|35e(§,de?rH) BQ/SWS IHNFICOB4. 3
([M+); RT = 3.50, (W, ELSD) 97% 100% WD

2004/ 096767 PCT/ DK2004/ 000283 86

ﬂ@%ﬂlbwﬁrfg %hpdlmuhwwpﬁﬁpar%alaﬁﬁlbgwsl %031 Ql3haiﬁ{eﬁf;l1h=& [ne,2,2-

- nesul f onam VB (

tﬂﬁ!sm?a%ﬁ[tx}? 2)3-d3£t¥dr9 -B-aaglol ﬁu@d-blgmn)ld%% 100% 5 2n

But ane-1| -sul fonic acid

[1-(5-chl orothiophen-2yl met hyl ) -2, 3-di hydro-IHindol -5

N-(3BDiapdrdel H-ifdoWS-y(n3,3)did8hy Abilghhdide. RT = 3.43, (WV,

TS (@06 Pk GV TR 29 e (WY >ELzSDs> B e 8. 191 TTRQNMR
(9|M§o3d6)] 1400 (35091&&5@69&@6@%? ?éﬁgig/ﬁ*j o] t”%ﬁ) £}, 115, NH);

6Nll[qd- QH) (7n<l)2)€ddt hH);p?nZéh(delemds) 1378 ISHd]O)ydr o-] Hi ndol
-5yl J-2, 2-

Compounds of the invention
Example 1

la N-[4-Chloro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide.

To a solution of N-(4-chloro-2,3-dihydro-1H-indol-5-y1)-3,3-dimethylbutyramide (10
mg), 4-trifluomethylbenzaldehyde (0.06 ml) and acetic acid (0.03 ml) in methanol
(0.3 ml) NaBH3;CN (100 mg) was added. After 60 min the reaction mixture was
partitioned between ethyl acetate and saturated aqueous NaHCOj; solution. The
organic layer was filtered via plug of SiO, (2 g), evaporated and purified by
preparative LC/MS to give 11 mg of the title compound as colourless solid. LC/MS
(m/z) 425.2 ((M+1]%); RT = 4.01, (UV, ELSD) 95%, 99%. '"H NMR (DMSO-dg): 1.03
(s, 9H), 2.16 (s, 2H), 2.97 (t, 2H), 3.40 (t, 2H), 4.41 (s, 2H), 6.48 (d, 1H), 7.03 (d,
1H), 7.56 (d, 2H), 7.72 (d, 2H), 9.12 (s, 1H, NHCO).
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di met hyl propi onam de. 15 LG/ M5 (m z) 349.0 ([ Mrl] +);
RT = 3.21, (UWV, ELSD) 94% 100%
WQei4[096765- Chl or ot hi ophen- 2yl net hyl ) - 2, 3- di hy dPGF/DK200a00283
ol -5 yl J-2- phenoxyacet am deg, LC/ M5 (n/z) 398.0
([M+); RT = 3.46, (UV, ELSD) 80% 100% 20 2r

| - P or ' en; .
’y?e[rre i l?/crv)%{g 3$%%?¢]o§%?o_]wéﬁi Hoaeﬁa_r%l j;_ngl,o%gusly using  S-chloro-2-
tiliophtinchibok yidelydde. LC/ MS (mz) 362.1 ([M+); RT =
3.34, (LTV, ELSD) 84% 99% 25 2s
N-[|-(5-Chl orot hi ophen-2yl net hyl ) -2, 3-di hydro | Hi ndol

rb5y| JNbMt ShIBPI-995. g}ﬂ%@ﬁ%%@%ﬂg z(i H B oF §31]-3,3-

(UV, ELSD) ehta ecar oxXy
fémedzy[blﬂ)(ramml or ot hi ophen- 2yl net hyl ) - 2, 3-di hydro IH-

l'sé’é@é (@(;}j,%g@gg\?ﬁéﬁ ‘1&39%'\631 WEL%%% 9%%, bR ouso-
[1.0% Bs, Grh)op a7 ik onife n-yk Nt ! i

CN% ggt hI)O heg 2- Yyl a%{ am )8)33)\/% 20051%63 7%17#-6;8‘@?él 1H),
(dDKEDDﬁL%GDZSf) 7. 87(¢¢l1&@ (2(sz  H3BBIQOX [M +); RT =

3.22, (W, ELSD) 76% 98%

2VN-[ | - (5-Chl or ot hi ophen- 2yl net hyl ) - 2, 3-di hydro-1Hind

Exarhplel2 - i soni cotinamide. LCOM (mz) 370.0 ([ Ml]+);

RT = 2.22, (WY, ELSD) 96% 100% 5

2WN- [ | - ( 5- Chl or ot hi ophen- 2yl et hyl ) - 2, 3-di hydro-1 H i nd

R T
T¢ [4 - {Bd Clit@watehi ogth)e nsoRytione by | -X4-Zludrobietydy- ﬁ-ahirhdlﬁﬁﬂine in

a@@@nﬁrrh@&l_ f ll%%rﬁ :%rr]cgo}% f% o?c{:fﬁ;trgrg‘;_e%%)mgnb,er %@@%mg) 2Nas added

fB'Ilee(( %g %ﬁfrﬁt gb'f()? %gnﬂ?&( k@%ﬁ@ﬁ/ llr}lxt%regvxgé DGO 1S room

15 tr omnet ni cotl nam
temperature for 60 min and evaporated in vacuo. The title compound was separated

by preparative LC/MS, yield 5.8 mg, 59%. LC/MS (m/z) 329.1 ((M+1]"); RT = 2.68,
(UV, ELSD) 94%, 99%.

The following compounds were obtained analogously from corresponding 5-
aminoindolines and commercially available appropriate chloroformiates, carbamyl
chlorides, sulphonyl chlorides, acid chlorides, di-tert-butyl dicarbonate (Boc,O) or
isocyanates, which are listed in the Table 1 below. Pyridine was used as a base in case
of chloroformiates, carbamyl chlorides, and sulphonyl chlorides. Triethylamine was
used as a base in case of acid chlorides. No base was used in case of isocyanates and

Boc,O:

2b N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-C-phenyl-methanesulfonamide.
LC/MS (m/z) 395.3 ([M-1T"); RT = 3.17, (UV, ELSD) 80%, 100%.

2¢ 4-Fluoro-N-[1-(4-fluorobenzyl)-2,3-dihydro-1H-indol-5-yl]-benzamide.
LC/MS (m/z) 365.4 ((M+17%); RT =2.90, (UV, ELSD) 96%, 100%.
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LOMS (mz) 437.1 ([M+); RT = 3.46, (UV, ELSD) 90%
99% 2z
wda2a0e9678uUt yl - 3-[] - (5- chl or ot hi ophen- 2yl net hyl PeRpR2aii000283
ydro-1Hindol -5 ylJ-urea. LM (mz) 364.3 ([ Ml]+);
RT = 2.80, (UV, ELSD) 97% 100% 20 2aa

( ino in oI
R e e e A T
IZC/MS (2, 34Eﬂ$py[+9]5%mlea%9 2dW, ELSD) 94%, 100%.

1- Benzyl - 3-[] - (5-chl or ot hi ophen- 2yl net hyl ) - 2, 3-di hydro
-IHindol -5yl J-urea. 25 LO M (M z) 3982([I\/H-1]+)'

] 3O 1 =)= -intopneg-.c- eam
507105 i LS 0 202 et

(5

S{B/DBERSUBVILF BRT = QGZNSJVHEWDME%QlQQMl] +) RT
= 3.00, (Uv, ELSD) 87% 97% 30 tad
1-[]-(5-Chl orot hi ophen- 2yl met hyl ) - 2, 3-di hydro-| H i ndol

p o VAA | J4—3‘iﬁd%b@@£ﬁlﬁ‘-223' dzﬁjﬁdefoe}é’fg —WE/ 7[ mézglug%hgnyl)-acetamzde

+) . 0
4005 6ls) 670 BENBRBD G 0OGESE VgL Shp0%%, 1003
1-[I-(5-Chl orothi ophen-2y| nmet hyl ) - 2, 3-di hydr o- | H i ndol
-5 yl J-3-thiophen-3- ylurea. LM (nfz) 390.2
2Ad MFLY S ChldRbtitopheRBryikiksh]) - X3-3iBYy AP Yol -iABKI% -y 1p- 1 Zaf

1-(5 | or ot hi ophen- 2yl met hyl ) - 2, 3-di hydro H i ndol -5
‘gﬂsfp”(f’ﬁ Bt c acid propyl ester. LCMS (mz) 351.2

LD o, LH NVR
R B e St o
3.22 (t, 2H), 3.89 (t, 2H), 4.38 (s, 2H), 6.59
é}d_{y[m g)oiz e—(lbqargcggzlzc f@d_{io(? -c§! oz@th(ogzheigd )%Zzpt }%{)_‘)2 3-¢fi ddro 1H-
iRBsYM - 91?@17;@& PCT/ DK2004/ 000283 89 Table 1.
Chl oroform ates, sul phonyl chlorides, carbanyl
LeGMES (1o 3798 I(MEH bRt 2,33, ARV, FlsRy 24t B¥%ised in

the preparation of conpounds of the invention 2a - 2af
Conpound of the Reagent MW Supplier Catal og

2i Pyrrolidine-1-carboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-
indol-5-yl]-amide.
LC/MS (m/z) 362.0 (M+11"); RT = 2.48, (UV, ELSD) 83%, 99%.

2j [1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-carbamic acid 2-
benzyloxyethyl ester.
LC/MS (m/z) 442.1 (IM]"); RT = 3.52, (UV, ELSD) 62%, 86%.

2k 3-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-1-methyl-1 -
propylurea.
LC/MS (m/z) 364.3 ([M+1]%); RT =2.73, (UV, ELSD) 94%, 100%.

21 [1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-carbamic acid tert-
butyl ester.
LC/MS (m/z) 364.3 ([M]"); RT = 3.50, (UV, ELSD) 97%, 100%.
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i nventi on nunber 2a n- PROPYL CHLOROFORMATE 122. 55
Al drich 24,946-7 2b ALPHA- TOLUENESULFONYL 190. 649

WERHOORDE? Al drich 15,971-9 2c 4- FLUOROBENZOYLPCHDERI0DE00283

158.559 Aldrich 11,994-6 2dgTERT- BUTYLACETYL CHLORI DE
134. 605 Al drich BS. 880-2 2e THI OPHENE- 2- ACETYL

. 624 ri.ch,19, =9 . 2%, .
RN R B B st ol epsosie
Aerhbhds BFRRERNE. CARBAMYL CHLORI DE 163. 647 Al dri ch
ﬁé@lozrl 2h MORPHOLI NE- 4- CARBONYL 149. 576 CHLORI DE
» G/ Z3 41834 M )RT £ P40V, BLNECARBONNY.
CHLORI DE133. 577 Al drich 20,635-0 2j 2- BENZYLOXYETHYL
214. 647 CHLOROFORMATE Al drich 52,514-6 2k
N BBORRORYilfoie METTHY LS CARBANNGp 1R3-S ekityl) b8 ek GRD OE 2701 5-
)%LCR DE 21 DI - TERT- BUTYL DI CARBONATE 218.247 Fl uka
666 2m ALPHA- TOLUENESULFONYL 190. 649 CHLORI DE

- i ] 287 L S 0 | DE 156. 632
ﬁ%’fl}s gﬂ%%?%ﬁ@ )’¥4-$%%%§WDE 158. 559
Aldrich 11,994-6 2p PIVALOYL CHLORIDE 120.578 Al drich
7 0~ 20 PH Y LORI 0..594 rich
VR TG N e B8l Al a1 o
SBDzdnidés BUTYRYL CHLORI DE 106. 551 Aldrich 10,961-4
2t CYCLOPENTANECARBONYL 132.589 CHLORIDE Al drich
IO/MS fmig) 3860 (M ORHRERE-323 0 CEVYELSR) ORVDEOA%60. 624
Al drich 19,599-5 2v | SONI COTlI NOYL CHLORI DE 178.018
Aldrich 22,875-3 HYDROCHLORI DE
2p N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2, 2-

dimethylpropionamide.
LC/MS (m/z) 349.0 ((M+17%); RT = 3.21, (UV, ELSD) 94%, 100%.

2q N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2-
phenoxyacetamide.

LC/MS (m/z) 398.0 ((M]"); RT = 3.46, (UV, ELSD) 80%, 100%.

2r N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide.
LC/MS (m/z) 362.1 ((M]"); RT = 3.34, (UV, ELSD) 84%, 99%.

2s N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-butyramide.
LC/MS (m/z) 335.0 ((M+1]%); RT =2.95, (UV, ELSD) 78%, 99%.

2t Cyclopentanecarboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-
indol-5-yl]-amide.
LC/MS (m/z) 361.1 ((M+1]%); RT = 3.22, (UV, ELSD) 84%, 99%.

2u N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2-thiophen-2-

vlacetamide.
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2w 4- DI METHYLAM NOBENZOYL 183. 637 CHLORI DE Al drich
52,611-8 2x 4- FLUOROPHENYLACETYL CHLORI DE 172. 585

WO\R@niogd16746, 695- 6 2y 6- ( TRI FLUOROVETHYL) NI COTPQIDWK2004/000283

209. 554 Fl uor oche 9368 CHL(PHDE m 2z TERT-BUTYL
| SOCYANATE 99. 132 Al drich 14,445-2 2aa ETHYL

AR B 3B g 5 e W%%g%%%ag B ENETHYL

| SOCYANATE 147.176 Al drich 45,617-9 2ad 2- TH ENYL

| SOCYANATE 125.151 Maybrj dge CC 13006 2ae 3- TH ENYL
4@% RiAFEorpggonieey- Wﬁﬁﬂwél’g% 3 dihyira-d8-indek -l Frmmeatinamide.

driph /1 096767
EPEEATEBAS B Eraap @ 5RLEpy o, 51
2, 2- Di net hyl - N-[6 nitro | -(4-trifluoronethyl benzyl)-2,
g‘%wuﬁyg 816Ljproz‘nop en llﬁz]e_thyr} opl Eﬁdryo(jﬁ{-z;%o-lrg—y?_]—it rred

EmetHA L bz - ni tro- 2, 3-di hydro-| Hindol -5-yl)-
I%r:o pi onam de (0.379 g, 1. 44 mol ) in nethanol (25 n)

/M$ (Iﬁlzbléll)ﬁélimyl]bh&jé#dél?ydéV(EL.‘SD)rB)%, H86.i ¢ aci d
(0.8 mM) and a solution of NaBH3CN (0.8 g) in
met hanol (10 m) were added in 4 portions during 3

XONH 3 (ST Ly ot HiGisHdnt P B3 100 dr L DE-iRBb RS 8- (4-
reaction mixture was concentrated in vacuo to a
féﬁ‘?ﬁ%’ evﬂpﬁﬁ@?mq{?enched with saturated aqueous NaHCGS

| € tReId I v, nuies, The

e co?rpgﬂﬁ&mv\gg geparg?’éd@’ If%lfﬂ))r%} i ban%t/& gi ve

O 574g of red solid, yield 95% LCOMs (mz) 422.1
RT = 4.11, (UV, ELS 96% 99% 1H NMR

231@'}?;6@65;@@@@;@4 b Dot o).
&g 1H), 7.48 (s, 1H), 7.57 (d,
it gr&;&tl@%ﬁ@tzr&zc&% 9.62 (s, 1H, NHCO). 15 The
FEQM D @ty 43D nidih iR e Bed6p (B aEESDaRAY099%s| y:  3b
N-[1-(5-Chl orot hi ophen-2
yl methyl)-6-nitro-2,3-dil aydro-] Hindol -5 yl J-2, 2-
2z I-tert-Butyl-3-[1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5 -yl]-urea.

LC/MS (m/z) 364.3 ((M+17Y); RT = 2.80, (UV, ELSD) 97%, 100%.

2aa I-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3-ethylurea.
LC/MS (m/z) 335.1 ((M]"); RT = 2.34, (UV, ELSD) 96%, 100%.

2ab I-Benzyl-3-[1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-urea.
LC/MS (m/z) 398.2 ((IM+1T"); RT = 2.85, (UV, ELSD) 84%, 100%.

2ac [-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3-phenethylurea.
LC/MS (m/z) 411.9 ((M+1]%); RT = 3.00, (UV, ELSD) 87%, 97%.

2ad 1-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3-thiophen-2-
yiurea.
LC/MS (m/z) 390.0 ((M+11%); RT = 3.01, (UV, ELSD) 94%, 92%.



di met hyl propi onanmi de. 20 LO/MS (m'z) 394.0 ([Mrl]); RT
= 4.07, (UV, ELSD) 97% 98% 1H NWR (DVMSO d6): 1.20
W@ 2004994767 3. 00 (t, 2H), 3.41 (t, 2H), 4.55 (s, PCHPK2004/000283
6.97 (d, 1H), 7.01 (d, 1H), g¢.22 (s, 1H), 7.47 (s,
1H), 9.62 (s, 1H, NHCO. 3c

T L TR I

Jimaez) 474.2 ([M+l]+): RT = 3.89, (UV, ELSD) 80% 97%

3 +
Irxﬁg/MS- (BZHAP G2 ST Bk &L 23198 (WY1 FLEDNPe%0l0%8- di hydr o-
] Hindol -5 ylJ-2-(4- fluorophenyl)-acetam de. 30 LC M5
(mz) 445.1 ([M+); RT = 3.88, (UV, ELSD) 79.8%

5 208, 9fh-(SLEhIRAidpDRBO-dB YTy R-29B dill dro2 Y -inddl 4Lyl -earbdilic  acid
3,63 %Fi» 2H), 4.54 (s, 2H), 6.96 (d, 1H; 7.0 (d,
PIpgy efehe (1, 2H); 7.17 (s, 1H); 7.31 (s, 1H); 7.34
() Z ) M: N 0 0 o 1
DR8] 0 o1t R (R Rl oDT ey, 98,056 H NMR
(PMBOH): )L B2 (i BHY- ROB(stixkepdiid); |284 (idRH);3.32 I 2H3-3.89 (t, 2H),

05 5| B oL V8 a0, AL o Wi T 1 o

10 10D; 99bbr L1MONED., 2H); 2.99 (t, 2H); 3.41 (t, 2H),
4.54 (s, 2H), 6.98 (d, 5 1H); 7.01 (d, 1H); 7.14 (s,
1H); 7.23 (s, 1H); 9.76 (s, 1H, NH). Exanple 4 4a
N-[ 6- Ami no- | - (5- chl or ot hi ophen- 2yl et hyl ) - 2, 3- di hydr o-
]Hindol-5 ylJ-3,3- 10 di net hyl butyram de. To a
sol ution of
3,3-dinmethyl -N-(6-nitro-2, 3-di hydro-| Hindol -5-yl) - but
yram de (15 ng), 5-chloro-2-thiophenecarboxal dehyde
(50 mg), and acetic acid (0.1 m) in nethanol (5 m)
NaBH3CN (200 ng) was added. After 30 mn the reaction
m xture was concentrated in vacuo to a small vol une
and partitioned between ethyl acetate 15 and water.
The organic solution was washed with aqueous HO (1 M
and saturated aqueous NaHCC3 and evaporated in vacuo.
The obt ai ned resi due was di ssol ved in tetrahydrofuran
(10 M) and acetic acid (2 m) followed by addition
of Zn powder (1 g). The obtai ned suspensi on was



sonicated for 5 mn, nore Zn powder was added (0.5 Q)
and sonication continued for 20 2 mn. The obtai ned
waeapensbon was filtered via a plug of Si02 (2r@l/pPK2004/000283
evaporated, and the title cgopound was separated by
preparative LC/I\/S to give 6.5 rTg of coI ourless solid,
m@q &Rftro 59111@;3 RS Bl ergloriae
c(ygg’a‘{ ‘glf p(?paraém 0 §01§601H £3e n e?%f

s NED and I—Dm 4 .38 (s, 2H), 6.27 (s 1H). 6.81

@gmpgqq)d 6.93 (d, 1H) 7.00 25 (d, 1H), 9.27 (br. s,
1Hpf tNHCO) 4b Reagent MW Supplier
Nayefomno- | - (4-trifl uoromet hyl benzyl) -2, 3-di hydno- | H-i

Catalog
number

2wdol - 5yI4d-PROPYTICHEIOROPORM A de. 771_22.55tl €Aldrich  24,946-7
mnpoyndAMpgApr@E@mmm above 190,649

22d|mirglt1 Rﬂsbi:ﬁ nltrol-(4 30 15,971-9
icr i fl U0r43 o-1 H | X&%}}%{QODH 994-6
jgonam dep 1%’?% ‘f‘ﬂRﬁ% ﬁLd 'ﬁ“' °” Zn BS,880-2

st e e Aé@ﬁ% chee 19,599-5
%@Sagi dy% 0,Q R hé?-88 5flomcél ® 46 ,695-6
H%HbQPBQ@YE&A%BA%YB@éﬂ@RE? f163.64% i oAldrich  S31,027-1

2y 02 waMOREHQIANE-HCARBON e et at e and14£héTﬁ ane WO

2004/ 0967BIZORGYEDK2004/ 000283 92 and the titlAldrich  34,829-5
2t orpound -WEBRREHIBINEECARBONYILICALOBIDE Y357 0. ATdicl,  20,635-0
Zj1% coleBENEYLOXWETEYI.C/ M5 (1 z) 39218641 Mr1] +); RT

= 2.38, (HMORBESRMATY 99% 'H NVR (DMSO-d6) A1dhic?0 5251406
20{8, 9H) ,Niséﬁ’R()PYLZN')ME%H%& 6 X%ﬂgf‘ %sgsé begk C0005221

oty cath S’ H NHO T e
2 dI l o - DI?TE anal 71) I y ]?]Pg?n 34660
corresp fk” ' Nrﬂgm s of the gé al formula
XXV in t Pegs via reductive al kylation withAldich  15,971-9
29001 opr ilABETA VeONY LdeEPRABE i n t hi6.@Ranphlirgh  26,360-5
2p0| | oned-HyUPREY N%@Yw GHLORIDEowder H8.H¥scrAliedh  11,994-6

2@bove. f@VAcLWIp CHAORIDE - (5- chl or ot hi thET8 2 Aldrich  T7,260-5
291 met hy PHENGXYAGEIE GHLORME S yl J- 212594  Aldrich  15,862-3
2di met hy IMBRIPBUTAHTLAEETYC MBLORIRE 364. 234((5(M+1]AbdncBT B8,880-2
22. 19, (BUTERSD)CHBORIOR% 1H NVR ( DVB(ye ) : A}d%@h $,10,961-4
20H) . 2. B¢ LoPRNraNECARBONR) . 4. 33 {H5s8H) . 4. 39

(br. s, @&ho , 6.07 (s, Aldrich  32,831-6
2u THIOPHENE-2-ACETYL CHLORIDE ~ 160.624  Aldrich  19.599-5
2v ISONICOTINOYL CHLORIDE 178.018  Aldrich  22,875-3

HYDROCHLORIDE
2w 4-DIMETHYLAMINOBENZOYL 183.637

CHLORIDE Aldrich  52,611-8
2x 4-FLUOROPHENYLACETYL CHLORIDE 172.585  Aldrich  46,695-6
2y 6-(TRIFLUOROMETHYL)NICOTINOYL 209.554 Fluoroche 9368

CHLORIDE m
2 TERT-BUTYL ISOCYANATE 99.132  Aldrich  14,445-2
2aa ETHYL ISOCYANATE 71.08  Aldrich  E3,330-0
2ab BENZYL ISOCYANATE 133.149  Aldrich  22,726-9
2ac PHENETHYL ISOCYANATE 147.176 ~ Aldrich  45,617-9
2ad 2-THIENYL ISOCYANATE 125.151  Maybridge CC 13006
2ae 3-THIENYL ISOCYANATE 125.151  Maybridge CC 13106

2af n-PROPYL CHLOROFORMATE 122.55 Aldrich  24,946-7
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15 1H), 6.64 (s, 1H), 6.91 (d, 1H), 6.98 (d, 1H), 8.48
(s, 1H, NHCO . 4d

WORG08API70D- | - (4-trifluoromet hyl benzyl) -2, 3- di hpdIDKR44i000283
ndol -5 yl J-2-(4- fluorophenyl)-acetam de. LC/ M5 (rn/z)
444.0 ([MH1]+); RT = 2.65, (UV, ELSD) 95% 99% 1H NMWR
K 230 d6): 2.76 (t, 2H), 3.24 (t, 2H), 3.57 (s,
2 4 26 (s, 2H), 4.51 (br. s, 2H, NH2), 5.92 (s,
1H), 6.73 (s, 1H), 7.14 (t, 2H), 7.36 (dd, 211), 7.55

d , dd, , .9.08 (s, 1H,  NHCO . 4e
§\1 é@%’ﬁdﬂ Néé( W’Pr{z Z%Ffd?f@rwﬁwﬁzwé) =23-gilydrey dHgnded-5-i1]-
ﬁgogo,@nydg 3,3- 25 dinethyl butyram de. LCO M (nfz)
([Mrl]+); RT = 2.58, (UV, ELSD) 97.4% 99.0% 'H

TVRa  (SDiASO- d@jutlo:n O<2f ( 3,2-Dihethy2-N-P6 (nsh;o ZB‘l)d:Ih)ﬁrﬂ-SI‘Eifndol 5-yD)-

4.48 2H,
%%?n%%“%lw(o 32 4g(s isi‘%ll) mif;%% (& 2%36" anoly | @Ié ml) 4
tﬁﬂhoro&e%ﬁy%émzaﬁ'éhyd‘d"'lx@ 83hIff adETIE6a(ﬂTI {0183 159( 4nd a solution of

f | uor obenzyl) dr o- | Hi ndol -
NaBig1 Gy (B 8t3) i miaikanoinG (20D ar a0 6RéR m@rpmﬂ@dmmm&aurs until

g%t@g%gé&ggﬁ }‘%@6 1&{%&33&%@;@} \gas(zgénc%pbréteg 1ri§210u0 to a

sh&x,ll \?ti'}l)me,Zq%&clﬁdd. \Svﬁlﬂ)satuﬁltelﬁaq(ufe'o_ll)lszN)tHC@g %ﬁluﬁ%ﬁ) #1d) somcated for
seyeralzlmnutep §be (1@}8 cogp@unc@w&se@grateﬂpby ﬂq)atlolg, tajgive 0 5 74g of red

) h o oo
S“hh%é‘?r VECES [ 0 3G HORETE 1Y) RRRZM 4P 06%, 99%.
H@\uvmo/ ((Dmsow 12 ([st} .04 BIZH)%; g}i {t, QH% 4, EQ%D)zH) 7.09 (s,
RS TR N AT AR AL o KA
4.48 (s, 2H NH2): 5.90 (s, 1H): 6.75 (s, 1H): 7.39
(d, 1H): 7.45 (d, 1H): 7.78 (t, 1H); 8.80 (s, io 1H,

Mq)follwaugmomwuwl\mfr@ p(eﬁoafddl aprlopbishphen- 2
yl met hyl ) -1 Hindol -5 yl J-3, 3-di net hyl butyram de. 15 To

a sol ution of

| yl
3er [1#5%@&@%%@%%%r adrrnﬁzté;tebyb )23 a@kﬁ%@yﬂ%r 55ingo

f@ﬂ?férlﬁwwwfnadede d6 (0.6 m) 2, 3 5, 6 tetrachl or o-
t
r)gfs] F%%%RZ@@H@ ?”%)é oﬁaﬁj@dﬁfgb) 0%, 8% APRAR (DMSO-
dﬁ) 1.20 (s, 9H), 3.00 (t, 2H), 3.41 (t, 2H), 4.55 (s, 2H), 6.97 (d, 1H), 7.01 (d, 1H),
7.22 (s, 1H), 7.47 (s, 1H), 9.62 (s, 1H, NHCO).

3¢ 2-(4-Fluorophenyl)-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-
S-yl]-acetamide.
LC/MS (m/z) 474.2 ([M+11%); RT = 3.89, (UV, ELSD) 80%, 97%.

3d N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2, 3-dihydro-1H-indol-5-yl]-2-(4-
[fluorophenyl)-acetamide.

LC/MS (m/z) 445.1 (IM]"); RT = 3.88, (UV, ELSD) 79.8%, 98.9%. 'H NMR
(DMSO-de): 2.98 (t, 2H); 3.41 (t, 2H), 3.63 (s, 2H), 4.54 (s, 2H), 6.96 (d, 1H); 7.0 (d,
1H); 7.16 (t, 2H); 7.17 (s, 1H); 7.31 (s, 1H); 7.34 (dd, 2H); 10.03 (s, 1H, NH).
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5 mn, allowed to cool and poured into aqueous NaHSC3
solution (1 gin5mM) followed by addition of 25%

waoueons6NH3 (5 m ) and 10% aqueous NaOH (5 m pCT/BE200R©00283

mxture was extracted with CGC12 (3 x 10 m), the
conmbi ned organi c solution was washed with water and

M HCl i ot d i I f.S102 (1 ,and ut ed
N SRR T Bt P B .-
dhiesitylbevapmidd i on was purified by preparative LC M5
t ' 5 f the titl d as col ourl ess
200 Gy S S S CORRE e a0k, SR ' v

% 0 198% nd
O & . ME S e 1 b s Rz, 698 @
1) 7.06.(881H) 7. 18Ky, 1H); 2R3((ld.H); 95 (s, T NE)d, 1H), 7. 44

(d, 1H), 7.87 (d, 1H), 9.60 (s, 1H NHCO. Exanple 6
30 6
N algr‘;om)-l -(4-trifluoromethyl benzyl)-2, 3-di hydro-] H
i ndol -5yl J-3, 3- di nethyl butyram de. The title conmpound
was prepared from

4}}{2‘3&”@’%% !@%@gr_g?{z&@%@%sﬁh%?gé%? ~_d|ihl5/|-dro-] H-indol-5-yl]-3, 3-
dmemyipuyesmnet hyl benzal dehyde (64 ng) as WO
2004/ 096767 PCT/ DK2004/ 000283 94 descri bed in exanple

To apphitign 16 3z3-gimethyl NK6 (itt -2, 34dby dro{ [Hvietlol-5 -y Rifutyramide (15

99 B 7..4% 95. 1%, .Th [ 1 owi ) d )
a0 b RS e s TGl S E ARG SEELM ) in
hetBinol(§ GnlBNABEE, TN (Szoohh%)j Whhh@iae Afiér 8O HBhLNUE ealtion mixture

3-di hydro-1 Hindol-S ylJ-3, 3- dinmethyl butyram de.
waseqogcamsragechi. vacep N o fnall valymie jand[ patifigned optweed, @lhyl acetate

S0 S S PO Sl ST g s
aqhgoua NAFHQY apt évaperatedriehduse (7 ng) in methanol (0.5

Fol | e ) SEBEHGE 6P 400 B ey g b 4 el and aceic acd
o o e O P o e i Syl Ryilision was
semicytad der. 5 T, mesi Zupowds vaisdded/@S phaddViBDidafioh cohtinued for
2anrr]19n. %te %Etagri[e%osugge)n'sioy%veas%{I’Pegel’c'lcxgia a plug of SiO; (2 g), evaporated, and
the title compound was separated by preparative LC/MS to give 6.5 mg of colourless
solid, yield 32%. LC/MS (m/z) 378.0 ((M+1]"); RT = 2.36, (UV, ELSD) 93%, 98%.
%. '"H NMR (DMSO-dg): 1.03 (s, 9H), 2.17 (s, 2H), 2.82 (t, 2H), 3.30 (t, 2H), 3.55
(very br. s, NH, and H,0), 4.38 (s, 2H), 6.27 (s, 1H), 6.81 (s, 1H), 6.93 (d, 1H), 7.00

(d, 1H), 9.27 (br. s, 1H, NHCO).

4b N-[6-Amino-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-2,2-
dimethylpropionamide.

The title compound was prepared from the above 2,2-dimethyl-N-[6-nitro-1-(4-
trifluoromethylbenzyl)-2,3-dihydro-1H-indol-5-yl]-propionamide (see example 3) by
reduction with Zn powder as described above for 1-(5-Chlorothiophen-2-ylmethyl)-5-
aminoindoline (see preparation of intermediates of the general formula XXI). The

crude solid residue after filtration via SiO, was treated with ethyl acetate and heptane
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was i solated by preparative LCMs. The foll ow ng

conpounds were prepared accordingly fromeither
WOR{02/0%78f hydr o-1 H i ndol -5-yl) -3, 3-di met hyl - beCT/DE200d©00283

(conpounds 7a-7z) or from N-§2,3-Di hydro-1H 20

i ndol -5-yl)-2-(4-fl uoro-phenyl)-acetam de (conpounds

Aok A0 PRRRGIL T8 SRED TR0 ot

SliinBHEVMS (/) 392. 3@4%!*}13@@& yBaNTUte, ELSIS) by mggo 1151 NMR
@)3/158 cf M% (s) 9H) 277 (t 2H) {5, (, 2H§'Dl 28 Zs l2/) 254 (s/° OH 51\11—12),

ST S s ™

([I\/H-1]+) RT = 3.44, (U, ELSD) 91 8% 99 6% 30 7c

-(4- | Ib 1)-2, 3-
R N S —

SEAA i 6 i il

agpyapriet- Fileloide-a4 des¢rtbedandheemmpbr& ydljovd3bydidipdtien Jith Zn

di met hyl butyram de. LC/ M5 (nfz) 409.2
p(’k‘%%l ‘}r)éé"fri&"%as"ﬁv (UV, ELSD) 69.6% 98.2% 5 7e

N-[] (6 Chl or obenzo[ 1 3] di oxol -5 yl met hyl) - 2,
ydr o- JH-i ndo 3- di methyl butyram de.
4|SéY LO%A(W%)I (é@ﬁlqw(lmﬁw %ylmﬁﬁy&@ dikiydio K H-ird @By yl]-2,2-

f
"% l@y/ﬂ(”s%’g ’?ﬁ%dtzhyl | pheny! - | H pyr azol - 4yl methyl ) - 2, 3-d
ILCHM? nizyB6h2GIMBY]]RTLE 2319, am; BESD)/ 9@%; 99%rﬁm &MR (DMSO-

d@? 1@ égééfg&,%f@%}b[ %/Hé%](t éH) 4.33 (s 2H) 4, 39 (br s, 2H }\THZ) 6.07 (s,
1%&)[&36@% @H)oes 91%&1&4)%99& hzyh@ﬁgml - di hydro-1

| ndol vyl J-3 but m de. LC/I\/IS
(mrz) 425 > ([MF1] +); RT = 3 79, (W, ELSD) 75. 4%

% , 7h _ . )
‘@Y ?%mm ey preadiBerd a2 difbfndre- o h ot - Ay et
fmwaphanﬁ) dedyslide: ]H i ndol - 5 yl} 3,

|rrethlbut ram L M5 (m z) 4673([!\/&1}); RT =

Lg:/w (an 44;@@;&9] ) R = 8§5800V, ELSD) 95%, 99%. "H NMR (DMSO-
de): 2.76 (t, 2H), 3.24 (t, 2H), 3.57 (s, 2H), 4.26 (s, 2H), 4.51 (br. s, 2H, NHy), 5.92 (s,
1H), 6.73 (s, 1H), 7.14 (t, 2H), 7.36 (dd, 2H), 7.55 (d, 2E), 7.71 (dd, 2H), 9.08 (s, 1H,
NHCO).

4e N-[6-Amino-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide.

LC/MS (m/z) 406.0 ((M+1T"); RT = 2.58, (UV, ELSD) 97.4%, 99.0%. 'H NMR
(DMSO-de): 1.02 (s, 9H); 2.12 (s, 2H); 2.78 (t, 2H); 3.24 (t, 2H); 4.28 (s, 2H), 4.48 (s,
2H, NHy); 5.93 (s, 1H); 6.74 (s, 1H); 7.56 (d, 2H); 7.71 (d, 2H); 8.81 (s, 1H, NH).

4f N-[6-Amino-1-(4-fluorobenzyl)-2,3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide.
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20 7] 3,3-Dinmethyl-N-[1-(6 _
p-tol yl oxypyri di n-3yl net hyl ) -2, 3-di hydro-1 Hindol -5
W@ ba4/oarsyr am de. LG/ MS (mfz) 430.2 ([ Mrl] +); RIT/PK2004/000283
3.15, (Wv, ELSD) 76.6% 97.9% 25 o
7KN- (1-[ 6- (4- Chl or ophenyl sul tanyl ) pyri di n-3yl net hyl ) -2

HR RS RS TR 2 W BB i w o

EMSDdRTL.A24s, TH); 2.13 (5, 2H) 273 (t, 2H); 3. 18 (1, 2H); 4.16 (s, 2H), 4.48 (s

nophenox n- 3yl met h
B a3 SS (SATDRar 5 lﬁﬂ 57 (o2P5 .46 (e PR By GsaHLANED,
LG M5 (mz) 441.4 ([M+1]); RT = 2.98, (UV, ELSD)
79.8% 98.9% WD 2004/ 096767 PCT/ DK2004/ 000283 96 7m
4, V-Pb-reting! -t/ fdor ¢-8-tr iflubkongaipitedniy)-pyr dithydvo 3 H-indol-5-y1]-3, 3-
% di hydro-1 Hindol -5- yl J-butyram de.
‘{’GFWH)H’W 92.4 ([M+1]); RT = 3.10, (UV, ELSD)
IaZ/J\,@ = 0 o/ 1
g(nngfgh@éo \ M{D%] % RFtrhylz 5t?enzo[ bj t%l op%OA)’Z9 8rr/é’t hHI NMR

(pMS@ dg): Hydr G- 9185 2n@als- 218); 9179-(b )y 268 di 2H)QLVB(K, aH;,)4 48 (s,

600 SOt Bt 202 ColhaAoa Tt ffh o

131, Ny dr o- | H-i ndol -5 yl J-3, 3- 10 di met hyl but yr am de.
LC/I\/IS(ndz) 3992([I\/I+1]+) RT 275 (UV, ELSD)
84. 9% .3% 7s 3,3-Dinethyl-N[I-

%& gpyrldln 3yl et hyl ) - 2, 3-di hyd ro ] H i ndol - 5yl J-
%)%]amde 15 LOMS (n z) 4162([!\/&1]+) RT = 2. 98,

(W, ELSD) 67.5% 96.5% 7u
Sphenyl - i soxazol - 4yl nmet hyl

S B PG RS e ety ot deiimeiy kot

W0 MR -(RTiordtAdbheh MymfotryRl2, 9 il 18- R 1 5-y?| 33-
dNIth]_lyBgt}zaIpbl&t @Oomige nn AinettytplfoRida-ddi (0ysdn) 12t3, 5 6detkachloro-
[¥,Lliﬁe’i)izg’duhgoingp(%9 ¥1|1g %%ra%ﬁ]é(g The obtained mixture was heated at 70°C for
5 min, allowed to cool and poured into aqueous NaHSO; solution (1 g in 5 ml)
followed by addition of 25% aqueous NH; (5 ml) and 10% aqueous NaOH (5 ml).
The mixture was extracted with CH,Cl, (3 x 10 ml), the combined organic solution
was washed with water and 1M HCI, filtered via plug of SiO, (10 g) and eluted with
ethyl acetate/heptane (1:1). The crude product after evaporation was purified by
preparative LC/MS to give 5 mg of the title compound as colourless solid. LC/MS
(m/z) 361.1 ((M+17"); RT = 3.43, (UV, ELSD) 96%, 99%. "H NMR (DMSO-dg): 1.03
(s, 9H), 2.16 (s, 2H), 5.51 (s, 2H), 6.41 (d, 1H), 6.95 (d, 1H), 6.98 (d, 1H), 7.21 (dd,
1H), 7.41 (4, 1H), 7.44 (d, 1H), 7.87 (d, 1H), 9.60 (s, 1H, NHCO).

Example 6

6a N-[6-Bromo-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide.

The title compound was prepared from 3,3-dimethyl-N-(6-bromo-2,3-dihydro-1H-
indol-5-yl)-butyramide (25 mg) and 4-trifluoromethylbenzaldehyde (64 mg) as
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LC/MB (mz) 379.3 ([Mrl]); RT = 3.44, (W, ELSD)
71.8% 97.6% 25 7w

wORqoa/0pq761 4- Fl uor ophenyl ) -5-nethyl -1 H PCT/DK2004/000283

pyrazol -4yl methyl )-2, 3-di hydjo-1 H indol -

yl }-3, 3-di net hyl butyram de. LCM5S (mz) 421.4

ST it e e e A B ol e Y B 200,
G BLIIP) 9 éI%LQSl% J- 30 butyram de. LC/MB (mz) 343.1
([MH1] +); RT = 2.84, (U, ELSD) 59.9% 89.1% 7z
3,3-Dinethyl -N-[1-(4 pyLI;I doho iy : ”

The for] ofnpbuél [ ] )
Do st combull W betcd AaReaadty bkl el Saghae:
([Mr1l] +); RT = 3.03, (UV, ELSD) 81.1%99.5% 7aa

&T 5] Z%ﬁ uog’?”gg enyMOtéf:?@?%(ﬁ?' it ”%ﬂ}ﬂ%d [(} 7?7%51% I VY-3,3-

c(z{thjz]bu)y;aﬁﬂe— 2.99, (UVv, ELSD) 93.4% 93.1% 5 lab
uor op enyl ) - 5;I é4 trifluoronethyl benzyl)-2, 3-
'};ﬂ i%‘?F% | (ndz)\A43.1 GVl En RE = 1.99.N5 W, LSD) 48B4, 94.9%.
E{Mﬂ +) ; RT 3.24, (UV, ELSD) 76.6% 87.4% 10 |ac
2- (4- Fl uorophenyl )-N-[1-(4-isopropyl benzyl)-2,3-dil zyd

ro-]Hindol - SyIJ- acetam de. LC/ M5 (nmfz) 403.1
91.5% 83.7% | ad

(%[‘n(eMia]I] %@P&ngﬂq ;[‘r?y:?. }mﬂut(qu(\)/f gl%lé}%%)e (25 mg or 0.025 ml) and appropriate
i S RN Y B cp v

addgl g@lowead\vby BELeio) actd (B0 nd). TRé obtaimed solution or suspension was

ghglnﬁgl gp l A ofkt) ﬁ}o[likep% %t é&‘ﬁ or 6(‘}/ mqgtfg cl)vzzed by evaporation in

Vﬁbul\t/le EIQEH@&RQF) Y@s%tﬁ%s%[ﬂeﬁ@n Iﬁ%SL%g)Q 'ygxdlrf) ('%}Q & va géga/éb ml). The product

W?éf‘?@‘ﬁ? t’EP@PgaﬁZ@LWM phenyl -] Hpyr azol -
yl met hyl ) -2, 3-di hydro-1 Hindol -S yl J- 2(4
fuorophenyl)-acetamde. LC/MS (mz) 455.0 ([M+1]+); RT

The Zolletying OvinpbinfR)wddd piHfare hedilingB5rom either N-(2,3-Dihydro-1H-
indol-5-y1)-3,3-dimethyl-butyramide (compounds 7a-7z) or from N-(2,3-Dihydro-1H-

indol-5-yl)-2-(4-fluoro-phenyl)-acetamide (compounds 7aa-Taw) and the appropriate
aldehyde (see Table 2 below):

7a N-[1-(4-Chlorobenzyl)-2,3-dihydro-1H-indol-5-yl]-3, 3 -dimethylbutyramide.
LC/MS (m/z) 357.2 ((M+1]%); RT =3.17, (UV, ELSD) 77.1%, 97.2%.

7b 3,3-Dimethyl-N-[1~(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5 -yIJ-
butyramide.
LC/MS (m/z) 391.4 (IM+1]%); RT = 3.44, (UV, ELSD) 91.8%, 99.6%.

Te N-[1-(4-Isopropylbenzyl)-2,3-dihydro-1H-indol-5-yl]-3,3 -dimethylbutyramide.
LC/MS (m/z) 365.4 ([M+1]7); RT =3.13, (UV, ELSD) 89.4%, 99.2%.
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| ag
N-[1-(2-Chloro-5-trifluoronethyl benzyl)-2, 3-di hydro-]H
WO 2ovdode78y| J- 2- (4- fl uorophenyl)-acetam de. LQPVEBDK2004/000283

(infz) 463.1 ([M+1]); RT = 39563, (UV, ELSD 98.3%

95.3% 30 7ah N-[1-[5-(4-Chl orophenoxy) -1,

Rt 3L12Mbrd- Y by p-

s ndol S PR Y A A A i
l@@ga@n( M 1] +) = 2.55, (W, ELSD) 92.3%

@?@?%Zm&?a*ﬁ%%ﬁ@ﬁgi‘yf%ﬁq’ 41%1388%35'%3&5% "

3-di hydro-1 Hindol-5 yl}-2-(4-
fluaro henyl -acet am de. LC/I\/S mz) 479.1 ([M+1l]); RT
’Ze]ﬁ—[é }Uvo g@g@jﬁ}gz’qoxpw ~Vémethoh -253-dihydro- ]H—mdol—5-yl] 3,3-

cZii‘zzl 4 wophenyl) - N-[ I -(3-nmethyl -benzo[ bJt| zi ophen
%?}Xb ?FL)({?JZ 3-di hydro- IHindol-5 ylJ-acetam de.

ILWB(M%) 04PV+ 21 [RW2 3 22, RIVEBSB J94 S%V99 E445D)
60.2% 88.8% |am N-[I -(6-Fl uoro-4H benzo[
3] di oxi n-8yl nmet hyl )-2, 3-di hydro-JHi ndol - 5 yIJ 2- 10

7(f4\fNE r3)5%91@f}%k ) - ﬁ@@l—?Wgﬁ@—%—% lly )§?3]@/¢0 o-{L=indol-5-yl]-
32£ dﬂnﬁh)dbmlmm&dql) N-T1- (6phenoxypér| dllg Ec}/llvget ?Iyll) 2
oy VPR 2T L R 02300 W8) o798 S 196

7ar N- (1- Benzo[ bJt hi ophen- 2
7yIm=:thI-23d|h dro-IHindol -S yl)-2-(4-
BINb P)3-tiferoearieibylbar@y i, I-dihpyrod \H-iRd (I {SNHLB ) ;

d%?@%f‘ég’dm&zw ELSD) 80.2% 89.4% 20 7as

of oprienyl ) -N-{1-[1- (4

TAQ/MISt tRIT- B hyd do,
> 3 i o s P SR
459.3 ([M+1]4); RT = 2.15, (W, ELSD) 91.5% 88.7% 25

T AR e G T e Eg

n@gowqul}}ymmm@%ym@ohmﬁie yI J-acetamide. LC/MS (1 z)
0 0
L%%sl(n%) 4617]2( Jl]r R {UV %isé%) 975(.52‘2,/39:88‘%.‘ 9%

7j 3,3-Dimethyl-N-[1-(6-p-tolyloxy-pyridin-3-ylmethyl)-2,3 -dihydro-1H-indol-5-yl]-
butyramide.
LC/MS (m/z) 430.2 ((M+1]"); RT = 3.15, (UV, ELSD) 76.6%, 97.9%.

Tk N-{1-[6-(4-Chlorophenylsulfanyl)-pyridin-3-ylmethyl]-2, 3-dihydro-1H-indol-5-
yI}-3,3-dimethylbutyramide.
LC/MS (m/z) 466.0 ((M+11"); RT = 3.45, (UV, ELSD) 69.3%, 97.1%.

T\ N-{1-[6-(4-Cyanophenoxy)-pyridin-3-ylmethyl]-2, 3-dihydro-1 H-indol-5-yl}-3,3-
dimethylbutyramide.
LC/MS (m/z) 441.4 ((M+1]%); RT = 2.98, (UV, ELSD) 79.8%, 98.9%.
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7av 2-(4-Fluorophenyl)-N[]-(4 pyrrol-
yl -benzyl) -2, 3-di hydro-1 Hindol -5 yl J- 30 acet ai ni de.

waQ gyovBoq7aT z) 426.1 ([ Mrl]+); RT = 2.87, (UV, BERCDPK2004/000283

92.2% 88.2% WO 2004/ 096767 ¢pCT/ DK2004/ 000283 99
Tabl e 2. Al dehydes used in the preparation of

vt hesli I a -..7/av ., 0f 1 .
e g g B AR B B i (R g o5
Mi-Cty@RGBENZ AL DEHYDE 140. 568 Al drich 7b
4.12 A drich_ BENZALDEHYDE 7c
(1O RCSND SO PEHVEL- 348, B0, B 8P 88 574 99-5%
3- FLUORO 4- ( TRI FLUOROVETHYL) - 192. 111 ABCR AV20008
BENZALDEHYDE 7e 6- CHLOROPI PERONAL 184.577 ABCR AV13607

¥ 3. 3; Bt IWENL- (3t PHENY R A hen-200m2thy DX, ®Fihydro-1H-indol-
j4)9 2 0050 4- CARBOXALDEHYDE Or gani cs 79
lod(TRI FLUOROVETHYL) - 208.566 Aldrich 37, 682-5

LRENYOES (IM®t o2 4
B| onet |IF- 435@/I JI\/ETHYL |HPYRAZQ_%7§8/R2232§ch

CARBALDEHYDE 7] 6-(4- METHYLPHENOXY) - 213. 235 Bi onet

73“( ?35( P e R R T iy b ro- B S1)-3,3-

MAL-DEIdYDE Research 71
PYRI, DI NYL) OX 224,218 Bionet 6L-309S
I&kéémﬁ RN LI s 315 UV ELSI5) 84.5%: 95.39%

6- ( TRI FLUOROVETHYL) PYRI DI NE- 3- 175. 109 Fl uoroche 9397
7s 3,3-Dimethyl-N-[1-(6-phenoxypyridin-3-ylmethyl)-2,3-dihydro-1H-indol-5 -yIJ-
butyramide.

LC/MS (m/z) 416.2 ((M+1]"); RT = 2.98, (UV, ELSD) 67.5%, 96.5%.

Ta 3,3-Dimethyl-N-[1-(3-methyl-5-phenyl-isoxazol-4-ylmethyl)-2, 3-dihydro-1H-indol-
5-yl]-butyramide.
LC/MS (m/z) 404.4 ([M+1]"); RT = 3.24, (UV, ELSD) 97.6%, 99.9%.

7v N-(1-Benzo[b]thiophen-2-ylmethyl-2,3-dihydro-1H-indol-5-yl)-3, 3-
dimethylbutyramide.
LC/MS (mv/z) 379.3 ([M+17"); RT = 3.44, (UV, ELSD) 71.8%, 97.6%.

Tw N-{1-[1-(4-Fluorophenyl)-5-methyl-1H-pyrazol-4-ylmethyl]-2, 3-dihydro-1H-
indol-5-yl}-3, 3-dimethylbutyramide.
LC/MS (m/z) 421.4 ([M+1]"); RT =2.24, (UV, ELSD) 79.5%, 98.9%.

7y 3,3-Dimethyl-N-[1-(5-methylthiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5 -ylJ-
butyramide.

LC/MS (m/z) 343.1 (IM+1]%); RT = 2.84, (UV, ELSD) 59.9%, 89.1%.

7z 3,3-Dimethyl-N-[1-(4-pyrrol-1-yl-benzyl)-2,3-dihydro-1 H-indol-5-yl]-butyramide.
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CARBOXALDEHYDE m 7p 3- METHYLBENZ( B] THI OPHENE- 2-
176. 238 ABCR AV11375 CARBOXALDEHYDE 7q
WG 200U0EREF 4H- 1, 3- BENZODI OXI NE- 5- 182. 149 May br PADBKA04/000283
01904 CARBALDEHYDE 7s 6- PHENOXYNI COTI NALDEHYDE
199. 208 Maybridge CC 19604 /u 3- METHYL-5- PHENYL- 4-

ORI L5 0. I EEShBRE T es - ™

CARBALDEHYDE 9 7W 1-(4- FLUO?(PHENYL) 5- METHYL- | H

MO 00310 PYRAZCOLE- 4- CARBALDEHYDE 7y
ﬁ“”’i\?é% gl‘ﬁf 0”3? @12?(1782 I diion! Kgndof9-x]-2-(4-fluorophenyl)-acetamide.

D R P N0 PR AT 209, IV BLSIM3 o 3,006y

7aa 4- CHLOROBENZALDEHYDE 140. 568 Al drich Iab

T 4, 12 AI rich BENZALDEHYDE | a
T B R RN o s ) - | P ol 5-91]-
Rreltd RO 4- (TRI FLUOROVETHYL) - 192. 111 ABCR AV20008
BENZALDEHYDE WO 2004/ 096767 PCT/ DK2004/ 000283 100 Tae
T6-/Dip Or@PHBPERGWEL B R 57 3. 24BERYV ARAIBD76.6%aB7.4%.
3, 5- DI METHYL- 1- PHENYLPYRAZOLE- 200. 24 Acros 40852- 0050
4- CARBOXALDEHYDE Organi cs |ag 2- CHLORO 5- 208. 566

e - (4 Bitorh8idyl BN- TLW%@@EQWD@W h
5- t(f(?HﬁG?éﬁiH’%’N%XY[y (Ql 0 6SZD(B| onet 1IF 4%2110%%)%}Sl
aceramide.

LC/MS (m/z) 403.1 (IM+1]%); RT =2.96, (UV, ELSD) 91.5%, 83.7%.

Tad 2-(4-Fluorophenyl)-N-[1-(3 -ﬂuoro-4—triﬂu0r07hethylbenzyl)-2,3-dihydro—] H-
indol-5-yl]-acetamide.
LC/MS (m/z) 447.2 ((M+17%); RT = 3.36, (UV, ELSD) 79.3%, 90.4%.

Tae N-[1-(6-Chlorobenzo[1,3]dioxol-5-ylmethyl)-2, 3-dihydro-1 H-indol-5-yl]-2-(4-
Sfluorophenyl)-acetamide.
LC/MS (m/z) 439.0 ((M+17%); RT =3.02, (UV, ELSD) 94.0%, 92.2%.

Taf N-[1-(3,5-Dimethyl-1-phenyl-1H-pyrazol-4-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-
2-(4-fluorophenyl)-acetamide.
LC/MS (m/z) 455.0 ((M+1]"); RT =2.14, (UV, ELSD) 97.1%, 91.4%.

Tag N-[1-(2-Chloro-5-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-2-(4-
[fluorophenyl)-acetamide.
LC/MS (m/z) 463.1 ([M+1]%); RT = 3.53, (UV, ELSD) 98.3%, 95.3%.

Tah N-{1-[5-(4-Chlorophenoxy)-1,3-dimethyl-1H-pyrazol-4-ylmethyl]-2, 3-dihydro-
1H-indol-5-yl}-2-(4-fluorophenyl)-acetamide.
LC/MS (m/z) 503.3 ([M-1]%); RT =2.55, (UV, ELSD) 92.3%, 90.5%.
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DI METHYL-1 H PYRAZCLE- 4- Research CARBALDEHYDE Tai
4-[(5- FORMYL- 2- 224.218 Bionet 6L-309S

wWEYRHDIANYL) OXY] BENZENECARBONI T Research Rl LE F@EI/DK2004/000283
3- METHYLBENZQ B] THI OPHENE- 2- ,176. 238 ABCR AV1 1375
CARBOXALDEHYDE | am 5- FLUO?O% 1, 3- BENZCDI OXI NE- 5-

i dge. CC, 01904 R HYDE Tag.
B R s G BB o5 S o Brd e S-indeboSl)-2-(1-
fladrophdMpCHGRHENE- 2- 162. 211 Specs 942/ 2503463

9 7as_ 1-(4- FLUOROPHENYL) - 5- METHYL- | H-
12‘65@ g@?&/ﬁx}%h([:l\ég%]\/bl%(ibgwl WRAEDEE% 34.CHRBAL EHYDE

Tau 5- METHYL-2- 126.178 Al drich M, 441-0
THI OPHENECARBOXAL DEHYDE 7av

Tl QAH-FN GiRPheriy])YIN) [BESBLAY: gb]_'tﬂtb %9@1 -DBYRshI9e, 3'\ylzf)/dro—
2%}.%%_3@%6767 PCT/ DK2004/ 0002 In vitro and
VA AEF¥R@econpounds of the invention have been

i 0 bel ow
]%r%%gggn@gdgglbg +?J j;?@l( u;%rgt‘lhwvoﬁl“?jg%g?(%ﬁ&gg Fannel .
This exenpli f| es a KCNQ@2 screeni ng protocol for

d t t
BN R P SRl a8t s S ot 1)

(@B hen p@cmﬁm@arrl ed out according to a nethod
descrlbedﬁ Tang gt al. (Tang, 10 W et. al., J.

Iy /B 61/z) 4% @é[MHZ ORT 62. 6326.1\3,?}3])8]})))79 TBRES.pYE assi um

channels with the nodifications described bel ow. An
adequat e nunber of CHO cells stably expressing

70| 2t GgRhgRiph e INGE - GLeReY By ridin-3-yimethyl)-2, 3-dilydro-1 H-indol-5-
yl]-acetamide.
LC/MS (m/7) 454.3 (M+1]%); RT = 2.81, (UV, ELSD) 77.9%, 83.1%.

Tar N-(I-Benzo[b]thiophen-2-yimethyl-2,3-dihydro-1H-indol-5 -yl)-2-(4-
Sfluorophenyl)-acetamide.
LC/MS (m/z) 417.2 ((M+1]"); RT = 3.22, (UV, ELSD) 80.2%, 89.4%.

Tas 2-(4-Fluorophenyl)-N-{1-[1-(4-fluorophenyl)-5-methyl-1 H-pyrazol-4-ylmethyl]-
2,3-dihydro-1H-indol-5-yl}-acetamide.
LC/MS (m/z) 459.3 ((M+11"); RT =2.15, (UV, ELSD) 91.5%, 88.7%.

Tau 2-(4-Fluorophenyl)-N-[1-(5-methylthiophen-2-ylmethyl)-2,3 -dihydro-1H-indol-5-
Yl]-acetamide.
LC/MS (m/z) 381.1 ((M+1]); RT =2.71, (UV, ELSD) 76.6%, 82.9%.

7av 2-(4-Fluorophenyl)-N-[1-(4-pyrrol-1-yl-benzyl)-2, 3-dihydro-1H-indol-5 -yiJ-
acetamide.

LC/MS (m/z) 426.1 ((M+1]%); RT =2.87, (UV, ELSD) 92.2%, 88.2%.
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10 Anygdal a kindling Rats underwent surgery to

i npl antation of tri-polar electrodes into the
waorngob@aseral  anygdal a. After surgery the ani PEl/PK2MEHB00283

al l oned to recover before thg,groups of rats received

ei ther varyi ng doses of test conpound or the drug's

vehicle. The animals were stinulated wth their

j,{;{,i}lioa%(nda{nt {,Oglésﬁﬁgarge threshold + 25 A daily for 3-5

on - eath occasi on seizure severity,

Bled mmn}:&)uddﬁ of the invehtion BiseeebR sl an§ kB bt idbAss, ;more of
tg Bchar re noted. (Racine. Electroencephal ography
& he 5

Neur ophysi ol ogy 1972, 32, 281-294). Side
effects 20 Cbntral nervous system side-effects were
measured by measuring the time mice would remain on
Rdaavmdthap;thrmglsth@amﬂqzmhahnal Drug and Cheni cal

177-201) measuring their
TR birGr e 3k NG SEipeBB AT s Eneevalntis compaiacs of he
r (o
e o amIchl DES Sfkal fhsfsnEthe FaaRs M o B¢ Kivor
oaélmecl)r@dcymsmhm@mumammmg ® :bmdﬂlotielmfbaﬂ :by G‘aﬁ% et zile(Tang,
t cta probe
\?g%ﬁjglﬁpggwlj (irgffne {ﬁ,fﬁ, %fél ?ﬁgr}] P% léﬁi}% @g@gg}l@ ch@fmels with the

nmﬁﬁuaﬁioﬁldé@ﬁbedaéwﬁ/? (Keeney et al. Physiology and
Behavi our 2001, 74, 177- 184). Pharnmacokinetics 30

The pharnacokinetic properties of the conpounds wer e

d
Sl o e O e
vmreplama dhadessity Ffecem t6 Qﬁtcﬁznmbﬁéic@ﬂﬁuéhﬂ 00283 1g%f|the

with LC {I\/S.‘ WD 2004/ 096767 PCT/ DK20Q4/
AR Calstiersseedst o thewry hefare die exparmentcradilyated weth 1

u@fl/nﬁlr[eﬁR%? BeEAightOOThAddy o éxlﬂ)eI% end bells (we}eqwgs:ined IiQJ&IIith’\Ia

HBSS contammg buffer. Cells were pre-incubated with drug for 30 minutes and the
SRb* efflux was stimulated by a submaximal concentration of 15 mM KCl in the
continued presence of drug for additional 30 minutes. After a suitable incubation
period, the supernatant was removed and counted in a liquid scintillation counter
(Tricarb). Cells were lysed with 2 mM NaOH and the amount of 3*Rb+ was counted.
The relative efflux was calculated ((CPMSuper/(CPMsupepL CPMeei) cmpa/

(CPMsuper/ (CPMupert CPMeen))15mm xc1)*100-100.

The compounds of the invention have an ECsq of less than 20000nM, in most cases
less than 2000 nM and in many cases less than 200 nM. Accordingly, the compounds
of the invention are considered to be useful in the treatment of diseases associated

with the KCNQ family potassium channels.

Electrophysiological patch-clamp recordings.

Voltage-activated KCNQ2 currents were recorded from mammalian CHO cells by use
of conventional patch-clamp recordings techniques in the whole-cell patch-clamp
configuration (Hamill OP et.al. Pfliigers Arch 1981; 391: 85-100). CHO cells with
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5 (1) wherein the dotted line represents an optional
bond; 10 R1 and R' are independently selected from

wo b@4goep consi sting of hydrogen, Cl_ 6-al k(RPOT/PKRG04/000283

C3_8-cycl oal k(en)yl,
C3_8- cycl oal k(en)yl c1. 6-al k{%n/ yn) yI ,

%[Xlg: gg%re%enso 5 gg-lla ‘)é’#)dﬁ?NWdihGW-lsd’ge@ grown under normal
WICdlmairMcﬁﬂ)tidns &1 C6, %ﬁdﬁﬁ@tﬁfsydﬁ)iﬂsed for electro s1olo ical recordings
hal o- C1_6-al k(en/ (g hanCSSccoa ﬁ iy
brd|dgyeaite- pé@}mgogl&\( pgtassgm ehamkksem/rg nc)tyWated by voltage steps up

e ST A S
I®dingpeteneinl tdtwbert -heO@mVOGI 24@AM anhiagh, étmwz%ﬁosczence

ttag dforma 3-8 nmenbered saturated or unsaturated
RS A S iy Sesfonsis agion] ciects rdodbpfs. 20
e%nﬁ;ﬁyugel%e%reg%ﬁﬁfa%il% @BE&EI %ﬁ%mg%rog‘rﬁngez I%Elage agﬁ)a(t)ecPf(CNQZ
QOreni. ﬁspetgalbir effocthragtha actGhti6n dridher foR )h,d current and on the

. | .0al
%CS%] C oa ("‘%y%’erﬁcsfdg‘?ﬁfyn)yl or R2 and R11

t oget her WI t h the nitrogen atomto WO 2004/ 096767
PCT/ DK2004/ 000283 105 which they are attached form a
Spnge wéthbemepomwrf&teeuvmou et baeatteted inrityis wst. oA left-ward

ont or 3 further heteroatons; R2

P LERG ety ROt GuGoeinaiche FpoBTIm JbegiRptassnm
cﬁi&eﬁt i8lekf @pdayto )debreadedh§ aé:tlv@tF{r(iﬁ Aalrkhf MW orks and thus make the
C3_8-c c oal k(en)yl-Cl_6-allTk(en/yn)yl, Ar,
cRPIPCYNGs: usefil amdispasgs with mcresednayenad abtio(in)lijke, epilepsia.
Ar-C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl, acyl,
hydr oxy- Cl_6-al k(en/yn)yl,
Myximmnme[é&tx&shqcﬂ oal k(en) yI

dro cycl oal k(en)yl -Cl_6-_al k(en/yn)yl,

g%s CRK %tfélln@_rcgm@ (oé H’Mﬁdﬂﬁi@ using corneal electrodes and

a?)ﬁ/féﬁcs)igﬁlﬁ g%{ﬂ,r@ @f@é @lﬂ'l)riﬂ( 9 n?%ytﬁio 8- seconds in order to induce a
coyarsiotth@actetifedrbyynipyic, hind/Fnb eﬁénﬁoﬂ @W(IaQCét ah |Ej9€l@ﬂs)yy|

| -Cl_6-al k(en/yn)yl, -
e

NR1OR10' - C3_8-cycl oal k(en)yl and

NR1ORL0' - C3_8- cycl oal k(en)yl - Cl-
Pilocarpine induced seizures

Pilocarpine induced seizures are induced by intraperitoneal injection of pilocarpine
250mg/kg to groups of male mice and observing for seizure activity resulting in loss
of posture within a period of 30 minutes (Starr et al. Pharmacology Biochemistry and
Behavior 1993, 45, 321-325).

Electrical seizure -threshold test

A modification of the up-and-down method (Kimball et al. Radiation Research 1957,
1-12) was used to determine the median threshold to induce tonic hind-limb extension
in response to corneal electroshock in groups of male mice. The first mouse of each
group received an electroshock at 14 mA, (0.4 s, 50 Hz) and was observed for seizure

activity. If a seizure was observed the current was reduced by 1 mA for the next
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6-al k(en/yn)yl; wherein R10 and R10' are independently

sel ected fromthe group consisting of hydrogen,
w@008/09247k1 en/ yn) yl , C3_8-cycl oal k(en) yl, PCT/DK2004/000283

C3_8-cycl oal k(en)yl - C1_6-al k{gnl yn)yl, 15

hydr oxy- Cl1_6-al k(en/yn)yl,

YO KYw &R BT GY ShioRk kL DbY YR ras i
cycl oal k(en)yl -ClL 6- ﬁi%nﬂ%{%‘fﬂ} tholcutfent Was increased by 1 mA.
i pracedge avas (rereaied ot all hamieeGa 1% GoEmeR %‘E&&iﬁ) yl,

hal o- C3_8-cycl oal k(en)yl - Cl_6-al k(en/yn)yl,

cyano-Cl_6-al k(en/yn)yl, cyano-C3_8- cycl oal k(en)yl

Gheinivyibseiite StHivdHoddtdst en) yl - C1_6-al k(en/yn)yl, or RI10
1 togethgr vvitéﬁ the nitrogen atomto which they

d, R10’
n dhieshold dase efqenivienstetagols revpivbé tethdaed Mél@fiﬁdzgﬁhlsign was
i pg: Whi i t S 1, or
e T Bt Bt SR (0 ekt O/ mipuies nto a

furthe

1ater] tdilateirgefigrotpsyfanale hh@éﬂg\;igtr %tgag’r{};}%b%%‘% j 9,5% J;ﬁarg%ozggy

lggg’\{jg?a%%]‘%gé):herl\llm? ! ?) gr S; 25 wherein the group

- S-R2 is linked to position 4 or 6 of theindolfeor
iggznline; gisOorl; 30 Zis Oor S; Xis COor SQ2;

ApygdalambinsHiogi so that g is 0 when X is SO2; WO
%4/ OQGﬂmgCT/ DK2004/ 000283, 106 R3 is selected from
1ﬂ%ﬁse néi Foup EYREIYLP illﬁalamatl@j_gétrapqﬂgl( degtyaddey Into the dorsolateral

&8k [ 0 lLc(en)yl,
aﬁég%& Czcl éggkﬁei’%%laflﬁéjgﬁvgﬁ agl}ﬁg&}r?ﬁs% ﬁ(}?)}fel)k}éfore the groups of rats
reegived sithqramarying ¢oseCaf tesiomypouadbkihe 1AYd’s vehicle. The animals

. - | oal k |, Ar,
wite SRRt L&é@:}%% ﬁq‘f&l %&gﬁ?@%&e@%&% K(28) Aldaily for 3-5
Weﬁ:(s?&ti?ﬁl%%yl? beakikh §8kYle ’se@ﬁt}%gsel%ﬁrcey c?ulrgt?olnlf gnecp gilyafitgllcﬁﬁ >
en )
elg@trigq_l_%éadé@@ngw?mlmtﬁﬂ;ﬂ{&m Eféc%@lfb)e%halg%mphy and Clinical

- -al k - terocycl oal | c(en)
N%?{?@yaf?‘%?%/nf‘%a??%ﬂr&g‘ﬁe- al k(en/yn)yl, C3.8-
cycl oal k(en)yl oxy-Cl_6-al k(en/yn)yl,
Cl. 6-al k(en/yn)yl oxy-C3_8-cycl oal | c(en)yl,
S‘gi.eg@gﬁk(en/yn)yl oxy- het er ocycl oal k(en)yl ,

N - . .en/ |, Ar-Cl 6- : . .
Ctg{trka‘(P %eié(nr/vy X lsge%s(g?gf%{;%%/ WE@WWWS by measuring the time m}ce would
re@ainGoratokeired Ay ath O¢apaic RORY Drfgl o fiy e C%Ffo/%“éo;lw 992, 15,

-cvel oal k(en)&ll oxy-carbonyl - Cl_6-al k(en/yn ,
17@2@); (}ﬁay measuring their locomotor activity by counting the number of infra-
red beams crossed in a test cage (Watson et al. Neuropharmacology 1997, 36, 1369-
1375). Hypothermic actions on the animals core body temperature of the compound
were measured by either rectal probe or implanted radiotelemetry transmitters capable
of measuring temperature (Keeney et al. Physiology and Behaviour 2001, 74, 177-

184).

Pharmacokinetics
The pharmacokinetic properties of the compounds were determined via. 1.v. and p.o.
dosing to Spraque Dawley rats, and, thereafter, drawing blood samples over 20 hours.

Plasma concentrations were determined with LC/MS/MS.
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whyano%76C3_8-cycl oal k(en) yl ,

cycl oal k(en)yl - Cl1_6-al k(en/ yn)yl oxy-car bonyl - C1_6- al k(
en/yn)yl, hydroxy-Cl 6- al k(en/yn)yl,

PCT/DK2004/000283
hydr oxy- het erocycl oal k(en) yl,
hydroxy-C3_8-cycIoaIk(en)yl-éﬁ_6-alk(en/yn)yl,

hydr oxy- Cl1_6-al k(en/yn)yl -C3. 8- cycl oal k(en)yl,

hydr oxy- Cl. 6- al k(en/yn)yl - het erocycl oal k(en)yl,

GlimsC1_6 15 al k(en/yn)yl, hal o-C3. 8-cycl oal k(en)yl,

al g- het erocycl qal k(en)yl, hal o- C3_8-
ng C %0%1 R"e@%{lé@j’f@_ g}%@{%@wﬁiw of the general formula I
hal o- C1_6-al k(en/yn)yl - C3_8-cycl oal k(en)yl, hal o-

Cl_6-allc(en/yn)yl-heterocycl oal k(en)yl,
hal o- C1_6-al k(en/yn)Ba - Ar, hal o- C3_8-

cycl oal k(en)yl - Ar,
han-C3_8-cycIoaIk(ﬁéLyI-CE_G-aIk(en/yn)yI-Aw,
hal o- C1_6- al k(en/y | - C3_8-cycl oal k(en)yl -Ar,
cyan-Cl_6-al k(en/yn)y -C3.8 cycl oal k(en)yl,
cyano- het er ocycl oghk({ e - Ny TN

cyano- C3_8-cycl odl k(€ Cl_6- alk(en/yﬁiyl,
cyano-Cl. 6-al k Enhy 235 8-cycl oal k(en)yl,

cyano- Cl_6- al*k(en/yn)yl-heterocycl oal k(en)yl,

acyl -Cl. 6-al k gé?&g)yl, acyl - C3_8- cycl oal k(en)yl,
acyl - het er ocy¥tl oal R{en) yl,

acyl - C3_8-cycl oal k(en)yl -Cl1_6- allc(en/yn)yl,

acyl - Cl1. 6-al k(en/yn)yl - C3_8-cycl oal k( eyl ,
aCXng% 6-al k(en/yn)yl 25 heterocycl oal k(en)yl and
- NR12 %‘, optionally substituted NRL2R12'-Cl_6_
al k(en/yn)yl, optionally substituted

N 2! 8-cycl oal k(en)yl, optionally substituted
Ngﬁég%ﬁkﬁggEéqg?@PﬁéWKE@ﬁ9§ﬁmEﬂL6-aIk(en/yn)yl;

wherein R12 and R12' are independently selected from
the group consisting of hydrogen, Cl_6-alk(en/yn)yl,

C3_8-cycl oal k(en)yl,

o RAT RSP em teciod b5EBF ke cangiging of bydrogen, €.

Ar - I = 1 I
hyér@gﬁf@l{ﬁ% ?gisr&g(@%)ﬁ%%r%ir’@y?k%l@zﬂf{(}éﬂj}bf-c1-6-a1k(en/yn)yl,

gay‘émgiy@gaﬂﬁywmbzﬂ,&(lyémycy+clz-smmoaﬂg(erll)yl, hydroxy-C.¢-
h aﬁ%@l%fi(lgﬁg{l-k %%%ﬁl/}'ﬁrp)’yiﬁ%}od_eggge%%y]o Q?IP&%‘WIO, alk(en)yl,

hahalo@3,. ligad)ki-en)-yl E
e SN e By R el ..

cy S¥elegdkign)y) and ayapodsrsydycloatk(en)yl-Cy.g-alk(en/yn)yl; or

. . J - - al / I R12
it R U, BBkl | rhEh TR HdghPd ey
ar meatberedisetirdted on insdturBedBADRORH opEbRUIBL @8t 1 or 2
ungs%g; ted ring which optionally contains 1, 2 or 3 5
fu

Ao er oat ons;

sisOor1;

Uis O, NR", S, SO,, SO,NR™ CO-O or CO-NR!; wherein R!! is selected from
the group consisting of hydrogen, C,.¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.g-
cycloalk(en)yl-Ci.¢-alk(en/yn)yl; or R* and R™ together with the nitrogen atom to
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with the proviso that when R3 is NR12R12' then q is O;

and 10 Y represents a group of formula II, I, 1V,
W/200409676 XXX and XXXl : WO 2004/ 096767 PCT/ DK20Pd1/D80®8800283

108 (R5)a (RS)b i WW 11 Ill{y,s(Rs)~ (R5)d (RS)f W

(RB)e IVV (R5)g (R5). N (RS)h T M XXX (R5)k L or

N

attachi

rt]hgewbﬁé Shinga ke 4 48 %n{nglggrgc; St toE ﬁﬂ&mejtgg ring which

the group reépresen e car

at ooptiowdis0conBins LQ dii 3 Mrfleiohderodonp04/ 096767
PCT/ DK2004/ 000283 109 L is N, Cor CH aisO, 1,2or3;
5 bisO, 1,2,30r4; cisOor1l;

R’ is selected from the group consisting of hydrogen, Ci.¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yl, C;.s-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar, Ar-Cy.¢-alk(en/yn)yl,
Ar-Cs.g-cycloalk(en)yl, Ar-Cs_g-cycloalk(en)yl-Cy¢-alk(en/yn)yl, acyl, hydroxy-
Ci-¢-alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs.g-cycloalk(en)yl-Cy.q-
alk(en/yn)yl, halogen, halo-Cy_¢-alk(en/yn)yl, halo-Cs_g-cycloalk(en)yl, halo-Cs.g-
cycloalk(en)yl-Cy.¢-alk(en/yn)yl, cyano, cyano-Ci.¢-alk(en/yn)yl, cyano-Cs.g-
cycloalk(en)yl, cyano-Cs.g-cycloalk(en)yl-C;¢-alk(en/yn)yl, -NO,, NRR!?-C, -
alk(en/yn)yl, NRIORI0’-C3_g-cycloa1k(en)y1 and NRmRm’-C3_3-cycloa1k(en)yl-C1_
s-alk(en/yn)yl; wherein

R and R' are independently selected from the group consisting of hydrogen,
Ci.¢-alk(en/yn)yl, Cs_g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;_¢-alk(en/yn)yl,
hydroxy-Ci.s-alk(en/yn)yl, hydroxy-Cs.s-cycloalk(en)yl, hydroxy-Cs.g-
cycloalk(en)yl-Cy.¢-alk(en/yn)yl, halo-C;.¢-alk(en/yn)yl, halo-Cs.g-cycloalk(en)yl,
halo-Cj.-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, cyano-Cy.¢-alk(en/yn)yl, cyano-Cs_g-
cycloalk(en)yl and cyano-Cs_g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, or

R" and R together with the nitrogen atom to which they are attached form a 4-
8 membered saturated or unsaturated ring which optionally contains 1, 2 or 3
further heteroatoms;

with the proviso that when R? is NO,, halogen or cyano then s is 0; and

with the proviso that when R? is a hydro gen atom or acyl and s is 1 then U is
NRY O or S;

wherein the group -(U)s-R? is linked to position 4 or 6 of the indole or indoline;
qisOorl;
ZisOorS;

X is CO or SO,; with the proviso that q is 0 when X is SO;



10

15

20

25

30

dis 0, 1, 2 or 3; 10 e is 0, 1 or 2; fisO, 1,
2,3,40r5; 15 gisO, 1,2,30r4; hisO, 1,20r3; j is O,

w@2002/026768; wWith the proviso that when T is a PCT/DEQ@4/000283

atomthen j is 0, 1, 2 or 203; and when T is NH or
an oxygen atomthen' is O, 1or 2; kisO,1, 2, 30r4; and

eac® Relestell ?‘%ﬁp%?%g&% nﬁlgi(u? (}y Y @%&M%’lgég #Bycloalk(en)yl,

consisting o
C3 lfbt&ryqlcwﬂlt((ﬂe)ly) y03.s-cycloalk(en)yl-C;. 6—a1k(en/yn)y1 C1 ¢-alk(en/yn)yl-Cs.

Ik i &gl k(enly
S OR% Elg(%x})yﬁ)%&a- TSR ,gforég&klga]igg@g,yl A RrCygrali(enrynyl
c1 _ K

S ol S0 Mg .
h al &ﬂi(@l/ m)yl,a!?\k(jeahmlv.‘i’n)yh@b 836@0231((@)3’“ OAF-KY; ga)ly(en/yn)yl-

hal k - | |
" ogbioHtipaR, CoohkinbdoR- £t SRR Cos
I
o L a“‘éwé“’gﬂ TS e yonCrevelodigyl,
anEpl-GS@]Q(FQB/YHBf oxynbetaidrrd ek (eREyLt Ayexsh€r.s-alk(dn/yhgl, Ar-Cy4-

B B RC LA o B e S SO Clie
hetaﬁ{(ae/tyn)m,,cg\/g@ymﬁﬂd(@ﬂ?my cE@Bﬁﬁl@Pélﬂk@Q%ﬁ C}Q-O R6

and ' are jindependent y sel ected fromthe group

cor?gp@ﬁlkﬁf‘gl)ﬂfcm%lk )yloxy-carBory i eralk(eniyn)yl, hydroxy-Ci.¢-
C3 8 (c @gl Ei en}y¢3 % f] Céoal%(ﬁ?)g }l ?/’dI)OXV heter PAY loau(@l)%%’]d
R7' hydro&yr@ﬂbefmmﬂéﬂ)yl@ﬁk-ﬁm(@ﬂyﬁ)w Hydlrbﬁywl @ianc(en/yn)yl Csg-
CO%%IC@%%K%Q k]e dr o 16 alk 1n/}§n)91 ﬁclatiérocycloalﬁeén)yl halo-C;.4-
C3_a§c(6M9hF§/§|Héfoe0% é’byc%all@(‘eﬁwf (Y- M&%%kyclﬁlkﬂ%ﬂﬂrl 18y FB .

and is selected from’the group cons

hy @W@)‘Q@lﬂﬂelﬁ}&@l— adlk(eafyhyyl) lydlo -C0C3- aBe(eIdyn:)beﬁlb K—@?ﬂg’ﬂk(en)yl halo-

i eioft R8Pt i Bl caaBic. R

t heygloapengAns:, ﬁhlloﬂgg gcméml{(&%ncl Sk (erByBY KA Ha¥ Y L
C3_8-cycl oal k(en)yl

c3 aﬁd@l}/ﬁn)dérpa@@mlyak@)sé@n Ryt §ryalk(en/yn)yl, cyano-Cs.g-
cycloalk(en)yl, cyano-heterocycloalk(en)yl, cyano-Cs s-cycloalk(en)yl-C;.¢-
alk(en/yn)yl, cyano-C;.¢-alk(en/yn)yl-Cs g-cycloalk(en)yl, cyano-Cj.4-
alk(en/yn)yl-heterocycloalk(en)yl, acyl-Ci.¢-alk(en/yn)yl, acyl-Cs.g-
cycloalk(en)yl, acyl-heterocycloalk(en)yl, acyl-Cs.s-cycloalk(en)yl-Ci.4-
alk(en/yn)yl, acyl-Ci.¢-alk(en/yn)yl-Cs.g-cycloalk(en)yl, acyl-C;.s-alk(en/yn)yl-
heterocycloalk(en)yl and -NR*R'?, optionally substituted NRZ?R'?-C.¢-
alk(en/yn)yl, optionally substituted NRIZR”’-C3.3-cycloa1k(en)y1, optionally
substituted NRI2R12’-Cg_g-cycloalk(en)yl-C1-6-a1k(en/yn)yl; wherein
R' and R are independently selected from the group consisting of hydrogen,
Cr¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, Ar,
Ar-Cy.¢-alk(en/yn)yl, Ar-Cs.g-cycloalk(en)yl, Ar-Cs.g-cycloalk(en)yl-C.¢-
alk(en/yn)yl, hydroxy-Ci.s-alk(en/yn)yl, hydroxy-Cs.s-cycloalk(en)yl, hydroxy-
Cs.g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, halo-C.¢-alk(en/yn)yl, halo-Cs.g-
cycloalk(en)yl, halo-Cj.g-cycloalk(en)yl-C,.¢-alk(en/yn)yl, cyano-C;.¢-
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provi ded that when R8 is NROR9' then R5 is not -S-RS;
15 or salts thereof; with the proviso that the
wa@eompotd? of formula | is not: N [ |- (phenyl neCTPKPe0d/000283
Hindol -5 -yl ] -Methanesul fopam de; N[ |
[(4 fl uor ophenyl ) et hyl ]-1H ndol 5-yl]-Met hanesul f on

et ST P R s st wercloqligenvi-Co

1 (qﬂt((en&/h)m,tdnyl) 1 Hindol-5-yl]-N - 4 qU| nol i nyl - Ur ea;

N [1n( nyl met hyl ).- 1Hi ndol - 5-yl 4- qui nolinyl -Ure

a; ‘%? a%%( 11%@#2% |“21§1 e gEI92EY Fﬂ)onsg ‘plﬁélhwey@rwac ¢d form a4-
salg St : gg}l%g

wher eien g{eﬁl‘%&tg‘rﬁt&g%%mgéu% or @hﬁlﬁg) ngﬁ%@cftrogtgagﬁ a o

3. farthentptaroaiomscor ding to any one of Clains 1 and 2,

wher bot h 1L 8 hydro en atons. 4. A
g}bﬂ’&pé%‘%ﬂh ﬁﬁg‘?&a?ﬁﬁg ofhe®yGiste 1-3, wherein s
|s 0. WD 2004/096767 PCT/ DK2004/000283 111 5. A
conmpound according to any one of Clains 1-3, wherein s
isand 6. A conmpound according any one of Cainms 1-5,
wherein R2 is a hydrogen atom 5 7. A conpound
according any one of Clains 1-4, wherein R2 is NO2 or
a hakggesntsat@oup & foAntia TRV dVQVC ovﬂlmxtaﬁdmne of
Claims 1-3 and 5-7, wherein Uis NR1T
compound according to Claim8, wherein Rll is a
hydrogen atom 10. A conpound according to any one of
Cains 1-9, wherein Xis CO 11. A conpound accordi ng
to any one of Clains 1-9, wherein Xis S02. 15 12. A
compound according to any one of Clainms 1-11, wherein
gis 0. 13. A conpound according to any one of C ains
1-11, wherein qis 1. 20 14. A conpound according to
Claim 13, wherein Z is an oxygen atom
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15. A compound according to any one of O ains 1-14,
wherein R3 is selected from the group consisting of

w@r008/0247k1 en/ yn) yl , C3_8-cycl oal k(en)yl, Ar, APCTZDKB004/000283

al k(en/yn)yl, Ar-oxy-Cl.6-alkten/yn)yl,

Ar-Cl. 6-al k(en/yn)yl oxy-Cl_6-al k(en/yn)yl 25 and

_NR12RJ(%5; with the proviso that when R3 is NR12R12'
q o

t hen . A conpound accoiag to=t\ai m 15,
wherein R3 i %N 2", qgis 0 and R12 RTg—ar e
i ndependent | wselected fromthe group CQ g of

hydrogen, Cl1_6Wal k(en/yn)yl, Ar and

Ar-Cl 6-alk(en/yn)yl, or R12 and R12' toget hg{ @g
the 30nitrogen atomto which they apg attached f ' a
4-8 menbered saturated or wunsaturated ring which
optionally contains 1, 2 or 3 further heteroatons. WO
2004/ 096767 PCT/ DK2004/ 000283 112 17. A conpound
according to any one of Clains 1-16, wherein Y is of

forrrud%@ I, 11,7V, XXX, or XXXI. 18. A conpound
accor 1\'11 of Cains 1-17, wherein Y is of
formula |1 \ and Wis a sul gir atomg19. A

compound ac o any of Clainms 1-TI% HTY is
of formula XXX a J is anitrogen atom ap oxygen
atom 10 20. A conpou@i)according to any of ~C ai ns
1-17, wperein Y is of formula XXXI apd L is Cor CH
21. A conpound according to any of dainms 1-20,
wherein each R5 is independently selected fromthe
group consisting of O _6-alk(en/yn)yl, Ar, Ar-thio,
Ar-oxy, 15 hal ogen and hal o-Cl1_6-al k(en/yn)yl or or
two adj acent R5 together with the aromatic group to
which they are.atta d forma 4-8 ered ring which
optioﬁaw » ' ‘dne or two het eroat’ .

conmpound acd g any of Cains 1-21, '
conpounds beirg sel€sted 20 fromthe group\consisting
of N-[4- Chloro-I- (4-tRi5th uor onet hyl benzyl )-§,
3-diliydro-1 H-%Pdol -5 yI']1-3, 3- dingthyl butyram de;
N-[ 4- Chl oro-] - (5*chl or ot hi ophen- 2yh )-2,3-di hydro
-l Hindol-5 ylJ-3, 3- dinethyl butyrarnide;

®9) _@/
k
N/
XXxX1

S
C

or

wherein

the line represents a bond attaching the group represented by Y to the carbon

atom;

WisOorsS;

T is N, NH or O;
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25
[ 1- (4- Fl uorobenzyl) -2, 3-di hydro-1 H i ndol - 5yl J- carbam ¢

wa@ceood/opi7epyl ester; PCT/DK2004/000283

N-[ 1- (4- Fl uor obenzyl) - 2, 3-diﬂ)ydro-l Hindol -5-yl]-C
phenyl - met hanesul f onam de; 4-Fluoro-N-[I-(4

f uor, ePpRNEZWICTZ, 3- di hydro- IH-| ndol -5 yI J-benzam de;

N-[1 -(4-Fl uorobenzyi)-2, 3-dihydro-1 Hindol-5 ylJ-3,
3-dirnet hyl butyram de; 30

N[ FLuorobenzyl ) -2, 3-di hydro-1Hindol -5yl ]-2-thio
phealséfl)}r%\g ]t;"am' de;

N-[ 1- (4- Fl uor obenzyl ) - 2, 3-di hydro-1 H i ndol -

yl J- 2- (4f | uor ophenyl ) - acet am de;

3- [Lis( 1k Detodshi ophen- 2 yl net hyl ) - 2,

3-di hydro-IHindol-5 yl]-1,1- diisopropylurea, W
2004/ 096767 PCT/ DK2004/ 000283 113

Morqik Ol drrie- 4- car boxyl i ¢ acid [ 1-(5-chl orot hi ophen-2

yl met hyl ) -2, 3-di hydro-I H indol-5 ylJ-am de;
Pyrrolidine-|-carboxylic acid []-(5-chl orothiophen-2
yl I - di hydro-1H indol-5 ylJ-anmi de; 5

[] rﬁgfgwd%?%rgo?’hl ophen- 2

yl met hyl) -2, 3-di hydro-1 Hi ndol -5yl J-carbanzic acid 2-

benzyl.o hyI ester; 3-fl

-(5U%ﬂig¥5%hlophen 2y|nethy|) 2, 3-di hydro-1 Hindol -
ylJ-1 -methyl-1- propylurea;

[ 1- (5- Chl or ot hi ophen- 2yl net hyl ) - 2, 3-di hydr o- I Hi ndol -
yl fig@rbadndct aci;:d 10 tert- butyl ester;: N-[]

- (5- Chl or ot hi ophen- 2yl net hyl ) - 2, 3- dlhydro-IFLindoI-SyI
J- C phenyl - nethanesulfonanide; But ane-1 -sulfonic
acigds p11,(53%kl49r ot hi ophen- 2yl net hyl ) -2, 3-di hydro-1
H i ndol - 5yl J-am de; 15
N-[1-(5- Chlorothiophen 2yl met hyl ) - 2, 3-di hydro-| Hi ndo

-5 or obenzani de;
lgf)sﬂéh oérJothl ophen- 2yl met hyl ) -2, 3-di hydro-1

H-| ndol 5 ylJ-2, 2- dinethyl propi onam de;

%:hl qr ot hi ophen- 2yl et hy ’I) 2, 3-di hydro- I H i ndol
N 5 sz 9, 2 or 3; with the proviso that when T is amtrogen atom then jis 0, 1, 2 or

3; and when T is NH or an oxygen atom then j is 0, 1 or 2;
kis0, 1, 2,3 or4; and

each R’ is independently selected from the group consisting of a Cy.¢-
alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-Cy¢-alk(en/yn)yl, Ar, Ar-
Ci.¢-alk(en/yn)yl, Ar-thio, Ar-oxy, acyl, C;.¢-alk(en/yn)yloxy, Cs.g-
cycloalk(en)yloxy, C;.s-cycloalk(en)yl-C;.¢-alk(en/yn)yloxy, halogen, halo-C -
alk(en/yn)yl, halo-Cs.g-cycloalk(en)yl, halo-C;.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl,
-CO-NR°R®, cyano, cyano-C;.¢-alk(en/yn)yl, cyano-Cs_g-cycloalk(en)yl, cyano-
Cs.-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, -NR'R”’, -S-R® and -SO,RS, or

two adjacent R® together with the aromatic group to which they are attached form

a 4-8 membered ring which optionally contains one or two heteroatoms;
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20 phenoxyacet azni de; _ _
N-[I-(5-Chl orot hi ophen-2yl nmet hyl ) -2, 3-di hydro-1 H i ndol

wWO0 20041096787 3- di met hyl but yram de; PCT/DK2004/000283

N-[1-(5-Cnhlorothiophen-2yl met;pyl ) -Z
3-di hydro-I Hindol -5 yl J-butyram de;

crokopenepeaiBntih sl (5oL AR g
N- [¢-alkéenGm)ydy 6§ HrppbveakeR)l, Exlshscloalic(@r)gli-Oy.gal(dn)poald Ar;

-5yl ]-2-thi ophen-2- yl acetam de;
N-[I|-(5-Chl orot hi ophen-2yl nmet hyl ) -2, 3-di hydro-1 Hi ndol
BT 4 B BALCA o o
PR BRI GRATLAR siiPred fom the e posising pf ydigsm. O
- 5 eydlBteasyndiiln€i-frgydedliehlyh Aaniqyeloalk(en)yl-Cy.¢-alk(en/yn)yl, Ar and
N[ -f“5- Chl or ot hi ophen- 2yl net hyl ) - 2, 3- di hydro- | Hi ndol
- 5ch}y_,2_ (4- fluorophenyl)-acetanzide; WO 2004/ 096767
PCT/ DK2004/ 000283 114
N-[ |- (5-Chl orot hi ophen- 2yl net hyl ) -2, 3-di hydr o-] H i ndol
-Sﬁn}i- 6- trif luoronethyln icotinam de;
1-tent-Butyl-3-[1-(5-chl orothi ophen-2yl methyl)-2, 3-di h
ydro-1Hindol -5 ylJ- urea; 5 1-[I _ _
- I( 318(333 Iseiealbdn rophie gRytprovhéivting o& hydrablehYOf Qatk{dn/yagal €5-

- 3-¢et ur ea; , .
)1/- ]éé(ﬁlff}lk?%l){’l} CesoreipdkGnhlEproerik eyt and> NRR fywdrevein

! (R RESRT Rrofhdenthuly sslepted fiom the gropp copsisting o€ hydropsp. Ci.
-5 6ydllg(eﬁ/-}lnph,e®(ﬁ—<!:wzllqaﬂldan)yl and C3_8-cycloalk(ep)y1—C1-6~a1k(en/ylé)y};
R sl o T

1- [dr w4l Bt Ot hi ophen- 2yl met hyl ) - Z

3-di hydro-1Hindol -5 yl J-3-thiophen-3- ylurea;
[1-(5-Chl orothi ophen-2yl net hyl ) -2, 3-di hydro-| Hindol -5

yl ‘%\_/iﬁlatlilg %%v(fsoat%gtdthe egrgggdndeosftfgﬁﬁula Iisnot:
N-[1-(phenylmethyl)-1H-indol-5-y1]-Methanesulfonamide;
N-[1-[(4-fluorophenyl)methyl]-1H-indol-5-yl]-Methanesulfonamide;
N-[2,3-dihydro-1-(phenylmethyl)-1H-indol-5-y1]-Methanesulfonamide;
N-[1-(phenylmethyl)-1H-indol-5-y1]-N'-4-quinolinyl-Urea;
N-[1-(phenylmethyl)-1H-indol-5-y1]-N'-4-quinolinyl-Urea; or
1-(1-benzyl-5-indolinyl)-3-phenyl-Urea;

or salts thereof.

2. A compound according to Claim 1, wherein at least one of R! or R' is a

hydrogen atom.

3. A compound according to any one of Claims 1 and 2, wherein both R! and RY

are hydrogen atoms.

4. A compound according to any one of Claims 1-3, wherein s is 0.
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2,2-Dinmethyl -N-[6-nitro-1-(4-trifluoronethyl benzyl) -2,
W@2@ilyedsp- | H- i ndol -5 yl J- propi onam de; PCT/DK2004/000283

N-[1-(5-Chlorothi ophen-2yl nethyl ) -6-nitro-2, 3-di hydro-

IH-indoI S ylJ-2, 2- dlnethylproplonan1de

% A APRRN MO Prdy w20 s

yIJ acetam de; N-[]

(5- Chl or ot |ophen2Irreth )-6-nitro-2, dthdro-IH-i
€hdd‘f* cgmppyndacegrding %r%%@@lwdc%tW@@R is a hydrogen atom.
N-[ 1- (5- Chl or ot hi ophen- 2yl net hyl ) -6-nitro- 2,

3-di hydro-1Hindol -5 yl J-3, 3- dinethyl butyram de; 25
N- [ 4 Aompourd dcbewlingoanyt duie @ iainmd i - 4reteydin R i8Nd), by d helogen
H i ndoI 5yl J- 3, 3- di net hyl butyrai ni de; N-[6-Am no- I

- (4497 £ 1 Uor onet hyl benzyl)-2, 3-di hydro-1 Hindol -
yl]1-2, 2- dinethyl propi onam de;
N-[6Am no- I - (5-chl or ot hi ophen- 2yl net hyl ) - 2, 3- di hydr o- J
8+ i hdompsimd apcording @Gy one vHiglapne bilcmarh- _@ewherein U is NR!
N-[ 6Am no-1-(4-trifluoronethyl benzyl)-2, 3-di hydro-| Hi
ndol - 5yl ]-2-(4- fluorophenyl)-acetam de; WO
RO CORPAENA REHAINEA @409 3B erein KO N-d BADR-dtom.
-(4-trifluoromethyl benzyl)-2, 3-dihydro-]Hindol-5
ylJ-3, 3- dinethyl butyrainide; N-[6 Amino-l -(4

(SO B Sl 9 et s

Fuoro-4-tri fI uor onet hyl benzyl ) -2, 3-dihydro-]Hindol-5
lJ- 3 3-di met hyl butyram de; N[ ) )

1 ( 5 EHPBPBIACEIHEN 0 2 ABE Al lpims L% FageireXyis §03,

3 di met hyl but yr anzi de;

N-[6-Brono-]-(4-trifluoronethyl benzyl)-2, 3-dihydro-1

12 i Ao dohp&ungd age@din@-to iy pe¢ of/Chirhy t-dij whereih(y is 0.

N-[ 6- Brono- | - (5- chl or ot hi ophen- 2

yl met hyl ) -2, 3-di hydro-I Hindol -5 yl J- 3, 3-

13. A compound according to any one of Claims 1-11, wherein q is 1.

14. A compound according to Claim 13, wherein Z is an oxygen atom.

15. A compound according to any one of Claims 1-14, wherein R? is selected from
the group comnsisting of Cy.s-alk(en/yn)yl, Cs g-cycloalk(en)yl, Ar, Ar-C;.6-
alk(en/yn)yl, Ar-oxy-Ci.s-alk(en/yn)yl, Ar-C;.¢-alk(en/yn)yloxy-Cj.s-alk(en/yn)yl
and -NRR'?’; with the proviso that when R® is NR?R'? then qis 0.

16. A compound according to Claim 15, wherein R? is NR™?R'?, q is 0 and R'? and
R'? are independently selected from the group consisting of hydrogen, C;.¢-
alk(en/yn)yl, Ar and Ar-Cy.¢-alk(en/yn)yl, or R'? and R'* together with the
nitrogen atom to which they are attached form a 4-8 membered saturated or

unsaturated ring which optionally contains 1, 2 or 3 further heteroatoms.
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di met hyl butyram de; N[
- (4- Chl orobenzyl ) -2, 3-di hydro-] Hindol -5 yl J-3,

wQ@2auiomashyl but yrai nide; 3, 3-Dinethyl-N-[] PCT/DK2004/000283

-(4-trifluoronet hyl benzyl)-2,,,3-di hydro-1Hi ndol -
yl J- butyramde; 15 N-[]-(4 Isopropylbenzyl)-Z,

%W?@B% #rc.gﬁaﬁ) fo ?&uo‘(]%a élf gi%l t(ﬂ bsuetl%/s{algn 09 ?o;rmula 11,
(ﬂH@MUXRJ&bed@U&S ylJ-3, 3- dlnethylbutyrawide

[l -(6-Chlorobenzo[l, 3]dioxol-5 ylnethyl)-2,

d

[

I
i hydro-1 Hindol -5 yIJ 3, 3- dlnethylbutyran1de
Y
S ek VSl b e O egeﬂ%%ﬁ%‘%éw%ﬁﬁr m
Zm@HWdEGSEmhunﬂbmmronethyIbenzyl) 2,
di hydro-JHindol -5 yl J-3, 3- dlnethylbutyranide;
N-{Il-[5-(4-Chl orophenoxy) -], 3-di net hyl - | H pyrazol -
& chbbdurdi atcidieioQmy 27 dla{"i'n'srid e is of fo
%1} 3, delnethylbutyraynlde S,Iﬁiﬁ%rm$ﬁf Offfﬁm%' and
tBIS4 Bipeey#Pel ¢7-a8 oxyge #igi) - 2, 3- di hydro- | Hi ndol -5
yIJ- butyram de; N-{I -[6-(4-Chlorophenyl sul fanyl)
pyridin-3 ylnmethyl)-2, 3-dihydro-1 Hindol-5- yl}-3,
2 dA naxaphgﬂmewda@ tdemy 30 CNihd 1 [ 167, (efehanapbeemla XXXI
py&@ﬁ 3.ylnethyl]-2,3-diltydro-JHindol-5 yl}-3, 3-
ﬂyw&mwgm de: 3, 3 Dimethyl-NJ]
-(6-trifluoronethyl pyridin-3
yl met hyl ) -2, 3-di hydro-I Hindol- 5 yl J- butyranalde WO
20 O‘Mbﬁlﬁﬁ&&)ﬂ d@@d’nﬂ[ﬂ@&ﬁ Qﬁy Q0QEBAs 106 wherein each R is independently
- benzo[ bJt hi ophen- 2

1 FERF o3 S SRBSILPS P alk{eplyP Bub pritihis Ar-oxy,
Ny atden B GAI0-CHEAEGARRIv Bt 6 (R Rl INihodwitn

I ndol - ["J- tyrarni
3 mmmcrgrbup\ltq \IvhJ@B they are attached form a 4-8 membered ring which

| J-
phepg Xaﬁ%/rcon ains nerg%tthlheteroa ongjsI hydro-1H-indol -5 ylJ

K
3-
N-
3-
I¢.
[
- (
3-

22. A compound according to any of Claims 1-21, said compounds being selected
from the group consisting of:
N-[4-Chloro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;
N-[4-Chloro-1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;

[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-carbamic acid propyl ester;
N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-C-phenyl-
methanesulfonamide;
4-Fluoro-N-[1-(4-fluorobenzyl)-2,3-dihydro-1H-indol-5-yl]-benzamide;
N-[1-(4-Fluorobenzyl)-2,3-dihydro-1H-indol-5-yl]-3, 3-dimethylbutyramide;
N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-2-thiophen-2-ylacetamide;
N-[1-(4-Fluorobenzyl)-2, 3-dihydro-1H-indol-5-yl]-2-(4-fluorophenyl)-acetamide;
3-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-1, I -

diisopropylurea;
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W@ ka4loed7yT anai de;

butyram de; 3, 3-Dinmethyl-N[]-(3-nethyl-

phenyl -i soxazol -4 yl nmethyl)-2, 3-dihydro-1 H indol-5
PCT/DK2004/000283
N- (1- Benzo[ bJt hi ophen- 2yl met jyI - 2, 3- di hydr o-] Hi ndol -

yI) 3,3- 10 dirrethylbutyrarri e; N{I -[I

Bt TR T

D| noetbly -y I dnhidé5- mat hyI t hi ophen 2
yl 2, 3-di hydro-I| Hindol -5 yl J- butyram de; 15
E‘ﬁ QH@%ZI‘L@HI cwlthyleqa%g} { {-69-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-

I- A di hydro-1Hindol -5 ylJ- butyram de;
[?-9‘?[45/%%'?% enzyl ) -2, 3-di hydro-1H- i ndol -5 yl J-2- (4

| upk- ébﬁ?éhybl)hwpﬁem{?@dmdﬁyl) 2,3-dihydro-1H-indol-5-yl]-car bamzc aczd 2-
2- (A Fluor E -N-[]-(4-trifluoronethyl benzyl)-
d| iﬁfﬂ?ycgo’fyﬁg & ’3 5 yl J- 20 acet ani de;

'_(Fl/ﬂ@mwbﬁz ki Q‘:}[bhez(hf'b '25339{119.!%' PeRZ537-3: r;?érﬁ,yldf

i ndol -5 vyl acet am
2 (MOEPZWOphenyI) N-[
if lﬂgg{ ?556%{050;11 2571-?? ﬁ%l‘]: I}Z}/ dz)/zyg'ro ]ﬁ—mcyo(? -5-yl _} carbamic acid
I\I-[tlzrt-(b@ltjlﬂabz@f obenzo[ |, 3] di oxol - 5yl net hyl ) - 2, 3-di hydr o-
| Hi ndol -5yl J-2- (4- fluoroghenyl) acetam de; N [1-(3,

5- BVt g orgfhecrxx}qefz 2 ﬂwtsiglw ;&ﬁ jﬁiyﬂméﬂhydqldzylj -C-phenyl-
5- ylJ
fl S’%J}%QIL (ﬁf’ii é%eg? am dey (

N- [L]zmﬁ;%-ﬁhhlﬁmﬁe beitl (145 \ehlopowm Eyé;bg?fmthyzﬁz% &ihiwgf}}{ bitdor-
-in %el\] 2-(4- 30 fluorophenyl)-acetam de;

N- { J—’ '@’"(’ 5 Chl orophenoxy) 1, 3-dnet hyl -] H pyr azol -

y! WYPghbh?orgﬂz% e r%oyémkbt%'}dz%g I hdoL5 1] -

| uof ophenyl)
PCTI@P@’@@M@G&Q% 117 N-{I-[ 6-(4- Cyanophenoxy)

by r]\i/._?} —?5_ -%}/zllol;]’gt [%zeJl Z-ylmezglyp d§ ?Zzhlygztol ]n I—.q'g;lzdoldy yl} 2,2- (4
dimethylpropionamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-2-
phenoxyacetamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl] -3, 3-
dimethylbutyramide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-butyramide;
Cyclopentanecarboxylic acid [1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-
indol-5-yl]-amide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2-thiophen-2-
yiacetamide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-
isonicotinamide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-4-
dimethylaminobenzamide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2-(4-
Jluorophenyl)-acetamide;
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fl uorophenyl ) -acet am de; _
2- (4-Fl uorophenyl)-N-[1-(3-nethyl -benzo[ bJt hi ophen- 2

w@Q kevaodrb) - 2, 3- di hydro- | Hindol -5 yl J-acet am PET/DK2004/000283

N-[1-(6-Fl uoro-4H benzo[ 1, 3] dijoxi n- 8yl nzet hyl ) -2, 3-di h
ydro | Hindol-5 ylJ-2- (4 fluorophenyl) acetan1de

/1 iy BV B MR et e

N- (diBerzadthdticotpheide2y| zzzet hyl - 2, 3- dlhydro | Hi ndol

éi%—%ﬁi—éé&ééﬂé r{sj'réy#q(p{hpoph%z/-lz)ﬂ(lgce:t%zl?d 3-dihydro-1H-indol-5-yl]-
| uog,@phezzyl)-5-methyl -1 H pyrazol -4 yl znet hyl J- 2,
3-di hydro-1 Hindol -5-yl }-acet am de;
2- (]4'[ H ﬁ@@hwhynﬂj@zeﬁﬁym Hiplytito- titiedol -yl - 3dethylureaz,
5 h%z%?%é—(gif%@%%o%de ‘}j )I(lgggtz,ﬂ) rSZOf-dzlfL;drao JH—az;rzTc]ZoZ—ej’—yl_? rz]lrea,
yl - BENZSChictodishiney S ﬂnzk#ﬁfvl‘)ﬁdﬁ%h?d%l | Prr ;?@Fo%gﬁ}' ge, or

phar maceutical |y accéptable salt there
phdﬂﬁﬁ@@ﬂ@h@@l conp03|t|on conprising one or nnre

ind T E R R R B2y e B o)A pghen-2-

24;&%@@ of a pharnaceutlcal conmposi tion conprising one
nor e gharnaceut cally acceptable carriers or
d| RATATES éf?dot&lcw&ﬁﬂpé’umetéfl)@h%d@zdr@rde—mc@#ﬁmlhﬂﬂz@ﬁhms-
%%(/ (2)9 X RB :&H R N Y>~ RL. (1) WO
G OH Bl 6 bCT] D004/ D00

[1-(5-Chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-carbamic acid

propyl ester,
2,2-Dimethyl-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl] -
propionamide;

N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2, 3-dihydro-1H-indol-5-yl]-2, 2-
dimethylpropionamide;
2-(4-Fluorophenyl)-N-[6-nitro-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-
S-yl]-acetamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2,3-dihydro-1H-indol-5-yl]-2-(4-
Sfluorophenyl)-acetamide;
N-[1-(5-Chlorothiophen-2-ylmethyl)-6-nitro-2,3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;
N-[6-Amino-1-(5-chlorothiophen-2-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-3, 3-
dimethylbutyramide;

N-[6-Amino-1-(4-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5-yl] -2, 2-
dimethylpropionamide;

N-[6-Amino-1-(5-chlorothiophen-2-ylmethyl)-2, 3-dihydro-1H-indol-5-yl]-2, 2-
dimethylpropionamide;
N-[6-Amino-1-(4-trifluoromethylbenzyl)-2,3-dihydro-1H-indol-5-yl]-2-(4-

[fluorophenyl)-acetamide;
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118 wherein the dotted Iine represents an opti onal
bond; 5 Rl and R1' are independently selected from

w0 b@4goep consi sting of hydrogen, Cl_ PCT/DK2004/000283

6-allc(en/yn)yl, C3_8-cycloalk(en)yl,

C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl,

hy ANy A Ao o7 P-4 /B ét?%/lb 1H- J1J-3,3-
hydr 0[5)(533; o 2‘{/0 ]?;Jrkl? fnzyﬁ 2d3 dzl@zdi& H-indol-5-y1]-3,3
cyc Weﬂl‘ @rtwm@_; 6- al k(en/yn)yl

I T cl gal k(en)yl, 10
o S P e ??rl,-ff)(- .
ﬁnﬁa / I, -C3_8- cycloa en)y
gxg&?e?r%jo (6] M‘??/c?/gg fmﬁlnoa_e- al k(en/yn)yl; or R1

andVRe-Aiagel-fetliapothirifver eaethidberay i 3-difydhios HHtidn)-5-y1]-
ar eg gtat”g?ﬁggu[y%;mda 3-8 nenbered saturated or

unsatura rrng W ch optionally contains 1 or 2
het]@ﬁf[daﬁC(Wﬂorollﬁopkéﬁollyﬂnethy{y 18-ifdol M%Z] 33’-611%2 lbuly amide;

2 CO0 or CONR'; wherein RLT 1s selec rom
eZb’ 3% é’irﬁmeolnéﬁ @W%?@O’twhﬂ%rﬂm@e?ﬁ -digydm- éﬁik(uédﬁyyihﬂ&
C3 C3_8 20
cyc_:clﬁglgy rbﬁz 6 al k(en/yn)yl; or R2 and R11

t og’&f{[ ﬁeﬁromlouh(jt Hdomﬂtzbﬁ@nz -@limei )02, 3w)@ho-tjﬂezyzd§£ %zl] -3 3-
at :{gc ﬁd form a, 4-8 nmenbered saturated or unsatura

o rG’ﬁf‘{eonally cont al ns 1, 2 or 3 further

O i.stin
gfet]ﬁf @-Q%—‘g@]éﬂgoroggn gﬁ_ﬁbegg 959&5'32] 92?()}2' %eﬁzy Ibutyrami

cycil ipeedmi-t[1- (Géarﬁuewwaﬂb@@@ﬂ) )?JS-di&;ucﬁoaﬂbe@ﬁl-wYﬂ'
’b Cl 6-al k(en/yn)yl, Ar-C3_8-cycloal k(en)yl,
éﬁy’”ﬁ &1 oal k(en)yl - CL_6-al k(en/yn)yl, acyl .

hy dv-gxy4- I@r@g%éﬁéﬁ)’lﬁ )BEHZH)Ldio 1H-indol-5-yl]-3,3-dimethylbutyramide;
hydr oxy- cycl oal k

hy dY- éﬂé’&tago @v‘lyame gemzﬂi -26-dibydrpeymdoys yl] -3, 3-

hal 6-allc(en/yn)yl,

a‘ﬁ’g%ys? @)r&r% k(:n)yl( hal o c3_8-

cydwsawazmwénzqugdaixklcwbmw -2, 3‘-‘drf 0-1H-indol-5-yl]-3,3-
? 6- al k(en/yn)yl cyano-

Vi Yioprgde;

Klélelgl ?i%zﬁz‘é?ﬂyi’?éﬁgﬁ? QZL%%)(FQ}GZQI ;%Je%@”é ¥ rc]l}]%/di‘o ]%dol 5-

NRYORA. 6 cﬁi@@‘_ﬂbczw;ma’:zt(en) yl and el en
en
WOV -G e R RN T g mdol -3, 3

dimethylbutyramide;

N-{1-[5-(4-Chlorophenoxy)-1 ,3-dimethyl-1H-pyrazol-4-ylmethyl]-2, 3-dihydro-
1H-indol-5-yl}-3,3-dimethylbutyramide;
3,3-Dimethyl-N-[1-(6-p-tolyloxy-pyridin-3-ylmethyl)-2, 3-dihydro-1H-indol-5 -yI]-
butyramide,

N-{1-[6-(4-Chlorophenylsulfanyl)-pyridin-3-ylmethyl]-2, 3-dihydro-1H-indol-5-
VI}-3,3-dimethylbutyramide;

N-{1-[6-(4-Cyanophenoxy)-pyridin-3-ylmethyl]-2, 3-dihydro-1H-indol-5 -yl}-3,3-
dimethylbutyramide;
3,3-Dimethyl-N-[1-(6-trifluoromethylpyridin-3-ylmethyl)-2, 3-dihydro-1H-indol-
S5-yl]-butyramide;
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w@03/e0761 oal k(en) yl ,

119 R10 and R10' are independently selected fromthe
group consisting of hydrogen, Cl1 6-alk(en/yn)yl,

C3_8-cycl oal k(en) yl - C1_6-al k{;gn/ yn) yl,
hydr oxy- Cl1_6-al k(en/yn)yl,

hy dg @xy; NeYRIRALILE STelil)-2, 3-di

Rstre: Zﬁ'{(g%jiyl V. &f@%ﬁﬁlgégg%ﬂ%@h@%& Stibettiyl)-2, 3-dihydro-1H-
hal B4eh5-Glutremedeyn) yl , hal o- C3_8-cycl oal k(en)yl, 5

hal g- cycl pall c -Cl _6-al k(en/yn)yl,

cy aﬁﬁ?@e{%ﬁokﬁ'ﬁ f %g?? 5%”}1 ‘}’W’éﬁdil’@gégg ‘%};élh@‘é’[ ok { Eringal-5-yij-
and3, sylnehfBuSrawgkoal k(en)yl-Cl_6-all c(en/yn)yl, or

R10, and R10' together with the nitrogen atomto which

t hel > dtwedvt-Hoe@ thsnenymytidings-plaraver)e?) 3 stiydr ol Bingbl-5-yl) -
uns J&;h%&d ring which optionally contains 1, 2 or 3
further heteroatons; 10 with the proviso that when R2

i s NODimadlybYef - CrmeyAPphdBNisSxdrH1- iyl Vst I
provi,so t? t Whe((g R2 ;Ialg g ﬁ?fidr ogen atyo;?n&gjéwgbj;‘lh%g%g ]s{{

i s Al upgamig@11, 0 or S; wherein the group -(U)S

R2 nrs7lB b1} f e i I r

ol | BePRUH ORI YR 25 (e Blocl Ak 3 6 o1
SOefimedhylhutyn@nigdeovi so that g is 0 when X is SO2; R3 is
sel fromth oup consi sting of

C1 _]g 5’%1?2( %‘ﬁ?%’?@/fe,”%zsf;’g@@%i Ié’t.&’lykf(zghﬁlhzzethyl]-l3-dihydro-JH—
hetigd oV _KinRWhhutyramide:

C3_8-cycl oal k(en)yl -éyl_e- al k(en/yn)yl,

C1 363-8lm¢rani N y(b-n@Bhyltheopdge2eydnktie)y3-dihydro- 1 H-indol-5-yi] -
Cl.b%-ﬁl kéﬂ%n/yn)yl - het erocycl oal k(en)yl, Ar,

Ar - [ k(en/yn)yl, 25 Ar-C3_8-cycloal k(en)yl,

Qf E?izlg)?gétﬁylcﬁfi[@l(k{p?ﬁ)oﬂ']~ylﬁérzz§§=§3—W&L{Pﬁbﬁ(iﬁ@lﬂ-ﬂﬁl—6'

ngl :

Ar beyreu k(en/yn)yl -C3_8-cycl oal k(en)yl,

Ar AL : . yl- .heter c) oal |,

o A e -l R S ngpheny)-
cyctaatkdeen) yl oxy- Cl_6-al k(en/yn)yl,

Cl1..6-al k(en/yn)yl oxy- C3_8-cycloallc(en)yl,

cl fd—@%l%%"é’ﬁﬁ y]f‘%(3{4ﬁféﬂé@r@6v€1yﬂ>§n%§l)eﬁ)?;dilzydr0-JH-indol-5-yZ]-
Ar ex¥mfdk. 6-al k(en/yn)yl, Ar-Cl_6 3 0O

al k(en/ynjyl oxy-C 1.6-al k(en/yn)yl, C

1. 8~(dHHembyayyioAy-(¢ascopoopylbeazi)-0,3-Bhdro R hig)-5 1] -
Csngétg%lc()eoal k(en)yl oxy-carbonyl - Cl_6-al k(enn/yn) yry,
C3 7! i

T e e
hy 8idekyt3a@tamideoal k(en)yl ,
Y RL X0 BB ST s ST IS ety -2, 3-dihydro-1H-indol-5-yl]-2-(4-
[fluorophenyl)-acetamide;
N-[1-(3,5-Dimethyl-1-phenyl-1 H-pyrazol-4-ylmethyl)-2, 3-dihydro-1H-indol-5-
YI]-2-(4-fluorophenyl)-acetamide;
N-[1-(2-Chloro-5-trifluoromethylbenzyl)-2, 3-dihydro-1H-indol-5 -yl]-2-(4-
[fluorophenyl)-acetamide;
N-{1-[5-(4-Chlorophenoxy)-1,3-dimethyl-1 H-pyrazol-4-ylmethyl]-2, 3-dihydro-
IH-indol-5-yl}-2-(4-fluorophenyl)-acetamide;

PCT/DK2004/000283
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hydr oxy- C3. 8-cycl oal k(en)yl - Cl. 6-al k(en/yn)yl,

whyano%76Tl 6-al k(en/ yn)yl -C3_8- cycl oal k(. en) yPCT/DK2004/000283

hydr oxy- Cl. 6-al k(en/yn)yl - hetgrocycl oal k(en) yl,

hal o- C1_6- al k(en/yn)yl, hal o-C3_8-cycl oal k(en)yl,

hal §=M1eteer 00y slo08d Q}E%-__lo- 85 .

cycl o{gl K( e%l ?%1_6%&' %llrlﬁg ig}ft,h)gﬁ 2,83—dzhydro—]H—mdol—5-yl}-2-(4_
hal jGuaereral) kicetunjad;y| - C3_8- cycl oal k(en)yl, halo 5

Cl.6-allc(e n) vl - eraocycl oal k(en) yl,

el SRR A RN T oo el gien. 2-yimethy)-2, 3-dilydro-

cy ¢l BahddI SN Liedimide;

hal o- C3. 8- cycl oal k(en)yl - C1l_6-al k(en/yn)yl -Ar,

hal M-/&1 ﬁﬂu%k‘(fé}&lsz alp B ]dwc_zwgsymgmﬂ) w(%m)hmow ];[-i;lzdol_ Syl]-2-

cyap- &1 6- en/ynlyl, cyan-C3_8- cycloal k(en)yl,
TR al el

cyan en)yl,
Cy ah(4CBLur eptehpipNk (R ro-yh Y13, gitvdro-1H-i
cza -(Cl. 6-%(%%1/ yg) {/?-ﬂégsn_ - ci/’é{?’log? E%%%))y?3 L{:ﬂyya\drilg-]é.lll_"gow'
10 ‘Kf%ﬁ‘fﬂ@dﬁ:)yl - het erocycl oal k(en) yl,

R i 5 - | oal |,
AN BRIk EAN rsed I 3 Gl PSS S
acYluotpBnply-akaakkdegn) y1- C1_6- al k(en/yn)yl,
acy] -ClL. 6-al k(en/yn)yl -C3 8-cycl oal k(en)yl,
acﬁ'ycélﬁ@f%hﬁ’(@ég]\%ﬂ)) -(4-Ferrap y@ﬁo’m(?flkl/Ze}/ﬁ;vlynanM—ylmethyl]—
-N b2 o DR, 95109 LY. i tuted NRL2R12' -Cl_6-
al l?(l%%ﬁ')@y?? }é%dguado}n%l"?%g% S5t t ut ed
NRE2R4Bluoephendy i [dalSkeehyfiopieptd-gnetdyy- A8 dihydro-1H-indol-5-

subgzt_i t t%% )

NRY FRAS*E4E 7@, ¢ | oal k(en)yl - CL_6-al k(en/ yn) yl ;

wher @iy, R o N by d f

the or oggg%gﬁ@?)sﬁ[gg( o R B, PR E TR L -
C3 ageteipedeoat k(en) yl ,

C3 8- K | - 6- al k |, Ar,
Arf%f%éﬁ}éﬁoe?%%@%;‘ﬁ%t%ﬁ?ﬁ _eg‘?" yZP%Zu k(en)yl,
Ar-C3_8-cycl oal k(en)yl-C1_6- alk(en/yn)yl,

ydroxy-Cl_6-al k(en/yn)yl,
ZEy %W@@BM@W@W&FIR% AWprisipg dreMym@® pharmaceutically

C3,.8s = -al k(en/ |, .. )

ol BB ER) YA SR Koting o qprpgiof taims 1-

hak®- C3. 8-cycl oal k(en)yl - C1_6-alk(en/yn)yl,

cyano-Cl_6- al k(en/yn)yl, cyan-C3_8-cycl oal k(en)yl and

cyano- C3_8-cycl oal k(en)y1-C1_6- al k(en/yn)yl, or R12
2ants&424 vk | ' Qmto ich the

et ADaaRl o bt b STR o B grpecnticaly

ungéegepiableadrriarngr dihients anpticompblinyd 6fthe gésal Forndul@l 3

further heteroatons; with the proviso that when R3 is

NR12R12' then g is O; and

RZ

@
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represents a group of formula II, 111, 1V, V, |,

;S/I0 YXxxloand XXX : \%\D 2804/ 096767 PCT/ DK2004/ 000283
wa2w4096%a (R5)b WW 1 11l (R5) (R5)d \ / BRCT/BKRG04/000283
W(RE% IV V (R5)g (R5)3 NfigR5)b T VI xxx (RS)k or

N XXXI wherein 5 the line reprgse:}ts a Eond ]

att i the group represented by to the carbon

at o?ﬁﬁm\?vﬁg%r S; ) 10pTi sN, NHor 0; WO 2004/ 096767

PCT/ DK2004/ 000283 122 L is N, Cor CH aisO, 1, 2or3;

. ; ' ; i 1, 2or 3;
S bth'e ‘fioged I]fne I%pre%el% alf' bptio%aft?c?r{d:}’ di sO, o]

R' and R are independently selected from the group consisting of hydrogen, C;.
¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl, C3_g-cycloalk(en)yl-01_6-a1k(en/yn)yl,
hydroxy-C;_¢-alk(en/yn)yl, hydroxy-Cj.3-cycloalk(en)yl, hydroxy-Cs._g-
cycloalk(en)yl-Ci¢-alk(en/yn)yl, halo-C;.¢-alk(en/yn)yl, halo-C;.s-cycloalk(en)yl,
halo-Cs.s-cycloalk(en)yl-Ci-alk(en/yn)yl, cyano-Cy.¢-alk(en/yn)yl, cyano-Cs.g-
cycloalk(en)yl and cyano-Cs.g-cycloalk(en)yl-C.¢-alk(en/yn)yl; or

R'and R" together with the carbon atom to which they are attached form a 3-8
membered saturated or unsaturated ring which optionally contains 1 or 2

heteroatoms;
sisOor1;

Uis O, NR', S, SO,, SO,NR™ CO-O or CO-NR"; wherein R" is selected from
the group consisting of hydrogen, Cr-alk(en/yn)yl, Csg-cycloalk(en)yl, Cs.g-

cycloalk(en)yl-C;.¢-alk(en/yn)yl; or R? and R together with the nitrogen atom to
which they are attached form a 4-8 membered saturated or unsaturated ring which

optionally contains 1, 2 or 3 further heteroatoms;

R? is selected from the group consisting of hydrogen, C¢-alk(en/yn)yl, Cs.5-
cycloalk(en)yl, Csg-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, Ar, Ar-Cy.g-alk(en/yn)yl,
Ar-Cs_g-cycloalk(en)yl, Ar-Cs g-cycloalk(en)yl-C_¢-alk(en/yn)yl, acyl, hydroxy-
Ci-¢-alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl, hydroxy-Cs_g-cycloalk(en)yl-C;4-
alk(en/yn)yl, halogen, halo-C.¢-alk(en/yn)yl, halo-C;.g-cycloalk(en)yl, halo-Cs.g-
cycloalk(en)yl-Ci.¢-alk(en/yn)yl, cyano, cyano-Ci.s-alk(en/yn)yl, cyano-Cj.g-
cycloalk(en)yl, cyano-Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, -NO,, NRR'.C, 4-
alk(en/yn)yl, NR'"'R'""-C; g-cycloalk(en)yl and NR"R'.C; 5-cycloalk(en)yl-C;.
s-alk(en/yn)yl; wherein
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10 eis 0, 2 or 2, fis O, 1, 2, 3, 4or 5 15 ¢gis

0O, 1, 2, 3 or 4, hisO, 1,20r3; j is 0, 1, 2 or 3;
wowaok/0pd16e7 provi so that when T is a nitrogen atPOT/DRE614j000283

is 0, 1, 2 or 20 3; and whemoT is NH or an oxygen

atommhglenlj0 is 0 1or 2; kis O, 1, 2, 3 or 4; and

eacR " RindiR" s1e aprpelarhily s

consi sting of a C_pl 6 25ya?§‘l(t§?1§r&q)tﬁ{ Qf&hf) IESHS%&% of hydrogen,

C3_8repk(@amiyk fpyicycloalk(en)yl, Css-cycloalk(en)yl-Cy. 1 alk(en/yn)yl,

%‘%‘( S ST e G e”’a@%ﬁf«g@ﬁf hydrory-Cas:

01 Hal @)y 1
@;C chf(glg){y};( )éﬁ)ami(%}fgg gﬂ?f%n/ yn yI 0 15Hh‘sn%é Sncloalk(en)yl,
ha_l?:f‘l‘t 38yl Yy Y@93@3°>8ﬂ03€h16®k(k1é/sn)wlayano Cs.g-

SRR o o K

0
cy R S-aas R‘} ctqgﬁthm |V\"1(1Eﬂh}: yﬂtrog@iy atoth t%QNhJch theﬁ are attached fogm a4-

C3_8-cyclo en)yl-Cl 6 alk(en/

HBBD’%%‘% ‘ismt" OIS AREARd e é@ m@pnauytqqntatral 2o0r3
arqqﬁhélqlewr@éigmgo whi ch they are attached form a 4-8
menbered ring which optionally contains one or two
hetwlbﬁxemwsmamnm RYB 60, BaIbEEXROSAhO BRAG3s 0123 R6

n are . |y selected fromthe grou
cogﬁ,ﬁﬁg‘ihel? Vd?o ﬁ@ﬁwﬁ : S)élhydr‘@eﬁla@’é Ay §4¥) pnd Sis 1 then U'is
CSIW’C‘ono@@I k(en)yl,

C3_8-cycl oal k(en)yl-C1_6-al k(en/yn)yl and Ar; R7 and
R79 are independently sel ected fromthe group

co We?élh B aéf'&l(qu(%r) ORE L 1inkdd % pos"a’tlloi}l(lia o % o)f ¥he indole or indoline;

cyclo
C3_8 cycl oal k(en)yl -Cl_6-al k(en/yn)yl, Ar and acyl;
and O R8 is selected “fromthe group consisting of
hy@ﬂéééﬁ »Cl_6-al k(en/yn)yl, C3_8- cycloalk(en)yl,
C3_8-cycl oal k(en)yl -CL_6- alk(en/yn)yl Ar and NR9R9
wherein R9 and R9' are independently sel ected from
t h& igi@apS;consi sting of hydrogen, Cl1 6-al k(en/yn)yl,
C3_8-cycl oal k(en)yl and
C3_8-cycl oal k(en)yl -C1_6-al k(en/yn)yl; provided that

whaxnis R bsSORIRR b pedviePinhisy AY whék K8s s0,;

R’ is selected from the group consisting of Cy.¢-alk(en/yn)yl, Cs.5-cycloalk(en)yl,
heterocycloalk(en)yl, Cs.s3-cycloalk(en)yl-C;.¢-alk(en/yn)yl, C1.¢-alk(en/yn)yl-Cs.
g-cycloalk(en)yl, Ci.¢-alk(en/yn)yl-heterocycloalk(en)yl, Ar, Ar-Cy_g-alk(en/yn)yl,
Ar-Csg-cycloalk(en)yl, Ar-heterocycloalk(en)yl, Ar-Cs_g-cycloalk(en)yl-C.¢-
alk(en/yn)yl, Ar-Cy¢-alk(en/yn)yl-Cs.s-cycloalk(en)yl, Ar-Cy_g-alk(en/yn)yl-
heterocycloalk(en)yl, Ci.6-alk(en/yn)yloxy-C.¢-alk(en/yn)yl, Cs.g-
cycloalk(en)yloxy-Ci.g¢-alk(en/yn)yl, Crs-alk(en/yn)yloxy-Cs.s-cycloalk(en)yl,
Ci-¢-alk(en/yn)yloxy-heterocycloalk(en)yl, Ar-oxy-C.¢-alk(en/yn)yl, Ar-C;¢-
alk(en/yn)yloxy-C;.¢-alk(en/yn)yl, Ci.¢-alk(en/yn)yloxy-carbonyl-C;.¢-
alk(en/yn)yl, C3-8—cycloalk(en)yloxy-carbonyl—C1_G-alk(en/yn)yl, Cs.s-
cycloalk(en)yl—Cl_5-a]k(en/yn)yloxy—carbony1-C1.G—alk(en/yn)yl, hydroxy-C;_s-
alk(en/yn)yl, hydroxy-Cs.g-cycloalk(en)yl, hydroxy-heterocycloalk(en)yl,
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15 or salts thereof for increasing ion flowin a
pot assi um channel of a mammal such as a human. 20 25.

wais@4aeer ding to Caim24 for the preventi on, PCT/DK2004/000283

treatment or inhibition of apydisorder or condition
bei ng responsive to an increased ion flowin a

pot mbmm GR3BElk (engpiat. 6%11?@55/3@1 q{oyfcﬁ@ﬁﬂtt gl%ﬁn;{n)yl Cag-

a di sorder” or con

prefera

ner SRl lsey{@,)yérhydzscyz@x s-albenguldstaiangcyicvali(ed)m, Rblo- Clh

whe r di,sease .is sel ed fromthe

ar oo A Sl GRS el o o Coe
coneyelsilldes)yl-€piatigey y@pY helodt USalk@RIYn§ALES h?aﬁc(eﬁi% halo-

accqrdi to. Caim?25, characterized ift

di soraeiyREstepeyrloalk(cnyl deloeCt eaﬂk(ﬂn@m)YIhAr GaluQ; o
t di d
A R e e R R e éla-eﬂi-
nealbfeatyi)yd- cr:waycroame@gl A@ oyl @PUNIPRLIN.
neur %g{g c) gal n r_}clal ated to mgraine 96767
PCTP] GO EES @I%f&%?éoaﬂtﬁ@@%@zzaimcngcmo:mc(anml15 -
h dit
o S b Ak b P Rl ok R S0
d| saék(ﬁlé/wg)yéd@t@rwcm}lﬂ(@t)yl acy@-é]]@Jfaﬂt(blZ/@ﬂ)y&lra)épryS_
I

i SOE e e H S oo ST éé”c&%@%ﬁq%w Cis

Sillls(bti/i t a
po (/g )Yy dcfj‘l (S ﬁﬂ{&n%l'rﬁﬂ[@ ){1?/ W aca’?’* 38@ % 'n?yn’)yl-

5 adj ust nent. di sorders, 1\6
qyslealis)gt a;nddﬁ\gb R, optlcagidiyapbmiuutad mxiélcvf.cpﬁ_

conﬁ*.@?xnﬁ’ﬂ#ﬁ% e R Erridlye Blesb qentionaisy
Usesulantmuedil\ﬂgum’a -C. @byelé’aﬁk(eﬁm.cqglag{(b ?lel Q,V}L al, the
gk d ¢fr candition is 10 selected m the group
conC ST R ot Htpentut ydelgand ham e sgoodsssatydnsgen,

A 1aMRE 1L.E33 3

scldg?ogla sn@n ot3%o Hﬂﬁz&pglg C¥@P£‘E§?§%§ dné éf{(p“ﬁyn)yl Ar,

Al BS= Glmeﬂlk(Wyabbdﬁﬁhﬁ]s WWthk@ﬁEfl OAREY, ;- cycloalk(en)yl Ci¢-

[ nf@(ﬁnéyli} LE‘& te haI oiathl es being causéd by

r uBef TRy XY1%r6 Wb ewdr %r@aaI-CFy@ltatﬁc(el@yl hydroxy-

unkn: Mcl@é‘fkt QGRS Sk KO -

Par ki nson' s di sealsGe Gﬁé\/ﬁq na Eéi i gﬂ%éenz%% halo-Cs.s-

netyderdkenbil drloh’s s- Cycloalk(en)yl—Q-G-alk(en/yn)yl, cyano-C.¢-
alk(en/yn)yl, cyano-Cs_g-cycloalk(en)yl and cyano-Cs.g-cycloalk(en)yl-Ci.¢-
alk(en/yn)yl, or
R'? and R together with the nitrogen atom to which they are attached form a 4-
8 membered saturated or unsaturated ring which optionally contains 1, 2 or 3

further heteroatoms;

with the proviso that when R? is NR?R'? then qis 0;

and

Y represents a group of formula II, ITI, IV, V,, VI, XXX and XXXI:
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wherein
5 the line represents a bond attaching the group represented by Y to the carbon
atom,;
WisOorS;

10 Tis N, NHor O;
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LisN, Cor CH;
ais0,1,2or3;
bis0,1,2,3 0r4,
cisOorl;
dis0,1,20r3;
eis0, 1 or2;
fis0,1,2,3,4o0r5;
gis0,1,2,3 0or4;
his0,1,2or3;

jis 0, 1, 2 or 3; with the proviso that when T is a nitrogen atom then jis 0, 1, 2 or

3; and when T is NH or an oxygen atom then jis 0, 1 or 2;
kis0,1,2,3 0r4; and

each R’ is independently selected from the group consisting of a Cy.¢-
alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C;.¢-alk(en/yn)yl, Ar, Ar-
Ci¢-alk(en/yn)yl, Ar-thio, Ar-oxy, acyl, Ci.¢-alk(en/yn)yloxy, Cs.s-
cycloalk(en)yloxy, Cs.s-cycloalk(en)yl-Ci.¢-alk(en/yn)yloxy, halogen, halo-Ci_¢-
alk(en/yn)yl, halo-Cs g-cycloalk(en)yl, halo-Cs.g-cycloalk(en)yl-C;.s-alk(en/yn)yl,
-CO-NR®R®, cyano, cyano-C.¢-alk(en/yn)yl, cyano-Cs_g-cycloalk(en)yl, cyano-
Cs.g-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, -NR'R”, -S-R® and -SO,R?, or

two adjacent R® together with the aromatic group to which they are attached form

a 4-8 membered ring which optionally contains one or two heteroatoms;
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R and R® are independently selected from the group consisting of hydrogen, C;.
s-alk(en/yn)yl, Csg-cycloalk(en)yl, Css-cycloalk(en)yl-Ci¢-alk(en/yn)yl and Ar;

R’ and R” are independently selected from the group consisting of hydrogen, C.
s-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Csg-cycloalk(en)yl-Ci.s-alk(en/yn)yl, Ar and
acyl;

and

R? is selected from the group consisting of hydrogen, Ci.¢-alk(en/yn)yl, C3.5-
cycloalk(en)yl, Cs.g-cycloalk(en)yl-Cy_¢-alk(en/yn)yl, Ar and -NR’R”’; wherein
R’ and R are independently selected from the group consisting of hydrogen, C;.
s-alk(en/yn)yl, Css-cycloalk(en)yl and Cs.g-cycloalk(en)yl-C;_¢-alk(en/yn)yl;
provided that when R® is -NR’R”" then R® is not -S-R;

or salts thereof
for increasing ion flow in a potassium channel of a mammal such as a human.

Use according to Claim 24 for the prevention, treatment or inhibition of a
disorder or condition being responsive to an increased ion flow in a potassium
channel, such disorder or condition is preferably a disorder or condition of the

central nervous system.

Use according to Claim 25, wherein said disorder or disease is selected from the
group consisting of seizure disorders such as convulsions, epilepsy and status

epilepticus.

Use according to Claim 25, characterized in that the disorder or condition is
selected from the group consisting of neuropathic and migraine pain disorders
such as allodynia, hyperalgesic pain, phantom pain, neuropathic pain related to

diabetic neuropathy and neuropathic pain related to migraine
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Use according to Claim 25, characterized in that the disorder or condition is
selected from the group consisting of anxiety disorders such as anxiety,
generalized anxiety disorder, panic anxiety, obsessive compulsive disorder, social
phobia, performance anxiety, post-traumatic stress disorder, acute stress reaction,
adjustment disorders, hypochondriacal disorders, separation anxiety disorder,
agoraphobia, specific phobias, anxiety disorder due to general medical condition

and substance-induced anxiety disorder.

Use according to Claim 25, characterized in that the disorder or condition is
selected from the group consisting of and neurodegenerative disorders such as
Alzheimer’s disease, Huntington’s chorea, multiple sclerosis, amyotrophic lateral
sclerosis, AIDS-induced encephalopathy and other infection-related
encephalopathies being caused by rubella viruses, herpes viruses, borrelia and by
unknown pathogens, Creutzfeld-Jakob disease, Parkinson’s disease, trauma-

induced neurodegenerations.

Use according to Claim 25, characterized in that the disorder or condition is
selected from the group consisting of neuronal hyperexcitation states such as in

medicament withdrawal or by intoxication.



