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2- (1H | NDOLYLSULFANYL) - BENZYL AM NE DERI VATI VES AS
SSRI FI ELD OF THE | NVENTI ON The present invention

WO ed0aerss o conpounds whi ch are serotoni n r eupPERBK2004/000894
i nhibitors and preferably al so norepi nephrine reupt ake
i nhibitors, and the nedical Use of such conpounds,
e.g. in the treatnent of depression and anxiety,
Z-(HINDO LY ESUHF AN Y BE NZSt: AMKMNE DERNATIVESTASISSRI
hyperactivity di sorder (ADHD) and stress urinary
i nconti nence. BACKGROUND OF THE | NVENTI ON The majority

cucr. I ' e anti depressants can be
FI@LQS@FHEIEE Iﬁﬁ%@ﬁ@@ses: 1) nonoani ne oxi dase _
The ?ws@ﬁttiwéltiemﬁé to CompiuREEWhchafd Q8otBRMITOLSARSIhIL:BFs and
[Sserotonin (5-HT), norepinephrine (NE) and dopam ne

prefeablly alsoaresemndpdiring eenptakicdntibiverik.amd thamgdigyl use of such compounds,

c. g5 e Shfiont RESspeesaionind RaE R 2y Aoflsr Pah dlortelS, atention
deASERF Al ditilsBrddr (SDBID)\WRd d8Eds GiriBREYin@dntinbfcedi 0geni ¢

am nes, the use of 5-HT and/or NE-receptor blockers
(i.e. 5-HT and or NE-antagonist's) have not proven

\/ ' ment of depression and
B%@pﬁﬁmémﬂgﬁﬁwﬁﬁ% currently nost efficient
Tht hegéHee BE SurdéRlyaaisble antidipre st @a e ilassified idd cRBgsor

NE neurotransm ssion by bl ocking their reuptake back

f Domannamingrxidase indikiicrs (Mp&idery, D A et al., "The

A O R i P AR 0A ey RRAI IR porebURARTRINE and
et dbpan‘iilﬂG‘(DMBﬂraghpmérErblaptaltedalmmm¢m of

e mpgalRaripesialy Dlediets obines) merop! Gar T aBhoENEcoplors.

reupt ake i nhibition has been studied for treatnent of
depression, i.e. in particular the nonoam nes
Sirwedepestion (sSsddTiatedartie pirelefive daficichdiEpS e diaepmrnmees, the use of

A ective .serotonin take 1 nhi bit.or
5"%}?@?‘%{ Pﬁfghf%?elﬂ\f%*f@?‘fl%s 4‘“8 %fiﬁls%ﬁl q ﬁ\’ %—a\}t'ag%fa%to%aﬁ pgproven very
su&BQifASn tHaraRastiof deprisdidifard SRidEMd BF pHIBF&PSICQirrently most
certain fornms of anxiety and social phobias, because

efficieny trgatments| ary based onfihieethaneement pf 541 andéerddl ngurgtrhaspeission by
f bl f et fil d.to the cl ' :
o BB B B B R, PO BR LSS BLE SRS grotuionof

antddePrdsSint eeahatisnd"l pongen el arrkChkisdlipharinksblogy, 2004, 18, 1-21;
aroxet i ne. However, clinical studies on depression
Schlgss, Pagterl.t ey ingghtp &8 Hiegaechgnismeofjantdgpressmtdhgrapy”,

| Al 30 f | d,
PR Pl R YT ool e

For years monoamine reuptake inhibition has been studied for treatment of depression, i.e.

in particular the monoamines serotonin (5-HT), norepinephrine (NE) and dopamine (DA).

Selective serotonin reuptake inhibitors (hereinafter referred to as SSRIs) have become first
choice therapeutics in the treatment of depression, certain forms of anxiety and social
phobias, because they generally are effective, well tolerated, and have a favourable safety
profile compared to the classic tricyclic antidepressants. Drugs claimed to be SSRIs are for

example fluoxetine, sertraline and paroxetine.
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conpl i ance, which has a rather profound effect on the

patient's notivation to continue pharmacot her apy.
wo-Re0sveafs al |, there is generally a delay in PCT/DK2004/000894

t herapeutic effect of the SSRIs. Sonetines synptons

even worsen during the first Zweeks of treatment.

Secondl y, sexual dysfunction is generally a si de
Heléwee,tclioamanditooS&ressiofihfioute e dbeseipbselth€feeknown SSRIs is
sugr obl ems, real progress in the pharnacot herapy of

BB SIPOR Q¥ Amexicetsyicaingelegied sfaptsr owmtidpiessnt teeatment is
cog‘gﬂﬁﬁo bﬁ\@?}t?ﬁ{)g'a@zgthgr ngﬁBg efﬁ%t%nntﬁcf? gat e?llé ob{bﬁwai%n to continue

phareabotierdpyoFirdepab stheweris gﬂ%rﬂtﬂ‘t&del@;ﬁn&h@ﬁpéﬁm@ﬂ&bﬁ@f the SSRIs.
di seases. A newer strategy has_been the devel opnent_of

OalEFélimqs SYBPOAEVER m%%efléiﬂ%m  hefirst wegks of isptisat Sepeidly, sexual
i
C/PaF S Iut VRLRLR. LAY 1S 0L ERLT s i,
real euqgdredsen it}rerp}ia'rrna'mmlthempyotefmepmsmm andarexqay drsedielrsnis not likely to

clinical dies of co u ch as | oxeti ne
hapRgh @Ccmﬂﬂg@x SR (1594 99 stgséivelf%mnwﬁ BerBRung capable of
ImPEIVHROME BreRRAENDNOF 'ié%E‘l%h'aH@ oHfet ?é?@toﬂﬂldre%@ad diseases.

anti depressant drug candi date™, Exper I nion on
Investlgatlonal Drugs, 1998, 7 10, 1691-1699) and

f Kha | af
A a%vg?ra gégy gﬁ% %egpﬁlé%g%velopgwgﬂ%% n 0 glreolgglbgarq, &8 ihe combined
efﬁ&%ﬁse%?omrlf’ellpﬁb‘?cé}nhﬂﬁﬁﬂﬂ @H@ﬂ@reﬁ@ypmglqu&lapg@ﬁgn&flg 8 named

are also naned SNRI's, "serotonin and nor adr enal i ne
norasignelire NAvhichpteks sthibigen aysggnsessionds axirlersdlin pénisaldtudies of

coBSELETLE, FLHL B AL OB LR TRt serrni
and aerdrinalne m;ﬂalfetdnﬂlah&hﬁd@réﬁam@lﬂlﬁgw@dﬁﬁﬁé”TTEﬁbeaﬁ @pztnhﬁr on
rel ease of 5-HT in the bra sson, T. et al,

InvgsiigdionalmPiesrd 98 bnl0, 26%141691 @nd Ysz&w @Wﬂg‘h?t Be3k
1" | f
VAR Hh Lo BE SRS, D AU ek 07 R BRLTERE 20141140,
Comipownds Ievidg suick dhel?dfﬂedﬂ a8 also nhaeé SWRIgNedrond arkff fegdrenaline
on pai n ! onyal |a syndrone, qverall pain,
revpig! lﬁabﬁorsgﬁaﬂsﬁéﬁ '%aria renplAREAICHErO UM FeuRkAke dnhikne
and during daily activities) and especially pain
associated with depression (Berk, M Expert Rev.
Siride tireotntemt aptbube s3ec@OIE Buptalte #hihitoFireboletine ha®blen sketwn to

stuggﬁéerf mﬁrfeeglfr:c?rgtba?} ?rgeéigag% &frelggnsfea |5§&N1ﬂwbra1w?gvenssonT etal, J
Neﬁfbtl | Bensessen t2$)04 A 8L 1UDkHEE 9&1151@tVHeeaV‘£ynE@1§@10 M@dérﬁéééeusmg SNRI’s
000 1:310-316).SNRI’ s 'have also beén shown in
in tﬂe.twa@mm of dapiressioner havietya benefl cial effect in
attention deficit hyperactivity disorder (ADHD) (N M
Mikaddes; Venl afaxine in attention deficit

T hhME&B@MRNS hivedieeQEBIBIN infdin@de&idies to have a beneficial effect on pain
Neur opsychophar macol og Vol une 12, Suppl enment 3

(e.g. Fibromyalgia syndrome, overall pain, back pain, 'shoulder pain, headache, pain while

awake and during daily activities) and especially pain associated with depression (Berk, M.

Expert Rev. Neurotherapeutics 2003, 3, 47-451; Fishbain, D.A., et al. “Evidence-based data

from animal and human experimental studies on pain relief with antidepressants: A

structured review” Pain Medicine 2000 1:310-316),
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Cct ober 2002, Page 421). Furthernore, SNRI' s have

been shown to be effective for the treatnent of stress
wa@ei0sa6s3 ncont i nence (Dnmochowski R R et al. PCT/DK2004/000894

"Dul oxetine versus placebo for the treatnment of North

Anerican wonen with stress urqnary i nconti nence",

Journal of Urol ogy 2003, 170:4, 1259-1263.)

SNRIF ¢ heverayocheeAXh@ntlin clingdal sfudied %Eideﬁ%eh@i@mﬁ‘l&éﬁﬂc@ﬂ@t@hnon
ple 5-HT. NE and DA re uptake inhibitors fo

f,
deﬁ?%%&fﬂ%ﬁ%%‘ff dropdead4 05 2063V ukiddes;giamnlaiagne i gittion defict
B [ geyl/@ }{)%/ i&gégi %ﬁbgp@ es észy‘:ﬁ%l? Crollorﬁyé Vroclelfnﬁ%tl aksél pplement 3,

Odtotheir B00DIBRgt @21}t he treat ment of depression").

Vel | butrin (bupropion) which has DA re-uptake activity
invitro and in vivo, show antidepressant efficacy.

Fuﬁlgﬁﬁorg 0 N800 bectln%bﬁ'ﬁ t%gg ek} e%&t g t%gﬁ{eﬁ?gyét}esg {I]rlnary

SONE a |n|n|t at t upt a
inaintinercal(Doenkéwiki QQI\EI gah, D]llO‘s@tlnél vexﬁhs pflacelBsy"@rfmhahtMment of
199 89, 65; Masand, P..S. et al. Depression_Anxi et
N megcans‘gom%&fk ﬁtregf urinagy 1n3pnt1n\j:nc@ { qgrnqi@ yﬁq)lggy y23603 170:4,
123@9363 $8, 137). The present invention provides
2- (I Hindol yl sul fanyl)-benzyl am ne derivatives,
formula I, which are serotonin reuptake inhibitors. In

ti I t. d
FUBBEEEY! Bl Lo TR T PO SR FOTRUNIAT o e D e
uptaRBiktihit R0 fRNEa M Bf AGRENSIORE(2008 PR BER dithk: Wfédz&ﬂ Chemistry
Furthernore, sone of the conpounds are also triple

Lengensrl3, ﬁ@7&ﬁaS®AB#<é’£mB¥ akelhepiandsias apsel tbploienplake 1nh1b1tors for the

r n ons, there
tre%tlrﬂe?llf' éfi(?% 5 élé)go)agyésl,@}l%iﬁv (Lblzlgl% nz gihé% has i P%tfllg %‘cﬁlalty in vitro
andévevb, %ﬁw&iﬂ@@@ﬁtﬁdntfdﬁﬁcwij €0iher bdrﬁﬁhﬂ@dﬁ st@dies have indicated that
epr essi on, %E US 5095039, US 4056632, EP 396827

adgifion AEsangs @fﬁf%@@t AA0PEE? ste sy ilpEesemg dgseal benefit (Nelson, J.
C.JYBB4 'ﬁs%lﬁ&'nﬂ!l le éjull\flds?ﬁ e gaétrﬁ?g?ép?esg%nsf x?e?Ty !ly§‘8 7, 89,

serotonin 1 n tor’sfor ment

Botkikei s et e\l‘Df.937117732}53]1!711f7§£]|9@3_€$8,d€7).Vat i ves of
N, N-di met hyl -2- (aryl thi o) benzyl am ne clained to be
sel ective serotonin transport inhibitors and suggest

The B?éséntliﬁ@enﬁﬁn Efﬁc\/}ﬁ]dje‘g pr%gisﬁ%ﬁlisuiéfinﬂ%%g%_y?%rg%%‘daer%%%%s, formula I,

l'ect.
whmhhsare sere‘s)nuaneupﬁake ohdibitoad. iIn/pmiOtﬁlar:j it}pmiemglritioaqu@\hdeke;s)mpounds
th benzyl am nes"as ant ressants. . )
poss R g ST SUa B HoBieks BOU Sor Hiiarsaaephie reuptake
inhif$3i S8 A3 th3rradie, Hhidl TREE 8 dtnd @ 8reaMbi tHERILHTARE: a2 -uptake

inhibitors.

Diphenyl sulphides of formula (XVI) and variations thereof have been disclosed as
serotonin re-uptake inhibitors and have been suggested for use in treatment of depression,
cf. e.g. US 5095039, US 4056632, EP 396827 Al and WO 9312080. EP 402097 déscribes
halogen substituted diphenylsulfides claimed to be selective serotonin inhibitors for
treatment of depression. Likewise WO 9717325 discloses derivatives of N,N-dimethyl-2-
(arylthio)benzylamine claimed to be selective serotonin transport inhibitors and suggest
their use as antidepressants. J. Jilek et al., 1989, Collect. Czeck Chem. Commun., 54, 3294-

3338 also discloses various derivatives of dipheny! sulphides, "phenyl-thio-benzylamines"
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(XVl) Several publications relates to the use of
derivatives of diphenyl sul phides as

w0 e@dioepbar maceuti cal s" for inmagi ng SERT by SPECTVDER004/000894
PET imaging, e.g. "S. Oya et ,al. J . Med Chem 2002,
45, 4716-4723" and "S. Oya ef al. J . Med. Chem . 42,
3, 333-335". P . Enond et al (J. Med. Chem (2002) 45,

as dhPii8pre a8, BunthehSoreyi@hetyl alilphidds adetatko dibvdoned 421UUSF803143 and
333-335) further test and di scuss substituted

dmmﬁﬁdﬁé BS 8RIFPERE¥Ias sel ective serotonin tranporter
ligands relative to dopam ne a N}RQ}QY epi nephri ne
transporters (DAT, NET) with reasurenments of vitro
affinities at the do--n1 & srrotonin, and

nor epi nephrine tran ‘ ers 0066537 al so di scl oses
certain derivatives of/ di ph sul phides clained to
be have hi gher sel ec IVI%%(/ ~~ SERT over NET and DAT.
US 4,018, 830 and US 4, 05665 di scl oses

"phenyl t hi oar al kyl am nes" and " 2-

phenyl t hi obenzyl am nes" represented structurally as

Seve@e[lipubﬁea@ﬂoni; relatkd ohthdnsei of daripiterey of dipiﬁl:n}émlhphides as

titnent Ar2 is bs unsi stitut
R GRGErTacaR R BRBEGSERY T RRECF R S SR etbofig: S Q3 ot el 1
Meﬁ%r?eﬂq ab@ﬁ&isl @7{6 Rh3"anfes QD?@&%W M‘edr CR&m: 42The333-335", P,
rrpoun S are clained to be useful preventln

Embnéledala(é Med.Hyttehm{2882) 4128} h%lieﬂ)ailndés Qya ¢t al.ad Méét(ilmm 42,3,

L TN S N T

trarfRPHBAIRs 9 lafi @ tldoRarhd¥lahd nBrepiiephriA@arbortidte (DATYNET) with
i's substituted with a thi ophene ring with test for

messeur@n@nts/pf yitraafBnifFs teha@rpareng, serokinii and RereRimephrine

tr # take i nhibitor, respectively, for use as

a‘“asﬁf’ &pressants. US 6,596, 741 B2 and US 6, 436, 938 Bl
and US 6,410,736 Bl disclose biaryl ether derivates

XVI1) reported to inhibit reupt ke o am_nes,
Wé 0966%3&8&0&1;;%0%&1 6Pt ARTEHYPRL B}Feélpi[ Wéﬁﬂg‘?srféamﬁﬁei‘r?é“ have

h1g§1é\/slele)ct1{>lgp?or%fElﬁh§Ye?Waﬂ grences di scl ose conpounds

e group Tiké the indolyl-sulfanyl
benzyl am nes of the present invention. SUMVARY OF THE

USH’aI\%,/%\gZI Q%Tlgg ﬁg)lrS ;6%5 g}sﬁpeisn}p gr?yltrh% a?élﬁ?lammes ad o d

phenylthiobenzylamines" represented structurally as "4r;-S-Ar; in which Ar; is a phenylakyl

amine substituent and Ar; is a substituted or unsubstituted homocyclic or heterocyclic ring
of from 5-6 atoms, such as an aromatic ring, a heteroaromatic ring". The compounds are

claimed to be useful for preventing "cardiac arrhythmias".

K. Sindelar et al., "Collection of Czechoslovak Chemical Communications, (1991), 56(2),
449-58, by K. Sindelar et al" disclose variations of compounds of formula (XVI) in which
one of the rings is substituted with a thiophene ring with test for selectivity as 5-HT re-

uptake inhibitor and NA re-uptake inhibitor, respectively, for use as antidepressants.
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wherein the sul phur atomis attached to the indole via
any ring carbon of the indole and wherein R R13 are as
waledosnedspel ow, as the free base or a salt theP€DDK200a/000894
a further aspect the invention provides a conpound of
the above fornula | according to the above as the free
base or a pharmaceutical acceptable salt thereof for

USSR 6aR 1B ITEH C35IY6.03881 Adaven6i4Q0,736$0 mcqyéedﬁagyﬁether derivates

pharmaceuti cal conposition conprising a conpoun
(Xedrmpditedta iohibiteeaaiecofagontoaminase@ g biggadomin, dopamine and/or
har maceutically acceptable salt thereof and at | east
noSW@“gﬁﬁFnaceutically acceptabl e carrier or diluent. The
invention further provides a nmeNRRL for the treatnent
of an affective disorder, such as depression, anxiety
di sorders including gener@l aRxiety disorder, social
anxi ety di sorder, ‘ mt e stress di sorder,
obsessi ve conpul si ve gisorde pani ¢ di sorder, panic
attacks, specific phobias, social phobia or
agor aphobia in a Iivingo%%Wnal body, including a
human, conprising adm nistering a therapeutically
~effective ampunt of a conpound according to the above
Noagof the 2beeerefragnsen fisplosuiampoyBes RISy hEdelstareun ke the
- f.. :] ion furthernore
md?&%%@%%ghEﬁ%ﬁtéghggnggg#%gﬁﬁgaﬁg@g}ding to the above
in a nethod of treatnent of pain disorders, ADHD and
stress urinary incontinence. The invention further
rovi des the use of a conpound according to the above

SUABMARY QR EHRERVENTHON| t such as a pharnaceutical |y
"lhéaﬁr%ge% ﬁp)eﬁtiéﬁ{‘eqat&%rae& pfo%g} Eﬁ\gnpfh‘%%h%l mifa 12
phar maceuti cal conmposition for the tteatnment an
affective disordey, sughitas depression, gixiety
di sorders includﬁqg general anxiety disorder, social
anxi ety disorder, post ayfatic stressNij sorder
obsessi ve co | syveTdi sofder, panic di somtier, panic
attacks, specifi I as|| socl aP~pheohia ons
agor aphobi a. The i ' ﬁfrther pr ovi des t he
use of a conpo according to the 2 for the
preparation of a pharnﬁ%eutical’%onpo i ti &) for the
treatnment of pain disorders, ADHD andysstress urinary
i ncontinence. DETAI LED DESCRifyTI ON THE | NVENTI ON
Definitions The term "hal ogen® neans fluoro, chloro,
whéretinibe el ph@ctRom iHattehedreahs iddalcoge any fhe cabpn eSthedndole and
"G -6ralk(en/ynyl" ans a G .g-al kyl, a C2-6-al kenyl
whegieingR ¢RC7 arg pgk y}ed below;

as the free base or a salt thereof.

In a further aspect the invention provides a compound of the above formula I according to
the above as the free base or a pharmaceutical acceptable salt thereof for use as a

medicament.

The invention also provides a pharmaceutical composition comprising a compound

according to the above as the free base or a pharmaceutically acceptable salt thereof and at

least one pharmaceutically acceptable carrier or diluent.
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group. The term"C - alkyl" refers to a branched or

unbranched al kyl group having fromone to six carbon
w@ar@s®ei4nt| usi ve, including but not limted toPCEDKEI04/000894

et hyl , 1-propy|, 2-propyl, 1-butyl, 2-butyl,

2-met hyl - 2-propyl and 2-nmethyl- 1-propyl. Similarly,

the term"CM al kyl" refers to a branched or unbranched

Theam tiod ARy %ﬁ?&h&% A hOmb @RS tﬁ@né‘dt?ﬁeﬁﬁﬁtaﬁrhfﬁb@ﬁ@dworder such as
usi ve, ding but not limted to nethyl,

depﬂespom,myxk;et}zmpmndpl;slmcludlnggymeral;anﬁm}ydlso@er social anx1ety g1sorder

poshﬁrwgﬁi}}c stlg%sscf é‘ﬁg En\?etg?r,]%%@s%géﬁgﬁ%le% nga—.?ln% td:i,\%)r{g(r) p%lc attacks,

speSft 99&:@4 %ec‘m ﬁh@ﬁiat&la?srapm@o@ aublieinp anihal ibagy, ud¢1a@n§ dthuman,
not limted to etheny pro penyl , and but enyl . The term

com‘m;rg ealhkiyintpting délgqrwﬁ@a gflﬁf&cgy@@pgumﬁ @ﬁ:@m@pm aqrerding to

the Pﬁﬁ%‘ie&auﬂ?ﬁ%{ %eat?as%%? g?alh.?t{c &%’? gﬂ%xﬁr&gmﬁd’a a@ce?%?e salt C}hereoi The

invéitioy Pttherhbf @¥pERS HeQlke '0€3 cBm@&!@ﬂd)ﬁlckx(de@ tplthe aaLs$n a method
C3-s-cycl oal kyl or a Cs.g-cycl oal kenyl %rou The term
of tregtment of pdin diseyders, dddtiBrimd sgess WHB’CWE‘PI} ®eBYE. bi cycl i c
car bocycl e having three to eight Catons, including
but not limted to cycl opropyl, cycl opentyl , and
Thecineéatvefyither Pheviti@rthe tissofg oyglonad kenyditig teticghatess the free

nonocyclic or bicycli¢ garboc vin ee to
basg P@ﬁﬁ?ﬁtﬁuﬁh 8h8 Phﬁalaéﬁlém& U B?Cépf%l?oﬁaﬂalﬁ% F%&‘Ph@lemp%wn ofa
hahlng%ehﬁgaltc8m?¥§i{1919f(ﬁQﬁ@ﬁf&atm@ﬁ(tcinoa‘?ﬁ%%‘&ﬁ%orﬁ&d such as depression,

exeny e expression
anx1e§€§8 dseriynsl inalidihe mpydralCinxicdy diskiden/sgeiplydnxjety ﬁ@omd@r,rpgst traumatic

- Ik
seeae PR, SBOORY SHLTEla P Cedet SRR RIS P
phob sg§o‘3}éﬂ) h&¥ia B1h§g( eﬁﬂl%iaaTﬁ% invent@fueRéMDrY brdVides the use of a

erein - en/yn)yl are as defined above. The
conpErumg a&c@rdmg tcathi (abay e/ oy yhe.prapagmgn of a pl*@;maceuncal composition for

the tréat&}el?f %ﬁ?%%%li/?f”)dgﬁ %gjé@? ﬂgtlre‘bs g &r's O(%ﬁa‘?%cueps of

formula G -6-al k(en/yn)yl -
G -6-al k(en/yn)yl - NH CO- an
DE(F@;IlEJ)aDE(Sé}RI)Pﬂ;iﬂN @ME@“VE@E@@%\ vely, wherein
C -6-alk(en/yn)yl are as defined above. In the
expressions "C .6-al k(en/yn)yl-am no", "di -(C
Defin®ogab kyl ) am no", "G .6-al k(en/yn)ylthio", "halo-C i
6a|k n/yn)yl hal o 6-al k(e n -sul.fonyl ",
The tean 6 hgl@genyer)l%inﬁé]@ﬁvoyﬁl)ﬂwo é’{ﬂm%ﬁwgio n%g means halogén
.6-al k(en/yn)yl sul fonyr, and "C

.6-al k(en/yn)yl sul fanyr etc., the terns
The Sipré&sshkCepaliyyyil)yindedns al(h c-akyd, ass.gefkenddrabowealkynyl

group.

The term “C,.¢ alkyl” refers to a branched or unbranched alkyl group having from one to six
carbon atoms inclusive, including but not limited to methyl, ethyl, 1-propyl, 2-propyl,
1-butyl, 2-butyl, 2-methyl-2-propyl and 2-methyl-1-propyl. Similarly, the term “C;.4 alkyl”
refers to a branched or unbranched alkyl group having from one to six carbon atoms
inclusive, including but not limited to methyl, ethyl, 1-propyl, 2-propyl, 1-butyl, 2-butyl, 2-
methyl-2-propyl and 2-methyl-1-propyl.

The term “Ca.¢ alkenyl” designate such groups having from two to six carbon atoms,

including one double bond, including but not limited to ethenyl, propenyl, and butenyl.
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The expression "R1L and R2 together with the nitrogen
forma 4-7 nenbered ring containing zero or one double
whornd/oeapti onal ly said ring in addition to saiPRCT/DK2004/000894
ni trogen conprises one further heteroatom sel ected
fromnitrogen, oxygen and sufphur” refers to a
heterocylic rings systemof a total of 4,5 6 or 7

ThdRBARECS 5 akYRY” @@mg@t@suoﬁzg@élhﬁl}ﬁemomﬁn@ thdtdlﬁx carbon atoms,
eri di ne, piperazine, honopiperazine or phol i ne.

P!

incinding Omlerﬁggle bond.dnelneine bat wridumisdito giwaylopr qpﬁfﬂﬁe@}ld butynyl.
conpri se one or nore substituents, such as, e.g. a
maxi mum of one or two substituents e.g. sel ected from

Thd H@rssRUP cg %§¢1§£1k&g)ﬁam@ﬁma c@ydyawkylcar a- ®-sadykidalkenyl group.
G - 6- al kox G -6- al kylthio, alkylsulphony
Thq tierml @@s@n@peﬂwl” d@irlgwm BRaedrplis ar bJ@wlc caabﬂsvygiqe having three to

id
s TR OB AR bk Ryt Py
ThéegarCs. 3@@16@1&&@1/’ dusighates mesor(dey gaushibicytlis cidbesydyhavdng three
P. Nonencl at ur e of %ga I C ‘g)erri'astr Perganon Press,
to eea}gﬁbgitongs&d ODSARIG 90 InhEling P o HEWIEHEN £y ORRIEH
qwﬁﬁ;ﬁkg% g@ﬁ&&%gp mnth a di sease or disorders

o prevention as the case may be. Conpounds
of the i nventl on The present invention relates to a

o SRR 9 LR Al prlenl ET Mhereln the,

car b herackhwberein R -R2 are
ang qgegiew%dg/nﬂw délgqgct éd from hydrogen, G

.6-al k(en/yn)yl, C3.g-cycloal k(en)yl, and

C3-8-,‘ | pal | CAd . 6-alk I R and R
In S LRI Sk sb e SRR MMoE Rt B 0.
whE&RH @ PAIRGnARNA o aslt€ind@ubdwe. bond, optionally said
ring in addition to said nitrogen conprises one

further heteroatom sel ected from nitrogen, oxygen and
| phuk; - R12 d ; ”
i o e I B L
‘d1-@@1 §-a§<}{éﬂ/ﬁﬂbll’§&rﬁfmbyzirbo@3” gefery @d) gﬂiubé sﬂﬁoythﬁ ¢1.6- alk(en/yn)yl CO-,
| k(en/ H) m no, G -6- alkéﬁ n)ylanlno g
Crg @lkéﬁ 1¥I )507 & (Goe-as(enyal b /%% (FSRaetB Bl V! crefn

0 en/ yn) yl am nocar bonyl ,
Cl%l E%?ﬁ%?l#{%en yn?y %xé\l%(m no%:/al)r)kl)onyl hydroxy);, a

In the expressions “Cj.¢-alk(en/yn)yl-amino”, “di-(C;.¢-alkyl)amino”,
“C.¢-alk(en/yn)ylthio”, “halo-C.¢-alk(en/yn)yl”, “halo-C.¢-alk(en/yn)yl-sulfonyl”, “halo-
Ci.¢-alk(en/yn)yl-sulfanyl”, “Cj.¢-alk(en/yn)ylsulfonyl”, and “Cj.¢-alk(en/yn)ylsulfanyl”

etc., the terms “Ci¢-alk(en/yn)yl” and “halo” are as defined above.

The expression "R} and R? together with the nitrogen form a 4-7 membered ring containing
zero or one double bond, optionally said ring in addition to said nitrogen comprises one
further heteroatom selected from nitrogen, oxygen and sulphur" refers to a heterocylic rings
system of a total of 4,5, 6 or 7 members, such as, e.g. azetidine, pyrolidine, piperidine,
piperazine, homopiperazine or morpholine. This rings system may be unsubstituted or it

may comprise one or more substituents, such as, e.g. a maximum of one or two substituents,
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6-al k(en/yn)yloxy, G _ 6-al k(en/yn)ylthio, halo-C
i-6-alk(en/yn)yl, halo- G -6-alk(en/yn)ylsulfonyl,

wh 200608455 6~al k(en/ yn)yl sul fanyl and PCT/DK2004/000894
G .6-al k(en/yn)ylsul fonyl; and- RL13 is selected from
hydr ogen, C -6-alk(en/yn)yl,8C3.8-cycloalk(en)yl and
C3-s-cycloalk(en)yl-Ci .6-alk(en/yn)yl; as the free

e.g DRERtedrfrém 3@ drothesbting halobert, e dpxoVvC seslkyhay ;-atkowhed,.c-
t he sul phur atomis attached_via atomnr. 2 of the

alkylghied adkylpedpharyLdgEgorpethyk tafluoromgtensuipayls arphus2 ¥ tsasbonyl.
is attached via atomnr. 3 of the indole then R12 does
not exist; - when the sul phur atomis attached via

Th&toMs R thedindfle bienintteod deaccbeliind® [HPeC Gomnexios bn Nenemclature of
the sul phur atomis attg;he via atom.nr.

5 of t ,

Organifdteerpiniap sdalbess (Reudki/st ,lesn%%r%’-ﬁ\f?@@alw%ﬁa Pfh @ff&ﬂwc
j s, ' indol e then RLO d

B B s A O s att ached vi &

atomnr. 7 of the indole then R11 does not exist. To
further illuystrate the.invention .without lipitation
Thy rinf GEREHHGS SREOERTHER SOTRIOTRVih 3/ddSeps g G s icludes also
SGARE Rfnd H&e kaveption, in particular for the
precon‘pouand}é o?ethg invention as the free base and the
salts thereof: RL-R2 are independently selected from
hydr ogen, .g.. . 6-al k(en/yn)yl, C3.s-cycloal k(en)yl and
CO_E%’-"“!‘g%Bf%‘ﬁl‘RY“éﬂb"_\?l -Ci-6-alk(en/yn)yl; R-R2 are
Thd Rg&@&@ﬂ%ﬁﬁwr&a%s%ta%n{ﬁoaﬂa hxdr@arnpeand rmbral kyl; R
are independently selected from hydrogen and Ci
-4-alkyl; RL is drogeg''and R2 is net hyR1 R and R are
met hyl ; Rl and \are h dro%gcm. To further illustrate
the invention, w tNwou ig-tation, theTollow ng
enbodi nents of fe within tge scppe (ﬁathe
[ ar flor the“tcanpogndsRof the

R e R
@
wherein the sulphur atom is attached to the indole via any ring carbon of the indole and
wherein
R!-R? are independently selected from hydrogen, Cy.s-alk(en/yn)yl, Cs.g-cycloalk(en)yl,
and Cs.g-cycloalk(en)yl-Cj.s-alk(en/yn)yl or R! and R? together with the nitrogen form a
4-7 membered ring containing zero or one double bond, optionally said ring in addition
to said nitrogen comprises one further heteroatom selected from nitrogen, oxygen and
sulphur;

- R’-R'? are independently selected from hydrogen, halogen, cyano, nitro,
Ci.¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C.¢-alk(en/yn)yl, amino,
C.s-alk(en/yn)ylamino, di-(C;.¢-alk(en/yn)yl)amino, Ci.¢-alk(en/yn)ylcarbonyl,
aminocarbonyl, Cy.s-alk(en/yn)ylaminocarbonyl, di-(C;.s-alk(en/yn)yl)aminocarbonyl,
hydroxy, Ci_¢-alk(en/yn)yloxy, Ci_¢-alk(en/yn)ylthio, halo-C;.s-alk(en/yn)yl, halo-
C.s-alk(en/yn)ylsulfonyl, halo-C;.¢-alk(en/yn)ylsulfanyl and Cy.¢-alk(en/yn)ylsulfonyl,

and
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R*-R2 are independently selected from hydrogen and
C -6-alk(en/yn)yl; or RL and R2 together with the
woRaosogess form a 4-7 menbered ring containi ng RPET/DKOK04/000894
one doubl e bond, optionally the ring in addition to
the nitrogen conprises one flrther heteroatom sel ect ed
fromnitrogen, oxygen and sul phur.To further
- RM M%&E&E@ﬁ%ﬁﬁh Ryt CP?aIkWnymylt d k@él@élkebﬁ)yltah@
followi ng e i ments o re also within the
€@®pedoﬁk&mgdﬂhwsﬂk®o@pbﬂn particular for the
COf?og nds of ﬁﬁgﬁi vention as the free base and the
as (RSP D4SH OF & 5F ®%%nd R2 together with the nitrogen

witl @ePrévidosthatt - €. including 5 or 6, nenbered ring
cont'ai ni n 3 zero or one double bond, optionally.said

- mihag thers raﬁoahlswﬁa@@ﬂcrwfﬁt@me%Oﬁ@ﬁpmd@%ﬁleé does not exist;

eroato e r B : ofe

- hebAor Rt gy on i B b TR s g R e

- W@ﬁ‘ﬂtﬁulpﬂu& bitohh8 afthéHe@GENatb @Iy @ofthé indale thediRigiobs mut exist;
menbered ring containing zero_or one_doubl e bond,

- m’@pn Breculhug o iafgelicd ViriPRiBnd phtheAndplaiep &g qes hot exist;
- Hv%teng Eﬂe%%?ph%[r" gto@ry{s a'&g rheﬁ%ﬁqﬁ&[@ﬁtrﬁn% Bﬁ h%%c?oqe fhreﬁ rpm does not exist;

rogen,
andcorrprl ses one or nor e substltuents such as
maxi mum of one or ubstituen tge
- PREN Freor! %ﬁ@pﬁs,aﬁt@c}@a VIR RPN %@:f the 1gqlql§,§1e(1g{ goes not exist.

nmet hyl ), halogen (e.g. fluoro or chloro), G - -alkoxy
(e.g. nethoxy), G -6-alkylthio, alkylsul phonyl, 5
To furihkt ﬂhnsmtet}whyerttromf Willoow hirs takiph.sth f@immmmb@hmems of R'R
| car bo Rl and. R2 t
arc Wéﬁ?l}ﬁ Tile ,Spqp§ i})élpeelgf/g&lopr Blrﬁaftﬁ ligh*gle SBWQPEQCF rPg ﬂbef 1ngenr%1on as the

frec%RE hill R saythelebsli ne, piperidi ne, piperazi ne
honopi perazi ne or norpholine, which ring may

R'-Rhsebsdspendantyselerted fop kyshpeans € 1.onk(@¥ymish @3 8- cycloalk(en)y1 and
subst it u a maxi mum of one or two

Cazg i “1(6@9( lééﬂﬁwé@%ct ed fromthe group consi sting

R'-RF aRYHdPeNdenty s@Ie@ﬂeKYﬂorr(l%lcﬁogdﬁﬁinﬁ)d‘ﬂsrallbﬁl ogen (e.g.

 fiuoro or chloro% - 6- al koxy K? nmet hoxy),
R'-Ri aB- 1a¢1apyn@qnﬂa se puegzrfr@m I@rdéﬁgqn antd taleronet hyl |
pinifluoro ) onyl and G -6-al kyl carbonyl . To
Ils&lnyfhr?é”? nﬁ} he i nvention, without limtation,

R! &eerT ok hashyng en‘oodl ments of R 3-R12 are within the
, scopg of the invention, in particular for the
R @Y&‘Jgo@ﬁ(ﬁ diggethe free base or salt thereof: R3-RL2 are
i ndependent|y sel ected from hydrogen, hal ogen, cyano,
G -e-al kyl, C3-8-cycloal kyl, Ca.g-cycloal kyl-GC -
To fL&tHeylllustate tlge iab &ntlomx with@it- lﬁmmﬂohyﬂhb liolooveing embodiments of R'-R?

are within the scope of the invention, in particular for the compounds of the invention as the
free base and the salts thereof:

R!-R? are independently selected from hydrogen and Ci.s-alk(en/yn)yl; or R! and R?
together with the nitrogen form a 4-7 membered ring containing zero or one double bond,
optionally the ring in addition to the nitrogen comprises one further heteroatom selected

from nitrogen, oxygen and sulphur.
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trifluoronethyl; R3-R12 are independently sel ected

from hydrogen, chloro, fluoro, cyano, nethyl, nethoxy,
woredohpb4bd o and trifluoronethyl; R3-R12 are hyPCDDER04/800894

-R12 are independently sel ected from hydrogen and

hal ogen; R3-R12 are independéftly selected from

hydr ogen, chloro and fluoro; R3-R12 are independently

To$@kiee iaduhiam hyeheasvigot 1ahltato;, R-Rlewa F%mbodlmems of R'-R?
I ndependent |y sel ect ed from hydrogen and fl uoro;

are|agsasithin éheofcRpgofhe 1wnfww @a@Fu}@thérﬂéﬁ CRIPGRRGS if e invention
el.ect ed | from hydrogen and cyano; R3-R12
o BF SRE bR AR G R

Hdent | y from hydrogen and

R' Ghd B* elgktheniith xyd m1tr8§erﬂb2mair £756). enleling hdepaneabéky ring
from hydrogen and C al kyl, such as nethyl; R3-R12

corﬁmgmg@pmré@qd@@@@é}@g@mtyngl}yomchygg @gaél‘qhtgﬁbto 'said nitrogen
coris Bh YR ¥chy sBESL AR it fden B el O sl SMED AR ring

syslfahﬂ[nglembs@nde@ 6- al kylth| o such as met hyIth| 0;
R3-R]12 are selected i ndependept|y from hydr ogen
R'end E%%F@%WH? the BFreEFThioFRE 9-MiBRIFES > it n@ﬁ%ﬁ?&?‘ﬂﬁiﬁ gontaining
f o
zerﬁ"%g ane cé(%lﬂlé %ﬁde GPWFHE‘HE sai ’rlngrm giié‘ihgré g(% g&%@g&ﬁg?ﬁ cmgg}%rtwe% one

furtfnfer E&exﬁi@nas@edngcﬁfrmgemtxo @h| oxfgeRanRuidplarewhict rogesystem

R
sel@isBr0h FuiRLE o8 Sl drgk 8ok ! € OMAIRY e QORI BT BHIBEGDe. fluoro

sel ected i ndependent y ffrom group consi st’in
or ¢htahohdan;alkdiydie, mekhosyb C1ewélfyéthlmstkrﬂslulphneﬂhtrxfgdoromethyl

th an flugr To further illustrate
tr1ﬁéor¥ﬁbgﬁﬁfw? WEFHE)'GE‘YF g ion, the follow ng
R' efpRrétgzeieswah tiBnifkbgerafosm fidy Rldche feappe @bup Bénsisting of
i nvention, in particular for the conmpounds as the free

azetidive, pyrokdine. nipRsidied, DIIREZRER hemepipergeipe Revrpipline, which ring
ect el

may%e éllnﬁu( 8Htiu"£e :W 1%@% gcgrﬂgg}%aéon%%ﬁ ?%or{g é‘?tgé?ltueg{s, such as, e.g. a maximum

of & &t6¥ @h‘@s@itlke(n@))ﬂél sdledteBframkhegrioyp eyhsistingyd hodyoxy A .s-alkyl

(e.g. methyl), halogen (e.g. fluoro or chloro), C;.¢-alkoxy (e.g. methoxy), Cy.¢-alkylthio,

alkylsulphonyl, trifluoromethyl, trifluoromethylsulfonyl and C,_¢-alkylcarbonyl.

To further illustrate the invention, without limitation, the following embodiments of R3.R"
are within the scope of the invention, in particular for the compounds as the free base or salt
thereof:

R3-R"? are independently selected from hydrogen, halogen, cyano, Ci.¢-alkyl,
Cs.g-cycloalkyl, Cs.g-cycloalkyl-Ci.¢-alkyl, Ci_g-alkyloxy, Ci_¢-alkylthio and
trifluoromethyl;

R*-R'? are independently selected from hydrogen, chloro, fluoro, cyano, methyl, methoxy,
methylthio and trifluoromethyl,

R3-R'? are hydrogen;

R®-R'? are independently selected from hydrogen and halogen;

R*-R'? are independently selected from hydrogen, chloro and fluoro;

R*-R'? are independently selected from hydrogen and chloro;
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-al k(en/yn)yl oxy and halo-C i-6-alk(en/yn)yl; R3-R12
are i ndependently sel ected from hydrogen, hal ogen,
W((EW!)MNMSS 6-al k(en/yn)yl, hydroxy, C PCT/DK2004/000894
_N-alk(en/yn)yl oxy and halo-C i -6-al k(en/yn)yl; one
of R-Ris halogen such as chloro or brono or iodo or
fluoro; one of R3-R12 is cyano; one of R 3-R12 is
R’- @” a@e ﬁid'éﬁ&{di/e t@&’élect&i@@m@@d@ggﬁaﬁ& R¥bro; € g. nethyl or
I hydroxy; one of R3-R12 is C
at lea(st arhekqf f&n)lg/ﬂomy orshiehoias Ci - -al kyl oxy, e.g

0 6- alk(en/ynjyl such
R B e g Bl R Gl Bl e i e
R3-RAVSALI8Ned RbepLabad ﬁmuﬁ/dngeﬁ en® @‘?5-@ﬂ<(8§y18312 i's
;different fromhydrogen; two of R3-RI2 are different
R>-Ri‘care bsjlenteshiadepandertly Gomimdresn an@ Cos-piat-sneh aywathyl;

N

Clialllt’biyatsu@ﬂas hégoknl | owi ng enbodi rrents of R3-Rd are
hin the scope of the invention articular fo

R*-Ricare setpehindepsndently fomdyHenesn apd o hbiaeReh sgogylthio
Lo T A sl il 0

Wn(BBn e dyehoad, la(cea)abbdﬁents vihead:k(en/ yn)yl, am no,

a 11m§§§}1}§1%1§%§%f,#3y' %gfeggg#)grent gpﬁgfgéc?glﬁgg§ E /2/ Tgay t g or at l%ast(zI or at

el e pydeam nocar bonyl . i (C
yl’)'am nocar bonyl , hydroxy

allﬁR%Réfld&(hydrygﬁ)ryl oxy, G _“-alk(en/yn)ylthio, halo-Ci

onl y]g} g chg .4{10 5 {z’(%H}‘}%mirvggm g%‘(ﬁ%e(lgﬂ/dyg) yl sul fonyl,

In o eﬁi%ﬁﬁﬂén&’ B MeSH{dn@io lonlyR32RE 3R i REeRemeR it ﬁom hydrogen,
sel ected from hydrogen, halogen, cyano, C - -al
e@%{qﬁ@ fluoro,

prefesatsy eqlmt@hnnﬂypend@g §8fr@1yidh@aﬂ0k1y cowisting®f A speen,
cyano metﬁyl XW.e %‘x?? me% ltfuo and’ tr1ﬂuorl<§1¥16?hap] no,

To further illustrate the invention, without limitation, the following embodiments of R3.RM

are within the scope of the invention, in particular for the compounds as the free base or salt

thereof:

R3-R'? are independently selected from hydrogen, halogen, cyano, C;.¢-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-C;¢-alk(en/yn)yl, hydroxy, Ci—s-alk(en/yn)yloxy
and halo-C1.¢-alk(en/yn)yl;

R-R!* are independently selected from hydrogen, halogen, cyano, C;.¢-alk(en/yn)yl,
hydroxy, C;--alk(en/yn)yloxy and halo-Cy.¢-alk(en/yn)yl;

one of R*-R' is halogen such as chloro or bromo or iodo or fluoro;

one of R*-R" is cyano;

one of R*-R*? is C ¢-alk(en/yn)yl, such as Cy.¢-alkyl, e.g. methyl or ethyl;

one of R®-R'? is hydroxy;

one of R®>-R*? is Cy¢-alk(en/yn)yloxy, such as Cj¢-alkyloxy, e.g. methoxy;

one of R*-R* is halo-C.¢-alk(en/yn)yl such as halo-C,.¢-alkyl, e.g. trifluoro-methyl,

Within the invention, are embodiments where:
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G - 6-al kyl carbonyl , arri nocar bonyl, G -
-al kyl am nocar bonyl, di-(C i .6-al kyl am no)carbonyl,
W yasosss Ci 6- al koxy, c -al kyl t hi o, hal oP@I/DK2004/000894
-al kyl, halo-C i-6-al kyl sul fonyl, hal o-
G -6-al kylsulfanyl and G .61alIkylsulfonyl;: R3-R6 are
i ndependently sel ected from hydrogen, hal ogen, G -6
one & BYR BXY digifeenPhrodr itdeyden; R3- R6 are i ndependent |y
sel}%gt ed from hydrogen, hal ogen, nethoxy and methyl;
tW(RBﬁ Rarase fiftgeqrée HoEhEYdjo&%s ect ed from hydr ogen,
12¢ch methyl. Wthin the
thrffe C{%}ﬁ{on é%?fgreggﬁggﬂr(}én?%gv\her eya [im t ed number of
fouRaf RB.Ret @ediffdrentanim hy@opydr ogen, e.g.: only one or
two of R3-Rd is different from hydrogen; three of R
3-R6 are hydrogen and one ofR 3 R6 i s hal ogen; three
- n 3 pb
i
are yichingencofdofithe mvéﬁtarxem pértwmiarhﬁod tlegempoends asghé fre@base or salt
fluoro, nethyl or methoxy, and the rest of R3-R6 is
tef?}?ffrogen R5 is different from hydrogen, e.g. chloro,
3 t o claSk
T A S g R S SR R e G
Cs. anybloaik(se)yédiﬁdcyfcmaik(t@gl or- m}k(mﬁyt@y]sanmrg) €fi- é-failkﬁm/mn)ylammo

-G T RS & P PR RO DR AL at | on,

C.b- Bﬁk(é@ﬁm&mcﬁmﬁ i, GRQt SG-Qk@n%dﬁﬁllﬁdc@rWnyh lh?dﬂoh?

scope of "the invention, particular fo

Cxeehq(;@wtdsloas thealkfeélé’fﬁblﬁéo chﬁks§|1 -aiklﬁ@r/m)ﬁ} hFi@ R6 are
e RS BT ST T LS9 G

R3-Q3 o ﬁuﬁﬂe@aérkl(yesa)eyted@rdm ﬁy@éogérg haMaYY, lcyark3 CRE-aditye,
i ndependent |y sel ected from hydrogen, hal ogen and Ci
Cs. g-gy@p@kgnﬁynymloalkyl -C1.6-alkyl, amino, C1.¢-alkylamino, di~(C;.¢-alkyl)amino,

Cy.¢-alkylcarbonyl, aminocarbonyl, C;.¢-alkylaminocarbonyl, di-(C.s-alkylamino)carbonyl,
hydroxy, Ci_s-alkoxy, Ci¢-alkylthio, halo-C;.¢-alkyl, halo-C.s-alkylsulfonyl, halo-
C.s-alkylsulfanyl and Cy.s-alkylsulfonyl;

R3-R® are independently selected from hydrogen, halogen, Ci—-alkyloxy and Ci.s-alkyl;
R3-R® are independently selected from hydrogen, halogen, methoxy and methyl;

R®-R® are independently selected from hydrogen, fluoro, chloro, methoxy and methyl.
Within the invention, are embodiments where a limited number of R3.R® are different from
hydrogen, e.g.:

only one or two of R®-R® is different from hydrogen;

three of R*-R® are hydrogen and one of R3-R® is halogen;

three of R®-R® are hydrogen and one of R®-R® is methyl;

R* is different from hydrogen;

R’ is different from hydrogen;

R* is different from hydrogen, e.g. chloro, fluoro, methyl or methoxy, and the rest of R3-R®
is hydrogen;

R’ is different from hydrogen, e.g. chloro, fluoro, methyl or methoxy, and the rest of R3.R®

is hydrogen;
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R3 is hydrogen; R4 is selected from hydrogen, hal ogen

and C -6-al k(en/yn)yl; R4 is hydrogen; R4 is hal ogen
waewh/oesthl oro or fluoro; R4 is G . 6-al k( en/BC/PK2004/000894

such as G .6-alkyl e.g. net R5 is selected from

hydrogen and hal ogen; R is hyérog R5 is hal ogen

such as chloro; R6 is hydrogen. To further illustrate

0n1§/ REe bPRERS '1@&'&ffe¥¥n¥ hemthyldiddehahl Qseldcha fFath kignirogp consisting of
nbodi ments of R7-R12 are within the scope of the

ﬂumny@ﬁ@wonmﬂn%amémmﬂ@uyar for the conpounds as the free
R3§gse or, salt thereof: R7-R12 are independently
K PQ%Qé%P%PDn1hydrogen hal ogen, cyano, nitro, G
6 alk(en/yn)yl C3. 8-cycl oal k(en) yl,
cloal k(en)yl -G .. 6-al k(en/yn) yI am no

To ftethsalr ud{ trﬁwbmymamtm; waﬁhowélmu@oau edaliging |e)r@ﬁiilﬁlbents of R3-RS
are aflt}gn %e@%%ej gfﬂ}é{ in%@ﬁtpoqur{ ngﬁ}l?@%ﬂ%&%mmds as the free base or salt

anlnocar
there@fa| k(en)yl )am nocar bonyl hydr oxy,

6- al k(en/ | k(en/ Ith '

R’ Réam 1%@@1@53@54& seleﬁ%eriérondw ok %glr%%rg%a% Cre ﬁwe vy,
/ |

Caal ?%gngrl Q%&Fggl Q%M%éﬁw?ﬂ% ol eylgjr?/vent ion, are

R’ Rﬁhmmqmsemaemadmm hedto gem‘rhe}o ged RId7C RElkéméyn)yl;

di fferent from hydrogen, e.g.: only one or two of R
3
R” 1 h5l208e8; di fferent from hydrogen only one of R 7-R12 is

R* 118180t hULEAL hAGEE: ARACE peicunsit uent 1S

sel ecte e grotp consisting of hydrogen,
R’ rsdtykiydgenfl uoro chl oro or nethoxy; only two of R 7-R12
jﬁgbffer on1hﬁdrogen and the substituents are
@8“? 885 FY"%f r om t he group consisting of

R* hy@lr ogRR n/ymtmuéh as € UOKIRy] Chlngstylor met hoxy. To
further |IIustrate t]he i nvention, without linmtation,

R’ isrrelektstifmmm hydregtoafidiebegsnof R7-R12 are within the
R>s§ e of the invention, in particular for the
H‘@B‘tﬁ? ds as the free base or salt thereof:

> is halogen such as chloro;

R6 is hydrogen.

To further illustrate the invention, without limitation, the following embodiments of R’-R}
are within the scope of the invention, in particular for the compounds as the free base or salt
thereof:

R’-R'? are independently selected from hydrogen, halogen, cyano, nitro, C;.¢-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-C;.¢-alk(en/yn)yl, amino, Cy.¢-alk(en/yn)ylamino,
di-(Cy.¢-alk(en/yn)yl)amino, C.¢-alk(en/yn)ylcarbonyl, aminocarbonyl,
Cj.¢-alk(en/yn)ylaminocarbonyl, di-(C;.¢-alk(en)yl)aminocarbonyl, hydroxy,
Ci¢-alk(en/yn)yloxy, Ci-alk(en/yn)ylthio, halo-Ci.s-alk(en/yn)yl, halo-
Ci.¢-alk(en/yn)ylsulfonyl, halo-C;.¢-alk(en/yn)ylsulfanyl and Cj.¢-alk(en/yn)ylsulfonyl.
Within the invention, are embodiments where a limited number of R7-R'? are different from
hydrogen, e.g.:

only one or two of R’-R** is different from hydrogen;
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R7-R12 are independently selected from hydrogen,
hal ogen, cyano, C -6-alk(en/yn)yl, C3
w@2mp0bass k(en)yl, C3-8-cycloal k(en)yl-C i PCT/DK2004/000894
.6-al k(en/yn)yl, hydroxy, C .6-alk(en/yn)yl oxy and
hal o-C i-6-al k(en/yn)yl; R7-R42 are independently
sel ected from hydrogen, hal ogen, cyano,

onl on@o@RR@hISYd‘ﬁfWent fﬁyfdfh@éiﬁb,geﬂancﬁt}@sKEﬁméﬁﬂ)SYSJeMtedéfﬂiﬂn the group
alo-Ci-6 alk(e}y’%fl” R7 is sel ected from hydrogen
)

congistingiof hpdragsy arst 0ro,reklqrg opmeghoslyk (en/ yn) yl  such
onl?%xgéjgf RCI'Raltl éychffﬁ c?m%?h:eo%%z? g‘F‘E {h)%@gﬁ%gﬁe%gseﬁe séléét&ge”

1nd@)er@eﬂﬂ1§kfr6m/ thélgﬁduﬁkynmﬁﬂqgl of hlyyﬂfoegaﬁéthRSﬂhsroheﬂlogﬁm methoxy.
such as fiuoro loro or bronp; R8 is cyano; Rs is
G -6-al k(en/yn)yl such as G . -alkyl e.g. nethyl; R8

i : o i - Q= 7 pl2
ro g (B St SAO VD i ar
aretvaitlag €, scoyanithe Glventieralik patitylay fok: theh;odtpm)aydsaérsdhe free base or salt

C -6-alk(en/yn)yloxy; RO is hydrogen; R9 is hal ogen
thegso€h as fluoro, chloro, iodo or bromp; RO is cyano;

R’ 'R9‘2 Qe 1%&3@41&%5'@9 é’l@ét&ﬁ fr%Hﬂﬂ/ ?xi% 1/1a1§ «ﬁ'ﬁr Kﬁnoecg%alﬂgén/r%)yl

r OX
Cs. QcyelaalkgehMyCﬁg g/cldaﬁt(ﬁ@xy(:l Rﬁlk(d:rgyls)g] hgdm&y,f@lmalk(en/yn)yloxy

a3 AT RILRTYRN G oxy and hal o-C 1 6ral Klani ym)yl - Ri0
RURfZO %%@@ Iegﬁ%@glﬁ%e&‘ﬁb&%@r%éﬁhhﬁ Sgénl ggﬁ%lgh ()35{15138%(]}@2%1
hycti:pxy,falswlk(e@yg)ylwmlhalo -Ci6- alk(en/yn)yl

R’ is selected from hydrogen and Cy.¢-alk(en/yn)yl;

R’ is Ci.¢-alk(en/yn)yl such as C;.¢-alkyl;

R® is selected from hydrogen, halogen, cyano, Ci.s-alk(en/yn)yl, hydroxy and
Ci.s-alk(en/yn)yloxy;

R® is hydrogen;

R® is halogen such as fluoro, chloro or bromo;

R® is cyano;

R%is Cre-alk(en/yn)yl such as Ci.¢-alkyl e.g. methyl;

R® is hydroxy;

R®is C,¢-alk(en/yn)yloxy such as C.¢-alkyloxy e.g. methoxy;

R’ is selected from hydrogen, halogen, cyano, C;.s-alk(en/yn)yl, hydroxy and
Ci.¢-alk(en/yn)yloxy;

R’ is hydrogen;

R’ is halogen such as fluoro, chloro, iodo or bromo;

R’ is cyano;

R’ is C.¢-alk(en/yn)yl such as C;¢-alkyl e.g. methyl;

R’ is hydroxy;

R’ is Cy.¢-alk(en/yn)yloxy such as C).s-alkyloxy e.g. methoxy;

R is selected from hydrogen, halogen, cyano, C1.¢-alk(en/yn)yl, hydroxy,
C1.¢-alk(en/yn)yloxy and halo-C;.¢-alk(en/yn)yl;
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R10 is hydroxy; R10 is G .6-alk(en/yn)yloxy such as
C .g-al kyloxy e.g. nethoxy; R10 is halo-C
w0 2@sabkéen/ yn)yl such as halo-C i -6-al kyl e.BCT/DK2004/000894
trifluoro -nethyl; R11 is selected from hydrogen,
hal ogen, G .6-alk(en/yn)yl dad G .6-al k(en/yn)yloxy;
R11 is hydrogen; R11l is hal ogen such as fluoro or

l%hlmﬂmgeﬁll is G -6-alk(en/yn)yl such as Q g-al kyl
gliﬁ methyl or_ethyl: R11 is G -6-al k(en/yn)yl oxy
logsn sichepsAloyd, sRiPreoQbromet hoxy: R12 is sel ect ed
% IQ}(drogen and G -6-al k(en/yn)yl R12 i s hydrogen;
6-al k(en/yn)yl such as .g-al kyl e.g.

I%i@td];gLau\(E@/yﬁMQMrasld Iéwltylatoerﬁdﬂgru nvent i on, W thout
Jlmtatlon the follow ng enbodi ments of R7 are within
tllfiél}@@éifzie of the inventi on in particular for t he

1C R7 is
R 8?8 én@)}{lgs}&rr%tcﬁgf 16I'o fox?%eé Iﬁﬁ%‘f& trate t he
l‘i 1@\hen>t Cp@alkWnt/)hgjaltsubh 89 1iedd 10013 alltyﬂle of aifluond Iftg:thyl
enbodi nents of R13 js within the sco

R PR R FE Hom By sasis BIPEER: Loraliey BoRbEt s BEeriaYlpes

Legal t thereof: R13 is selected from hydrogen
R]b@gl?%% -al k(en/yn)yl; R13 is hydrogen; R13 is Ci
R“—l@-halolgélesndtha)sy]uommfnhaﬂog g-al kyl e.g. nethyl. The

nbo s.to th ds of the
R T Moot o . bt BERRYE e pr egent
R“' 1@‘(‘%QHHE{@n/Srﬁiy%p@%uEl@a@CF?ﬂIR?léQ? erbaﬁ{eﬂg)x he gener al
whérei'n the sul phur atomis attached to the

R' |mdd&e@eéﬁrorrnmrdc@geacandﬁllb@ﬂldwvfmbf&m| as lAtoIF; RL RR

ZRs hydrogen;

R" is Cy.¢-alk(en/yn)yl such as C,¢-alkyl e.g. methyl.

To further illustrate the invention, without limitation, the following embodiments of R’ are
within the scope of the invention, in particular for the compounds as the free base or salt
thereof:

R’ is hydrogen;

R’ is methyl.

To further illustrate the invention, without limitation, the following embodiments of R is
within the scope of the invention, in particular for the compounds as the free base or salt
thereof:

R is selected from hydrogen and C;.s-alk(en/yn)yl;

R" is hydrogen;

R is C ¢-alk(en/yn)yl such as C,¢-alkyl e.g. methyl.

The above embodiments relates to the compounds of the invention having formula I



(ID (IE) R1 R and wherein R1-R13 are as defined

herein, in particular wherein R R2 are i ndependently
wa@edosoerss f rom hydrogen, G . 6-al k(en/yn)yl (ePQI/DK2004/000894

met hyl ), C. 3-8-cycloal k(en)yl,

Cs-g-cycloal kyl -Ci .s-al kyl, BYRL and R2 together with

the nitrogen forma 4-7 nenbered ring containing zero

In p%ﬁnc‘;&% e phlsentapndiion Péhedal Uorﬁﬁtﬁmﬁ'h@gmg Ahagthetdl Garriula I
e nltrogen conpri ses one further heteroatom sel ected

whireinrthasulpogetornxyafanheiia thuinghleras iRBcaaPindreeow formulas IA to IF:

i ndependently sel ected from hydrogen, hal ogen (e.g.

fluoro or chloro), cyano, nitro, G -6-al k(en/yn)yl

(e.g. G .6-alkyl, sygh as nethyl),

C3. 8-cycl oal k(en yI (le- 9.5 C3-s- cyq-\l*oal kyl ),

C3. g-cycl oal k(eﬁg F{6 al k(en(\‘yn)yl (e.q.

C3-s-cycl oal kyl - NO}R2

O-6-al k(en/yn) gia g te—gs. G & kylam no), di-(C
. 0. I - 6- alkyl)amno)
G .6-al k(en/yn)ylﬁm‘bo | feerng,~Qd . -al kyl car bonyl ),
anmi nocar bonyl, G . 6-al k(en/yn)y athocar bonyl (e.qg.
G - 6-al kyl am nocar bonyl) Qi (®i

. 6- k(en)yl)am nocFarbonyﬁ (e.g. di-(C g R
d - 6-al kyRj%am nocaronyl )), hydr ox§ s R !

R gn)y oxyR{e.g. G _6- aI k such as N‘Rz
i al k(gh/ yn) yl t hi 8" i S R®
R1OONaFKRYN 5 as net hyl thio), G
5 nlync} L4, haI 0-Ci-_msa k)Q sych 4
trl?l uor onet hyl ) |, hal o- . 6- aI%(en n)yﬁsul onyI R
(e.g. trifigyoronethyl sul fonyl ), hal o- Ic
i - 6-al k(en/yn)ylsulfqnyl (e.g. 10 1
trifiugueomethyl sul fdhyl), and G R
6ral k(eh/yn)yl sul fonyl (e.g. G -6- ?Kkyl gul fonyl ) ; 8.,
en/ n)yI

IS S% ted from ydergen G - 6 aI (g.g

rfhe rge base oréFg salt thereof R prefserr &Y RS
embodRment rel at to the conpounds of the invention
havi ng for a |A. Any of the above enbod(lBents are
al so embodinments of fornmula A with the proviso that
R12 does not exist ig1 conpounds of general fornula IA

12
R Y N’Rm 51
8 N\ 2
R R
S R®
R® R 10 3
R R*
5

(IF)

and wherein R'-R" are as defined herein, in particular wherein
- R!-R? are independently selected from hydrogen, Ci.s-alk(en/yn)yl (e.g. methyl),
Cs.g-cycloalk(en)yl, Cs.s-cycloalkyl-Ci¢-alkyl, or
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Anot her enbodi nent relates to the conpounds of the
i nvention which are not of formula I A A further

wepisterent rel ates to the conpounds of the i NRENDKRIW4/000894

having formula I B. Any of the above enbodi nents are

al so enmbodi ments of formula 1'B with the proviso that

R7 does not exist in conpounds of general fornula IB.

Afl@%@@%&é&%ﬁér%m the %ﬁt%O‘%ﬁ f(SI‘%h 5 hey s empedadinio @bnialing zero or one

i nventi on whi ch are not of ornuaIBAfurther

erdmudllerhend o;:eﬂoaaléssthe singhe a¢dHpo tnidis ngfogeh €omptiegstone Aurther
VI n fornmul a of the abagve @Hnb()d' ments are

&F%‘?ﬁ&ﬁ@?%} mﬁ%’ﬁ%%ﬂe& SRR provi so that

R&zﬂ@@%@ﬁaeﬁeﬁumy s’&lééwm@diﬂ d5d:0berg @BRIzah (4. ngﬂﬂeNr@oﬂ &loro),
Anot her enbodi nent” relates to the conpounds of

t he
| royem, ingro, \chaﬂwk(awn}yd)(e ofCifscalleill suches mathyis Qaewcycloalk(en)yl

oG Br AT o ity O O oy BB (et & Sy aoel

al@q - QAN AR, soilk(%@/fyﬂwmnﬁ@(Wgt@l -Heylpming)so t hat
oes not exi st in conpounds_of general fornmula

Ar(bt(ﬁera]é(ﬁ@émm%ﬁ@l@é? &t @s@l@‘a@lﬁ/@aé@h@OGh% kéﬁn/xqa@lcarbonyl (e.g.

t
ot lfhgg%r%@i Iat es gﬁioﬁgi o] e o ndgﬁ)g% n?ﬁéeé%ﬁnvgi %n
ha&ﬂ Pk flam Mok arbbizy]) Ay Cof-alklie) dhoveoerbadi (gt s are

el 6 06 RS REIOREOP Y o R R oL EH SR ek Ci 1 koxy; such
ANQLIET OW% Eiﬁgb&ve;f 2%1?&%? %CCltghﬁkﬁfo@%ﬂ@}g% ﬂfath‘yhﬁlo) halo-

i nvent| ormula ITE." A furt
enbogdilkentyn)el(ag g salbeC t ek dosnobas tisflwfrombgyl )nh@m i on

RGN STRERTE R S —

Rl gdf%ﬁﬁ;omﬁetﬁﬁls@&adyn mpym&ngfn)ﬂ%ﬁfr@h (e‘ Qr@mtaak;nﬁnfonyn

Anot’her enbodi ent he Conpounds
| rRzém jetastedtfrarh had@gnmtclmfallf(cwn]yé(q & C1‘-I?so’:11k3dr Wﬁlér’ds methyl),

f 0 %ugg‘%ﬁ‘é%ﬁ’éﬁ%ﬁg% § céf? O?Ignﬁ%ﬁ&aét%kl éﬂcé"a\{b(? ﬂ,‘/ L Eﬂ gralk(en/yn)yl

S COf-ct B alkIVENLAIR in particular for the
cg(@np%gu%dsyas tﬂ reey‘1 ase or salt thereof: R38 -Rl1

as tae et h@@@ﬁdéhﬁhﬁye(ﬁel ected from hydrogen, hal ogen,

cyano, C .g-al kyl, C3-8-cycloal kyl, C3.s-cycloal kyl -
i .6-alkyl, amno, G- -alkylamno, di-(Ci

A pr@feﬁfladl(h’ﬂn))@dlhﬁﬁt re(@tesGo &hé@dnﬁ;ﬁfubdsnw the @vientieahdany formGla IA. Any

of qhy ab@seyembodiments are also embodiments of f%rmuia 1A wit

- al kyl am nocar bonyl, di-(C i - am no})lcar bonyl

the prowso that R*?

does not exist in compounds of general formula IA.

Another embodiment relates to the compounds of the invention which are not of formula

IA.

A further embodiment relates to the compounds of the invention having formula IB. Any of

the above embodiments are also embodiments of formula IB with the proviso that R’ does

not exist in compounds of general formula IB.

Another embodiment relates to the compounds of the invention which are not of formula IB.
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_ 6-al koxy, G -al kylthio, halo-Ci.g-alkyl, halo-C
. g-al kyl sul fonyl hal o- G -6-al kyl sul fanyl, and
W(Dzoogmeimg/l sul fonyl Rs-Rn are independent|y sPCEDKew@4/000894
from hydrogen, hal ogen, cyano, nethyl, hydroxy,
met hoxy and trifluoronethyl;l1R8-Rp are independently
sel ected from hydrogen, hal ogen, nethyl and net hoxy;

Fi%hé?@rr@'bgw'[léﬁg ?e@ﬁ@sdt%r’thé h’orﬁﬁ&ﬁﬁﬁ %@It}feﬁ%nmﬁﬁ heE8H formula IC. Any of

l'uor o oro, methyl and nethoxy. Wthin the g
the abmerﬁmtmd;mattﬁaremﬂmchnﬂmdnrsenm ef formul al 161 W@dtmmﬁ@‘éﬁo it R” does

R8-Rn are di ent 0 ogen, only one of R
nOtRilsF@cd)mH%P {?ylél‘ gglg% and pr efer ably sel ected
Ancﬁtﬁ&r@rﬁﬁb%hrﬂ&ﬁli‘&a&ﬁ’ 'Ebsﬂhétcbﬂﬁo@ﬁdsfb\f%@ﬁ@&ltloﬁﬂMQEIQ areGiok 6f formula IC.

met hyl and nethoxy, whilé rest of Rs-Rn are hydrogen;

two of R8 11 are different from hydrogen and

D S BB R gy vy o

the b¥OvmIR @b rth ¥R r0@emboldnéns bhRmiuld IWskvatie grbeiso that R® does
invention, without limtation, the follow ng

noterisbii qmmognéﬁroffg@n@fal @rmplede wi thin the scope of the
venti o

R S e R

ID.consi sting of hal ogen (preferably fluoro or chI or o)
nmet hyl and net hoxy and R7 and RO 11 are hydrogen; Ris
sel ected fromthe group consisting of hal ogen

A LG LI SO0 PN RSO o
the tbeve dmlﬁraihmems anai el socemt bddimentabf fommutaHE with thewirengso that R does

enpodi nents or mJLfl A}agﬁe within the scope of the
noteﬁl‘;émqog}poup &t e ut e t he conmpounds as the free

Anﬁt‘ﬁ n%od%‘ﬁb rEBRS ?@{he c@Hip)Su@dleonIfle Rybstidhi fhigk Rtndt 6OMrmula IE.
rogen an I's selected fromthe group consisting of

halogen (e g. fluoro or chloro), nethyl, nethoxy,

A SN2 A Y20, 8 NSt SRS Mg formta TF, Any o
the @BHRAUABIHL Serfl afeQll BN Jdhimants oMdriiul IFRE S TeReoalo thRER! does

invention, in particular for the conpounds as the free
notl@a§e1rmorrg}§)|undst dfegeaofal formula IF.

Another embodiment relates to the compounds of the invention which are not of formula IF.

To further illustrate the invention, without limitation, the following embodiments of formula
IA are within the scope of the invention, in particular for the compounds as the free base or
salt thereof: R:-R*! are independently selected from hydrogen, halogen, cyano, C;.s-alkyl,
Ca.g-cycloalkyl, Cj.s-cycloalkyl-Cy.¢-alkyl, amino, Ci.¢-alkylamino, di-(C;.¢-alkyl)amino,
Ci.¢-alkylcarbonyl, aminocarbonyl, C,.¢-alkylaminocarbonyl, di-(C;.¢-alkylamino)carbonyl,
hydroxy, Cj_¢-alkoxy, Ci-¢-alkylthio, halo-C.s-alkyl, halo-C.¢-alkylsulfonyl, halo-
C1.s-alkylsulfanyl, and C;.¢-alkylsulfonyl;

RE-R! are independently selected from hydrogen, halogen, cyano, methyl, hydroxy,
methoxy and trifluoromethyl;

RE-R! are independently selected from hydrogen, halogen, methyl and methoxy;

RE-R!! are independently selected from hydrogen, fluoro, chloro, methyl and methoxy.
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R8 is hydroxy; R8 is nethoxy; R8 is nmethyl; R8 is

cyano; R8 is chloro; R8 is fluoro; in a preferred
weroderent, the rest of Rto R are hydrogen. HGI/DK2004/000894

further illustrate the invention, without limtation,

the follow ng enbodi nents ofl%ornmula |A are within the

scope of the invention, in particular for the

W1tﬁﬁ’1nEH9 URdsH &S a?J‘&ntﬁdd@rﬁexﬂ@%ef&r a BAlttd hiap@f R®AY ek different from
luoro; RO i's chloro; RO is bronmb; RO is iodo; R9 is

hydrr@eh_o&xg, RO is nmethyl; RO is hydroxy; in a preferred

R N A O LR C T

contibgnd &t iyavh Jed, SERe NGB! Sl 4 Methaxy, Avrﬁre&ewdf ®ERY b
scope of the invention in particul ar for the conpounds

hydsagethe free base or salt thereof: R1O is fluoro;

tw oiFéélth oé'géffer totlrc?rg%&mﬂg% ﬂe?ergﬁi écrt?cf%gmng gyoglg%onmstmg

of HyB® geSuced, dRborb am&bH a’mﬁ&né”thdxmﬁﬂe arﬂ&tv&dﬂﬂﬁéf are hydrogen.
i1l ustrate the i nvention, without limtation, the

foll owi ng enbodi nents of fornula | A are within the

To iugﬁlgg %ﬁgtrétg %1&: 1ﬁ¥§?1toho\§} hétﬂ ll%fatuofi ut'hQE lfo‘% & E&%Iicidilmsents of formula

base of sa ereof
IA dretiptin tiRstopesofehdiniventiih] id sartiedloboy thel%])fhplosnctsrﬁsdh@free base or
R11 |s fluoro; in a preferred enbodi ment, the rest of
saltthqreefR are hydrogen. To further illust rate the

RE ik ?}%&géd ﬁer Mk gb%gtcoh 1§ﬂntg35ﬂh‘afbgeﬁ Sl PMAS or chloro) methyl and

Iments o are wthin the scope of
meﬁhnx/ﬁmdhhandm arethydtnd>$n,for t he conpounds as the free
,.base o sal% t her eof
1y

R 8 RO G Bh BRI 15 ERF B S TG G EOR AT ETHY BTy eBiges), mett and

metiBiM¥la RT IRIQNLE AN sedtherbele. To further illustrate the
|nvent|on without Iimtation, the foll ow ng

enbodi nents of RL3 are within the scope of the

To h)gﬁ]gnt LJOE%‘tF Itt}pet 1%2%%%]% u\lvgﬁ%ﬂct?%m?]ayhlgpgt%n?&rjorﬁz\%gg gﬁb@%e];l{seo% formula
1A ardhiiiin tHR1BopeSofGhe infredidey i pdrfidulbsforetelypimpotids as the free base or

enbodi nent, rel ?'i es to conpounds of fornula IA
saltwhereed; anlR qgle iof R drls dg‘éqﬁergrfmén hydrogen and is selected from the group

consisting of halogen (e.g. fluoro or chloro), methyl, methoxy, hydroxy and cyano.

To further illustrate the invention, without limitation, the following embodiments of formula
IA are within the scope of the invention, in particular for the compounds as the free base or
salt thereof:

R®is hydroxy; R® is methoxy; RYis methyl; R is cyano, R® is chloro; R® is fluoro; in a

preferred embodiment, the rest of R® to R*! are hydrogen.

To further illustrate the invention, without limitation, the following embodiments of formula
IA are within the scope of the invention, in particular for the compounds as the free base or
salt thereof:

R’ is fluoro; R’ is chloro; R’ is bromo; R’ is iodo; R’ is methoxy; R’ is methyl; R’ is

hydroxy; in a preferred embodiment, the rest of R® to R'! are hydrogen.
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C-6-alkyl, e.g. a G~™-alkyl, such as nethyl and where
R R11 are as defined herein. To further illustrate the

WO psn6i4en, Wi thout [imtation, the foll owi ng PCT/DK2004/000894
enbodi nent are within the scope of the invention, in
particular for the conpounds2fis the free base or salt
thereof: the conpound has the fornula A where Rl is

To Me@gl@mrat%%he S1vRHEED8EMoOf LSl tattraklerblloRT: fe%’fb@ﬁlrﬁier@ of formula

al kyl, such as nethyl, R3-Rd are i ndependent |

[A gp;q \@J@ iadhd scope hﬁlﬂ]eg@‘eqntwmn Bgiticalad f(h‘gth@génpOL@ldg as the free base or
ltﬁl or@ or fluoro, R7 is hydrogen or nethyl, R8 11 are

sa drgﬁ ndently sel ected from hydrogen, net hyI nmet hoxy

R '8 diubad; @den, chﬁ)rg R]@hs! BromopR ¥k uetigsl; RHds Bdo; R is CF;; R
i sh drogen where at nost one or, two of R*-R 11 are

mewopryemmreferr@ﬁwemb@ thiestef RrgetR oa% hydraggp of R

3-R6 are different fron1hydrogen. In a further
enbodi nment, the conpound according to the invention is

To $etiee tibdthteaht ilvenfial, hatondimitstion, Gerfphomhgénbodiments of formula

Conmpound nane 1 [2-(| H.Indol -3-yl sul fanyl)benzyl ]
IA grenwithip thesgope obthe invention, 1n particular for the Cornpounds as the free base or

cyano-| Hindol - 3-yl sul fanyl ) benzyl ] di net hyl
sa“[t%e&gfs [2 (4- Fl uor o- I H-i ndol - 3- yl sul f anyl ) benzy! ]
Rk retty] REns eayd RY is n1ethO‘<y, ! is chloro; R!! is fluoro; in a preferred
or 0- | Hi ndg| sul fanyl) benzyl ] di net hyl
emg?ﬁh ’éngktf‘zfeﬁtsofg JB%o ?fﬁh%; #38FL-3- yI sul f anyr ) benzyl ]
di met hyl amne 6

[ 2- (5-Chl oro-| Hindol -3-yl sul fanyl ) benzyl] di net hyl
To dimithree ilfustrate the invention, without limitation, the following embodiments of formula

Di net.h th H-|ndol fanyl ) benzyl ] .am
IA iaWeWJéln éhe{Sfofg@{)ﬂ@%ﬂ\(eﬁ}‘a%d%pa%mwagkﬂ fé r%{%c?élﬁg %/thL frée base or
salﬁt’h@i‘ébf‘)ﬂm aid RE e selected independently from the group consisting of hydrogen,
[ 2- (5- Met hoxy-| H i ndol - 3-yl sul fanyl) benzylﬁJ di met

meghiyil, rtblomaigdzct(l@mﬂa uor o- | Hi ndol - 3-yl sul f anyl ) benzyl ]
di met hyl am ne 11
[2-(6-Chl oro-1 Hindol -3-yl sul fanyl)benzyl] di nethyl
To & ilhdtrate the invention, without limitation, the following embodiments of R" are

Di met hyl -[ 2- (2- et hyl - | Hi ndol - 3- yI sul fanyl ) benzyl ] -am
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R1-R2 are independent!yzssel ected from hydrogen and G

6-al kyl; or a salt_ thergof. ;4. The cgnpound of

enbodi ment 1, wheRerA 4 hydrogeﬁ and R2 is nethyl;

or a salt thereof 5. ) [

wherein RlL and R2 garé

The conpound of enbodi ng

hydrogen; or a salt kIereog

enbodi nrent 1, wherein Rl and oget%er with the

nitrogen forma 4-7 nmenbere A5|nchonta|n|ng zero or

one doypl e bond, optllhally said ring in a@dltlon to R
] conprl.-s one further Rhe

on1n|trmgenR oxygen and suI*-

t her 3 10 J
and R oget her the nitrogen for

from tihe q@eupR'o~; kng of azetigmn@ /p
pi peritdi ne; piperazjne, honopi perazine

or a salt theseof.R9. The conpound of a
enbodi ments 1-8, wherein R3-R12 are |ndependeﬁ§1y

sel ect ed 1bon1hydrogenﬁ hal ogen, cyano, G - -alkyl, /
Q. & , C3.gNcycl oal kyl - G 516- akkyl, am no,—N, _,
a - (CRl 6a|ky|)amno s RS
GR'2g- <Xos ﬁocarbonyl R
G - eNal¥yHani noca yl, di-(Ci R" .

. 6- a)dey amFﬁo) CRf >r'hydroxy, Ci- s R R*
- aR'Kyl thio, hal o- C i ks s-al kyl, hal o-&% .ge RS

-al kyl sul fonyl, halo- G .6- aI kyl sul fanyl, and

G .g-al kyl sulfonyl; or a salt thereof. 10. ke
conpound of any of enbodinents 1-8, wherein R -R are
i ndependent |y sel ect edg®rom hydr ogen, hal ogen, cyano,
nitro, G -6- aIk(eF/yn yl, C3.8-cycl oal k(en)yl,

C3-s- cycloalk(en)@ N—Ral k(en/yrjyl, am no, C
-6-al k(en/yn)yl am no,\ di/-(C i -6-al kf\(en/yn)yl )am no, Ci

. 6-al k(en/yn)yl cas R?
S 3
R
9
R R1O R5 R4
§
(IF)

Wherein

- R!-R?are independently selected from hydrogen, Ci.s-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, and Cs.g-cycloalk(en)yl-Ci.s-alk(en/yn)yl; or R! and R
together with the nitrogen form a 4-7 membered ring containing zero or one
double bond, optionally said ring in addition to said nitrogen comprises one
further heteroatom selected from nitrogen, oxygen and sulphur;

- R3-R!?are independently selected from hydrogen, halogen, cyano, nitro,

Ci.¢-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Ci.s-cycloalk(en)yl-C.s-alk(en/yn)yl,
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am nocar bonyl, G -6-al k(en/yn)ylam nocarbonyl, di-(C
i .6-al k(en)yl ) am nocar bonyl, hydroxy, C

w0 aﬂoB@emSyn)yl oxy, C _6-al k(en/yn)yl t hi o, hal PETIDK2004/000894

-6-al k(en/yn)yl, halo- G -6-alk(en/yn)ylsulfonyl,
hal o-C i - 6- al k(en/yn)yl sul fagyl, and G
-6-al k(en/yn)ylsul fonyl; or a salt thereof. 11. The

conpoungtn®fCanyk fl/yﬁ%b&ﬁin@eaﬁ-@:‘d% ﬁh(e%ﬁ)'ye)'aﬂmf@ Ro are

i ndependent |y sel ected from hy (Izj hal ogen, cyan
G . 6-Gldalylen/yap! gl c?émnwarbm sfllen;ﬁék(@ wmlam@ocarbonyl

-6-al k

-6 a1 6 RS B B AR M s Silien oy

-6 al kol atrkpasanbony |halod(Er e Qk(en/ﬁr)ﬁl Kaabﬁnllerwac(emyb)aﬂwfonyl
X -

-é a Alo-C naammmg%anfmsammlk(eﬁfamylsulfonyl- and

kK
O3 S A B0 A A QR
wher EI@};gRS/‘CR@.IWrQy]l @d@pl&(m}ﬁymyly sel ected from
hydr ogen, _hal ogen C _6-alkyloxy and C .g-al kyl; or a

sal PT § FerBerot 13, The conpound of any of enbodi nents
Y 8Th¥‘@§1{1 (h.glld%% e%o@fn@‘eﬁﬁ 'Td\%ﬂ@r@ﬁq{ut Ey@qﬁ@e‘ﬁgl‘?&n@l?‘gﬁcted from

hydr ogen, ogen, oxy and or-a

t hehysdrbgenlllll s-alderrpmph Uhd- onyf:loa]kYerx)jfl embOdi-opndak(En B,
wher.ei n ? one or of. R3-Ris different from
hy dFegalken yLrﬁEaé %{?ﬁé of any of embodinents 1-13,

whergi E‘orﬁﬁ@dﬁd%%nﬁf}dl‘?}%n% \bvﬁer@inf}ileRé&re 1ﬁde%€ﬁd&ﬁ@l§ Q8eted from
or a salt” thereof. . The conpound any of

enbbgiragen and1C.g; alw‘iemea Whtthftr@ .of R3 R6 are hydrogen

e BE B o7 SETGR D mOA R Lot B aR sy s o2 sl

of R3rd&dfare hydrogen and one of R3-R6 is nethyl; or a
salt thereof. 18. The conpound of any of enbodinents
P5- The compousidref RAbPdinnt § evbereinfR oamdtR cire gisthy Lt agalt thereof.

%651- ﬁ}%é c\%:ﬁ&fnd o} %@bgg%loc%??‘g\?g%?mq?o%ﬂ%mf e Rg&’:ﬁ%géﬁ%%ialt thereof.
sl Thé bengaind of embodiment 1, wherein R! and R? together with the nitrogen form
a 4-7 membered ring containing zero or one double bond, optionally said ring in
addition to said nitrogen comprises one further heteroatom selected from nitrogen,

oxygen and sulphur; or a salt thereof.

8. The compound of embodiment 1, wherein R! and R? together with the nitrogen form
a ring selected from the group consisting of azetidine, pyrolidine, piperidine,
piperazine, homopiperazine or morpholine; or a salt thereof.

9. The compound of any of embodiments 1-8, wherein R>-R™ are independently
selected from hydrogen, halogen, cyano, C;.¢-alkyl, Cs.g-cycloalkyl, Cs.g-cycloalkyl-
Ci.¢-alkyl, amino, C;.¢-alkylamino, di-(C;.¢-alkyl)amino, C,.¢-alkylcarbonyl,
aminocarbonyl, Ci.s-alkylaminocarbonyl, di-(C;.¢-alkylamino)carbonyl, hydroxy,
Ci-¢-alkoxy, C,_¢-alkylthio, halo-C;.¢-alkyl, halo-Ci.s-alkylsulfonyl, halo-
Ci.¢-alkylsulfanyl, and C.g-alkylsulfonyl; or a salt thereof.

10. The compound of any of embodiments 1-8, wherein R*-R® are independently
selected from hydrogen, halogen, cyano, nitro, C;¢-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-C,.¢-alk(en/yn)yl, amino,
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20. The conpound of any of enbodi ments 1-9, wherein
R3-R are hydrogen; or a salt thereof. 21. The conpound

wo@ooanyi4ed enbodi ments 1-20, wherein R13 i s hyPCDDER04/000894

or a salt thereof. 22. The conpound of any of
enbodi nents 1-20, wherein R1BBis C.6-alkyl; or a salt
t hereof 23. The conpound of any of enbodi nents 1-20,

wheg gl ﬂk%rﬂﬁaﬂﬁ&ﬂ CC Eall@(Gﬁ@'nWl}aﬂﬁﬁ@Qfl ¢ aZIé‘(en/-{j_h}gllcarbonyl
erbodi

conpound o ments I1-
conqmmndarhatsylt%eé albéewb’mbylmmnooarban:sladlt(qlh@&%@ﬁ)yl)%lnocarbonyl

ﬁ%ﬁ%oméﬁ?%n%}yﬁ% T )Qi[ 1{0 %1 i cﬂdll?(ﬁé/@ﬁ)yl halo-

Ihecp QAR AR ) AEulady ], Qlfaloeﬂbéldllk(@ﬂirﬁyllu@é?nyl wherein the

ound has the formul a IC or a'salt thereof. 27.

0
TheCcomstuid)psulimyl;or asplsgirerint s 1- 23, wherein the

ound has r t har
SRePRL R Sl B 3 SRR o Mo Rhnay
CO”&%&&@ LGS) h@ﬂ@gﬁz@ﬂlﬁlﬂg&n |dgan®rC,a- ﬁl&)ﬂl Ci hefobadkyl 20;.s-cycloalkyl-
The cogﬁound of any_of enbodi nents 1- wherein the
conosr yha@ntm&wi&%ﬁnanp F-(Gr- Gﬁll‘é%)lamnt%@ne kyleggponyl,

The S AARAHAt O AN L RRDOMLPEBLEC 1 AR MBI BHb Doy
th :e(r? %E—@llk@x?,ﬂllsdkslkyl;ﬁgo daldhvZoe-atish, hgltugglgge}kyguymm, halo-
gIS G Q’f?/lé[”]éﬁ i?%{yérfi)ng all@-al){kyésugﬁ%pg?]e H}/?ﬁﬂ/ he E,? y

@hﬁ{ﬁ 5 kgng 48T BR0odthe il & vl Rﬁmayé J)nﬁgfje'ﬁ@ently

)y car bonyl’, ani nocar bonyl
- al del@nddyfingry Ihadnotgem;dnakmgmy,l Cl_ﬁalkyl@xy and C.¢- alkyl or a salt thereof.,

13 Ta R oy o erooienis YEATO R R g drenespy

- 6- @lé@@e%nf/ré/rﬁ)hyhroggﬁﬂﬁtogen methoxy and methyl; or a salt thereof.

14. The compound of any of embodiments 1-13, wherein only one or two of R3-R% is
different from hydrogen.

15. The compound of any of embodiments 1-13, wherein only one of R3-RS is different
from hydrogen; or a salt thereof.

16. The compound of any of embodiments 1-9, wherein three of R3-R® are hydrogen and
one of R*-R® is halogen; or a salt thereof.

17. The compound of any of embodiments 1-9, wherein three of R3-R® are hydrogen and
one of R>-R¢ is methyl; or a salt thereof.

18. The compound of any of embodiments 15-17, wherein R* is different from
hydrogen; or a salt thereof.

19. The compound of any of embodiments 15-17, wherein R’ is different from
hydrogen; or a salt thereof.

20. The compound of any of embodiments 1-9, wherein R3-R® are hydrogen; or a salt
thereof.

21. The compound of any of embodiments 1-20, wherein R* is hydrogen; or a salt
thereof.

22. The compound of any of embodiments 1-20, wherein RB s Cl.¢-alkyl; or a salt

thereof



10

15

20

30

C -6-al k(en/yn)ylsul fonyl, halo-Ci
.6-al k(en/yn)yl sul fanyl, and

w@Re0S/06d4RY en/ yn) yl sul fonyl ; or a salt thereof.PGILDKIi/000894

conmpound of any of enbodi nents 1-23, wherein the
conpound has the forrmula | A ahd R7 is selected from
t he group consisting of hydrogen, hal ogen, cyano,

@3 @h@&d?ﬂ}goun%f%l g%?é&%cﬁﬁf&m@% =30, Wﬁ}é?ﬁlkk%ls nfethyl; or a salt thereof,

AZal kyl, ‘am no, (z amno, di-(C
26 ?ﬁhwdn)lmad@f afly of @nbd mbntarlbzﬁ;wlxereamma@mpb@m@/has the formula

al kyI nocar bonyl , -(Ci
. B- ]g"‘r éﬁf%%&abonyl hydr oxy, G _s-alkoxy, G
6’§aTKé’ &6 &ndhﬁ'a@y Qfémb&h@%fit‘é'l Z?W}@re@h the-co é)ound has the formula
-al kyl sul'fonyl, hal o- . g-al kyl'sul fanyl,

G - Ballrla}srclblthefrm‘fyl or a salt thereof. 32. The

C’gﬂ%ﬁzﬁcanmgl gn¥ 85%? ddllirrlg tgﬁ dZ’IBRA/v%‘ege%%%égghﬁgd has the formula

sal tC:.tdherse®theréd3d: The conpound of any of enbodlnents

1- 23, wherein the conpound has the formula | A and R7

i29. Fhe eympousd of asypf embediments 3423, Trherein scamposrd hanthe formula
of odi 23 or any of enbodi nents 30-33,

mheﬁyqﬁ Sggq%%ﬁ%;und has the formula A and R Rl are

ISdEH@ﬁdﬂpﬁdnyl oFahe 6f edbddimentsy dI30 gerreitdleageaipound/ Basahe formula
nitro, G al k en/yn)yl C3-8-cycl oal k(en) yl,
C3. @@yélsél Fh@( Yyl-Ci -6-al k(en/yn)yl, am no,

99 ¢ h&ﬁeﬁm%ﬁb?%%bo%fneﬁtg 1123, wherein the com ound has the formula

.<b-a /'yn) am no al R(en/yn y car ony
am h?ooaalsainmereo@ - 6-al k(en/ yn)yl am nocar bonyl , -(C

i k b . C
LTI O -
- 6- pd kper/ Ysr‘s)eYelctedrfﬁJn?the@roulﬁccﬁﬂsﬁﬁﬁ&‘éﬁﬂ})&b@ﬁ' h8BYdn, cyano, nitro,

hal 0-C 1 . 6-al k(en/ yn)y sul f anyl
o 6. aalk(mimbml), ﬂsww omiit(en)ds Cas- Swlwalk(he)‘Yé@ﬁﬁ -afigen/iel, amino,

cobaf AL S0 agio TGy e ARy o AR R iepymsicarbonsl

for Mr@céﬁo@;ﬂdc Rﬁalﬁ(éMﬁi}ﬁaﬂnm&%ﬂgnﬁi -§C s edlieeh 8t @¥arbonyl,

ano

hydr hal o ¥
Bedgy, @L«#E(en@@)ﬁoﬁy Ehozlkgnyayithio, arlesCysaikieabmyl, halo-

g’l éﬁ%‘% Kgﬁwnyl aﬂr%%n gé 5?%@%1%%)g’gmf%l’ and
- 6. @bwé@m)?@ammrmla, sallithdréofl

6ak|amno car bonyl , hydrox G
33} ke t:cpmppumdéqf@nnof gm ch{);q@yqs ¥$§a|v@e(§1q1 the c%mpound has the formula

- 6- l kyd 8ol Qe AR BieCrbuPedtsisnhs B LAY Len, BGgen, cyano,
Cy.¢-alkyl, Cs.g-cycloalkyl, Cs.s-cycloalkyl-Ci.¢-alkyl, amino, Ci.¢-alkylamino,
di-(C1.¢-alkyl)amino, C.¢-alkylcarbonyl, aminocarbonyl, Cy.¢-alkylaminocarbonyl,
di-(C;.¢-alkylamino)carbonyl, hydroxy, C_g-alkoxy, Ci-s-alkylthio, halo-C;.¢-alkyl,
halo-C;.¢-alkylsulfonyl, halo-C;.¢-alkylsulfanyl, and C;.¢-alkylsulfonyl; or a salt
thereof.

32. The compound of any of embodiments 1-23, wherein the compound has the formula
IA and R’ is hydrogen; or a salt thereof.
33. The compound of any of embodiments 1-23, wherein the compound has the formula

JA and R is methyl; or a salt thereof.
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C .g-al kylsulfonyl; or a salt thereof, 36. The
conpound of any of enbodi nents 1-23 or any of

werwstorent s 30- 33, wherein the conpound has tPET/DK2004/000894

formula A and R8-Rp are independently selected from
hydr ogen, hal ogen, cyano, ne8ihyl, hydroxy, nethoxy and
trifluoronethyl; or a salt thereof. 37. The conpound

03‘4 ?Hé’ c&ﬁ pGilti taﬁgr&tfém%od?ﬁgﬁﬁ s [y RP&nWoﬂﬁﬂérﬁs 30-33, wherein

conpound has t ormula | A
Rs E?Ib]coarp@undl Haotrhn demtuly]s endBE-BY dre drdepyntteotenglected from

R AT A B N ORAL 3 VO A

on e 9%-c Bglk(e‘ﬁ)}qlé fse‘ﬂﬁoéh/yﬁ‘i%? Mrking r@lgseéflk{’é,‘ﬂwnﬁf’ylﬁl%ﬁio of R

1
-R are ﬁ:dro n; or a sal't thereof. He conpound

of dngﬂlafalle(rm/ordbyirbammo ﬂ-s%k(enﬁye)’y@ambqnyé amnwmb@yh as

t he f dt ff.

hydF oGBS e cefp-Th At g Bl Bydlaigh oy Aoy
thecg_gfalkéé!@yrﬁm companksh/ef)yiany, m&cqfs aﬂﬂ@xﬁ?hﬁ?@hﬁa-
1-23 or erein the corrpound has the fornmula | A
andCRs-alkéeryJém)ﬁbub‘@nsflrI@ﬁi@ﬂn@a&(wbnm;ﬁgm@th ag of

h I t It th f. 41.
Tﬁe éﬁ%{%l‘sm%gﬁ&nae%ﬁ )EM%SQ{ vvliefgi n Rgerlioare

hBsd rrﬁ@ecmnp@xnda)t&aybftnlnewﬁfentséllzm JMycnmmmadn@fts 30-33, wherein
enbodi ments 41, wherein R7 is §0er ; or_a

t hetegPmpaundhias tag ﬁ?fé&%%moﬁnda}ﬁy e &deémailhéﬁ@§ed from
ndﬁ?éggg%’)g%%g%%gé@r’o i Fﬁ‘f%‘ﬁ’a lr'1k§7§st| ndfCR)1r?‘m§’ll =t 6%11\}’1

hal egém, Crr@lahgylla,nnancﬂut@i hrabky] )amrnoaCs.a-Iatky(daebo@gf anﬂﬁocarbonyl
The co nd of enb nts

are w%g@ﬁmﬁrb% ged &t hé#@@fmn Berbend Fﬁ@%ﬁ Coxy,
embedi Hﬁ(@/ltﬁlo‘lﬂaloym%[a@lkﬁ 3o 'C%JEMS*IS%% n%l Bilod S a&llkylsulfanyl and

t her eof . . The conpound of any “of odi ment's 1-
or G@salk,ylml(fensdmrweétthmbund has the for nul a IA and

Vé%ﬁ{gﬁ% Hgggqur@r@ga}/%@ﬁrﬂﬁo@g }sq g)lit/&ptézlp reﬁl od1ments ; (51 ?3, wherein

subgfeichBRtiA® hasthe Bmbla px@mmﬁkﬂfa% eMepédRMINYLIEQELRom
is/are sélected fromthe gfr oup consi sting of hal ogen,
y

met hydrogerehnlogsn, chigteiy oxeyhyldyarxy, methexs and tiffesrenethyl; or a salt
thereof.

37. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R®:-R!! are independently selected from
hydrogen, halogen, methyl and methoxy; or a salt thereof.

38. The compound of any of embodiments 34-36, wherein only one of R%-R"! is
different from hydrogen while rest of RE-R'! are hydrogen,; or a salt thereof.

39. The compound of any of embodiments 34-36, wherein the compound has the
formula IA and two of R¥!! are different from hydrogen and two of R*!! are
hydrogen,; or a salt thereof.

40. The compound of any one of embodiments 1-23 or 30-37, wherein the compound
has the formula JA and R%is selected from the group consisting of halogen, methyl,
and methoxy; or a salt thereof.

41. The compound of embodiments 40, wherein R are hydrogen; or a salt thereof.

42, The compound of embodiments 41, wherein R’is hydrogen; or a salt thereof.
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48. The conpound of enbodi nent 1, wherein the conpound
has the formula A, and - Rl is hydrogen and R2 is

whyasoegans or a C . g-al kyl; R3-R6 are i ndependePtT/PK2004/000894

sel ected from hydrogen, hal ogen and nethyl, wherein at

nost one or two of R3-R6 areldifferent from hydrogen;

- R7 is hydrogen or nethyl - R8 11 are independently
| ¢6d @&n}%mm Jrudy 88EBs ern@ém@fﬂts 10 $1y30-3 ARcherdl BRXBmpound
erein at nost one gr two of R-Rare different from

hy dhasgtbe formuRIB\ argd RYdrselgetad fiom the gadup aoneisiéns of pdogen, methyl,

The und of enpbodi nent 1 wherein the conpound has
thea?cg%ﬁy’loﬁasaﬂ%i (gEhydrogen and R2 is nethyl; -

R RBe 86:8pAHddekhibedindhtdB, vaReiARE ghaR s 42 ro_/genR?r a salt
'S hydrogen - R8-Rn are as defined in cl a|m3

R13the§0ﬁydrogen or a salt thereof. 50. The corrpound

of e o nts 1- of e
% 38Y e O Ensdi i Ve RO RO TR Sinsot
145, Myelenyoundrofang af embbdErRefs. 1- 2l or 30183, 6AMREN itk @mpiid has the
of enbodi nents 1-23 any of enbodi ments 30- 33,

whefasmila eansowprseindR hagreteraasainen asaltAhermel R8 i s

K nbg“gé(&mfgun? gghbpgfﬁ%n? 8 o:‘%(5 a&ﬂé?en? &H}ggﬁggt(ﬁ v% g}ag ﬁr?gmg

t hedigfengn® rach }hmogdmes/‘amsrewcaedlf#brﬁm drBup somsBtihy bf halogen,
sal t thereof.53 1’i%_he compound of an of embodi nents
1- 25eEp L mghow. & SESIYrFé(ﬁP% 038534 th GJ\SP%r ein the conpound

21}3 Tf}% go%%&ngig{?% ghﬁpéﬁ%n?% \'Vﬁergﬁﬁjﬂé’ coxﬁgoﬁdsfﬁg the! RGHEQT fIA, and

any of enbodi nent or any o
errbolefaslhgdrB@en’s&d Rﬁmsﬂgdmgbher g0npelkytd has the

];; 8 :mng L}ﬁ dé e %gqueg% 5%1[3 ﬁgmahyélécg :?;’?1 ' %@E@geafsa%d nIeQEyl, wherein at
embodifRabse d0mwdof Iwhﬁv gerifrhenoimayndohas the

forrruIaIA and RBis F, or a salt thereof. 56. The
conpOLRldShf/dragqn@fmeth‘ﬂbdl ments 1-23 or any of
enbodlﬁgamale 1n<9ependen\{\{gf sel%cted from hydrogen, halogen, methyl, and methoxy

wherein at most one or two of R%-R! are different from hydrogen;
- RYishydrogen.
or a salt thereof.
49. The compound of embodiment 1 wherein the compound has the formula IA,
- R'is hydrogen and R* is methyl;
- R3-R%are as defined in any one of claims 13-20;
- R’is hydrogen
- R.%R! are as defined in claim 36-47
- R s hydrogen;
or a salt thereof.
50. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R® is hydroxy; or a salt thereof.
51. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R® is methoxy; or a salt thereof.
52. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein

the compound has the formula IA and R®is methyl; or a salt thereof.
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t he compound has the fornmula A and RO is cyano; or a
salt thereof. 57. The conpound of any of enbodi nents

waz2@30ensany of enbodi nents 30-33, wherein thePCDODERWALH00894

has the fornula A and RO is F; or a salt thereof. 58.
The conpound of any of enbodB2rents 1-23 or any of
enbodi nents 30-33, wherein the conpound has the

fsqr - @onﬁ&uﬂa@t Bi)l' & &;hbodi’xheﬁts%a@ ortdh@logefbodihentB®-33, wherein
conmpound ‘of any of odlnents 1-23 or any of

enbihdicompoend3ites 38 fomelaelﬁnartdr{é i sppouata bastherger.

égn‘ﬁﬁ%gﬂé@fu% d R Ié%a%%q”%’ﬁté 4 ltftngr%rfgﬁlfbom ents {b633 wherein
enbmelceﬁlpb&@l@as?e@e forneTagiAnadde 1§ @Wlth@&edﬂ‘le

formula TA and RO is |I; or a salt thereof. 61. The
(56 njbkmmmunéw agy O%frmmﬂlmémsé 23 graingrof gmpogiments 30- 33, wherein

For et Prohrre RO ok TRBCAP PRBrEor o

FaeTeOERAHEAd Off adnyf &ﬁb(ﬁﬁf@@ﬁiﬂs ITETB & ahy 23 efbodifyenaf 30 33 wherein
embodi ments 30-33, wherein the conpound has the

f or talcamppunghleasie fosmps Idyand Ry is gyangs or ¢ plf Beteol63.
-E?‘bgféeo%gé]&%ggf é%pgf b@d?ﬁﬁ%?%e R %ﬁﬁog &ggfﬁ?ﬁeg%fm -33, wherein

erein
f or tdlcampAugdbhsRBe fosminladinoan R i Faosaabdlt thheeofof . 64.

The_conpound of any_of_ epbodi s 1-2

SHE50 PRS0 35 CHHEREl HeERd- LorTBud CRaS Rt 30-33, wherein
f or gul 0. sal The
R R e e

S9hOhi cmnp&nﬂ(kbf 38y ofmrebaiiments & -23oonzrayred emdsdinteats 30-33, wherein

for IaIAa 0 t th 6. Th
SARPBFIA 7 B s e € 5 Esbof eﬂitﬁﬁeYS?P °
%@b‘Pﬂé E@H}Bcﬁm@%‘f%% of’\é}%&hﬁhehﬂ@q @M‘}Wﬁ eﬁ%%dﬁﬁb@its 30-33, wherein

fornmula 1'A and r. or a séalt thereof. 67. The

confhewnopofindanap tbﬁf fogmb@dhﬁmrﬂlé -1263 a)iﬁltéhﬁy el

ment 0-.33, th
BB it STRO O RIbOT SORGARSIS 7 O NL CERGr BRI Y33, wherein
ThetcQBRALRE Bs tAORorefl LA Rﬁ‘ifs!trﬁetﬂo@3 oPf sa’:lﬂﬂ‘le&f)f
enbodi nents 30-33, wherein the conmpound has the

63r Hh¢ eompovaddf R of embgdiments dr2 ot tof eRdPdimtens30-Thevherein

oIS B R Lo e

f6(3r ThHé Sorhpordiddf BAP of embddBinedts 1a2Bad atnytdf efrﬁoﬂmle'h@s 30FR®, wherein
conmpound of any of enbodi ments, 1-23 or ?
enbiigicrewosndhissBe fagmeiaiAnanicd @@ﬁﬂ@}ﬁdoq?a@ tthereof.

fear wyl @orhﬁbtﬂlrd%f B0 of SmBELBR%Y1-8 ofar§VrlendbBEMESHs 30-33, wherein

the compound has the formula IA and R!%is F; or a salt thereof,

65. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R is Cl; or a salt thereof.

66. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula JA and R!%is Br; or a salt thereof,

67. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R is methyl; or a salt thereof.

68. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein

the compound has the formula IA and R'? is cyano; or a salt thereof.
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71. The conpound of any of enbodi ments 1-23 or any of
enbodi nents 30-33, wherein the conpound has the

wo erosési A and R11 is nethyl; or a salt ther epdT/DR2004/000894

The conpound of any of enbodi ments 1-23 or any of
enbodi ments 30-33, wherein thBé conpound has the
formula A and R11 is ethyl; or a salt thereof. 73.

Td9e TEE mga&ldoéf aﬁ?bf@ﬁlb@&fﬁféﬁtsmﬁ@i 8r dny2F MboaMfer®E 30-33, wherein
nbodi nmen 3, wherein the conp ound has the

forﬁx@lcamp@uaﬁhaﬂm fwrmuhceﬂh@mw ds C£3,scalatsatth}eqr@ctff 74.

o iF RERPR B R RO o b e 3033, wherein

f or i Rnipdua@dafRhk Forklula XX afdd Réﬂ it nlRIx§0br a ot thIrB6f.
n‘gound of any of enbodi nents 1-23 or any

of
e ﬁ@mp@urgioofs@y Oﬁﬂ@b@dlmemel 2.3; apaef eﬁd@dtm@ts 30-33, wherein

for la | A an 1 or sial t r eof e

conpb R rREe e il Senf R 2o ARt G eal PP et
072 RBe E@mﬁ’&hd%f@m?)b@ e@Bedimeats 1225 at dnyt ckf%hﬂ@fdlm&ﬂs 30rB8, wherein
conpound of an enbodi nents,,1- 23 or any

enbam q@gmosm@ base ferelharhE 6 AL A therf‘@f
f’%r g?ﬁ{adof%]'i o?@ bggli]n {sel géregxeé‘rﬁp& e'n?ﬂﬁﬁﬁé]‘?f%-rb%, wherein

fr om oup consi s ¥
and tlfehiompodﬁd hey tha f&aiuia themdeﬁ is ﬁ&rho“ily;aommabﬂdofof

enbodi nent 77, V\,her ast _one of R1
h%l Fg@ epmpenndpiegy of ¢ W@P%Hﬁms %@“y&;m &ﬁﬁan%"fts %@ égwherem
&rﬁﬁgﬁ{i R4 t‘h@ % u‘Pé‘HA EI‘RFR‘ 191E C‘Fgor%fsalt thereof,

3-vyl su anyl )benzyl ] ‘di met hyl am ne;
[75— T ﬁe Ctylapmurid/ df any vd embBdipiests! If- Zl?nylt arb'elfpyrt’tjoddnemi B-B3, wherein

am el.%pzlpgﬁp Fgast gf(')rlrr{ula dolg and l%“ !)rfz%] ﬁlerenrzyl ]
[7% Che %g&ﬁfd' dffank o @ﬁlbé”dﬁﬂeﬁwﬂ(ow WHRRME WelredlioMRE Ry R are

am ne | uoro-11i 7-i ndol ~3-yl'sul fanyi ) benzyi ]
di mbydrppemeir pealt thereof,

[ﬁl ('131 o%oﬁg}ﬁllé ny c%oembod}/men S [ g%lr )artl)}? Bf é(rlnﬂwoad rinrergtts I35!33 wherein

[ 2- (hé-dvaigovhd héd thi Aetedul St hﬁdJRfoairrhWR)lb@xrézshﬂe]:teanihdé@endenﬂy from
[2-(7-Methoxy-1//-indol-3-ylsul fanyl)benzyl %%dl nmet h%il ¢
ereo

ani e groug spnisting kY hydregann awthys-frcs pachelpy @wsalt
(A CeRonRPERpf bofiest T SUFFIRGH T LRI P5 R ordRnyie hvceogens
am Bea salt thereof.

79. The compound of claim 1 selected from the group consisting of:
[2-(1H-Indol-3-ylsulfanyl)benzyl] dimethyl amine;
[2-(5-cyano-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
2 (4-F1uoro-1H—1ndol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(4-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(5-Fluoro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(5-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
Dimethyl-[2-(7-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
[2-(7-Methoxy-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(5-Methoxy-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(6-Fluoro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
[2-(6-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
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[2-(6-Chl oro-I| #-indol -3-yl sul fanyl ) benzyl] di net hyl
am neDi net hyl - [2-(2-net hyl -

wo pdosioendss - 3- yl sul f anyl ) benzyl ] am ne PCT/DK2004/000894

Di et hyl -[ 2- (6- et hyl -1i”-indol - 3-yl sul fanyl ) benzyl ]
am ne [2-(4-cyano-1/7-i ndoI 334y| sul fanyl ) benzyl ]
di net hyl am ne D net hyl -

[g‘ﬁ?ﬁﬂémyﬂy (o3 13IM'1§&81I3a§1f!¢1}29@[3gyAz]y1 jawiipe D net hyl -

~| #-1 doI anyl’) benzyl] am ne
Di nBirhathyl- [[22(—6(methy]dHdawddlﬂ/-ylsmiﬁamlyl)ﬁergzlyélmrmaﬁyI ) benzyl ]
am ¥ [ ya%%l%% 81 gl su ianﬁ;benz%i fflxleft}?q an HlieenzyI ]
[ 2 b?mé%ﬂ&lngmxﬁéthylﬂﬂmln&sml yﬂ%l?ﬁwbéx&?n%ﬁle di et hy|

am ne I Y-i ndol anyl ) benzyl]
d| nﬁtmgthyla[&r(ﬁenethvl 1 H-indol-3- ylsultanyl)benzyl amine

o REn R e A AR SRR bR Rttt i ne
[ 2- (0665 4069 H-inliol- A Mutfen ) teHEf pBh ke RZAd Met hyl

am ne

[ 2- P5CFCoram L Hiindglndpisulgany Db engylrdimeBeh egpinenet hyl

am' e l.- .
?46%@ PR ARl s rier ) AR S e
74@%@&@@‘1?% -1ndd BB -yE&uyfhsyl)eamyl] Jinenizyllahiieg hyl am ne

lif-indol-3-ylsulf ) b |
rﬁ 01 -3- ylsu1¥any1)benzy1]methyl athine | 2MY ) benzyl ]

25@?%1%8{0 SR B ki )-benayt e

E_J dE)lIueﬁ)-yﬂsﬁdénylbt)lfmmz)bd:dzyameﬂal mmw
bl smaniy A ol s SIS et R T Botas | Tt by

m Q%A@m% Ethybsll 34 shmgdghvenyi sttt anwiadbenzyl ] met hyl

[ 2_ VBthye{ BBeynetityl lifftolbl-3-Waufan ¥ repkylbeming | net hyl

ami . :
[ 2- Po(Sclrgrot ety Hibindsl-dndut Pay Py e A hags
am M’eth&1 [2-(5-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

[2 oro-1//-indol - 3-yl sul fanyl ) benzyl ] net hyl
am M@thyl [2-(7-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

ot h§;|5(4'\ﬁlt hox}/H 1ncrlnit hylsulfany )qu ﬁleﬁlﬁlﬁgr?enyl ) -benzyl]m
[ 2- ”5(76E@<‘IHPHHQHM =3- yhulrﬁsi@n)bsnz}yﬂ]slwtmrmme benzyl ] net hyl

am ne 6- Brono-| H i ndol [ sul fanyl)-benzyl ] net hyl
am E?e( Methoxy-1H-indol-3- ylsulfanyl)ggnzyl]meth¥1 gmmu yi] y

&5 ERotE1 BRLYL 3 U RuirRd e R ntth 1 a0hd - benzyl ]
[7 (6-Chloro-1H-indol-3-ylsulfanyl)benzylJmethyl amine
[2-(5-Methoxy-4-methyl-1H-indol-3-ylsulfanyl)-benzylJmethyl amine
[2-(5,6-Dimethoxy-1H-indol-3-ylsulfanyl)-benzyl]methyl amine
[2-(6-Bromo-1H-indol-3-ylsulfanyl)-benzyl]methyl amine
Methyl-[2-(6-methyl-1H-indol-3-ylsulfanyl)-benzyl] amine
2-(4,7-Dimethoxy-1H-indol-3-ylsulfanyl)-benzylJmethyl amine
2-(5-Methoxy-1H-indol-3-ylsulfanyl)benzyl]methyl amine

[
[
[2-(4-Methoxy-1 H-indol-3-ylsulfanyl)benzyl]methyl amine
[2-(5-Bromo-1H-indol-3-ylsulfanyl)-benzyl]methyl amine

[

2-(7-Methoxy-1H-indol-3-ylsulfanyl)benzylJmethyl amine
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[2-(4, 7- D nmet hoxy-| Hindol - 3-yl sul fanyl ) - benzyl ] net hyl
am ne [2-(5-Methoxy-1i

WO teosmneabs 3- yl sul fanyl ) benzyl ] net hyl ami ne PCT/DK2004/000894

[ 2- (4- Met hoxy-1//-indol -3-yl sul fanyl ) benzyl ] net hyl
am ne [2-(5-Brono-| H i ndol - 33yl sul fanyl ) - benzyl ] net hyl
am ne [2-(7-Methoxy-1li

D - 'ﬁ@%lor@‘?y ]?Mnﬁém/ /y)ﬁ@fﬁ@d LEF?ztyt]}ﬂethyl amine

an1ne[5 Ch oro i ndol ylsul fanyl)-benzyl ] met hy
| abatiyl-[2-(6- trlﬂuoromethyl -1H- 1ndol 3 ylsulfanyl‘) -benzyl] amine;

r“{g;r%/k_%,h{oﬁ\&% { %fféﬁ)g@%&% yl)- benzyl meth}% a¥n1SUI Fanyl)-be
?i 7i£mgkoﬁo§o yfﬁiﬁh&awlsmtaﬁﬁy-}éédz@ﬂh{ém

[ 2- Brono-i//-indol ty benz Ifnethyl
(7-Chloro-7H-indol-3- ylsul anyl) benzy methyl amme

%(ﬁ%{o(%{ d(% 3 ﬁ Ifall}&%b%gé}tl mé’th?xl Denzy! 1 methyl
y| Kté @Wﬂo)—fHﬂﬁ@MB] ?l@tll Yl)ab'@nﬁ?l]meth | amine;

[2 ano-7i/-indo yl sul fan enzyl | met hyl
(1 H-Indol-3-ylsulfanyl)-5- methyl benzy ]methyl amine;

[ 2- €4 f5 hiaeigh-73- b5 S A R dB R B et Y/

[ 2- (B(S]B-t[hmlethﬁésy-llmdﬁb} 2-y¥ydudfah Flaylgor de ezl | methiylbmine;
am ne:

5. [ obore 2 S Far G P o BB gy it e ne;
LS v B nes. il imbbit s RelOhe Br- b M a2y 1

am ne;
[ 5- [—2 -(;bLbloRe- (IH - indole}-gisulfanyl rAdluoBe-hérsyl [fraethy )} atbimez y | | -

2 CACER R Frncplsiral s e s iboary Pz peib bty 1 |-

WEt FS/ nRR-Dg6- trlﬂuoromethyl 1H- 1nd01 3- ylsulfargll) -benzyl]-methyl-amine;
7- Chloro | //-indol -3-yl sul f | uor 0- benzyl | -
mst by Fluam-ad7- methoxy 1 H-indol-3- ylsulfanyl) benzyl]-methyl-amine;

EA}F ?r%q gl g% %g?suﬁ‘myﬂ‘g ﬂulo/ro7be|:nr;]z9/ﬁ|meth¥1| a‘f’nlilfn%anyl )
[ 5 El(wl}?fllﬁb‘rgﬁ(r?leﬂﬁ?lalﬂﬁﬁ&mkﬂhyl' pisilsuBakl petni il )H-hepryld);

- met hyl - am ne;

[ 2- (544@1@?9 21pgthy ers nometjy kphenslsyifnyg)- 1 Hisdd=belzyl ] - m

et h
A e S
mE{thluord 21(4-Inﬁt£‘dl@d>xy4}Hlmdol 3- ylsulfanyl) benzyl]-methyl-amine;

Fl uor o- 2- met hyl am nonet hyl - phenyl sul f anyl ) - lif-in
doI L?@(ijhloro 1 H- 1ndol -3-ylsulfanyl)-5- ﬂuoro berizyl]- methyl -amine;

Lo R hoR dBrbhies Qrddrba 9o Koyt LARKY d oz y

[ 5- H-Bhioeo-2-§4aatiet Hidmdal-B-ylsulfahy B-byhzil]-fathyl-peienzy | |

i 2 Eﬁ%?& 35 erhoxyabiesixh Ihindghsvjsbany ey blens iy i-amine;
et PY 5. BRR&T H-indol-3- ylsulfanyl) 5- ﬂuoro benzgl -methyl-amine;
[2-(5-Chloro-1//-1ndb

| -3-yl'sulf fl uor o- benzyl]
met byFluam-A€-methoxy-1H-indol-3-ylsul fanyl) benzyl] methyl-amine;

ET; @f@g?ﬁlﬁ%g ?f-iggglhf}/ -lyfsluﬂ{a.ﬁ}!llﬂg -?’Eu_o?o_ —génzyi I’%yl) an%%g 2yl 1-
[5-Fluoro-2-(6-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
5-Fluoro-2-(6-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;

[

[5-Fluoro-2-(2-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[5-Fluoro-2-(5-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[

5-Fluoro-2-(4-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
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[ 5- Fl uor o- 2- ( 5- met hoxy- 4- net hyl -1 i
I 7-1indol - 3-yl sul fanyl ) - benzyl ] - net hyl - ani i ne;
WO 200666 BsDND- | PCT/DK2004/000894
/ -indol - 3- yI sul fanyl)-5-fl uoro-benzyl]-nethyl -aniine;
[5 FI uor o- 2- ( 5- met hoxy-1/ 36
./ -indol - 3-yl sul fanyl ) - benzyl ] - met hyl - anme;

[ 2 @n%efm@(*; Iherb Aot indokb S BRYN bepzdl emor-Ranzy! | - m
[ 5 [‘—3 E]mlom-z—((-ﬁaeﬁh}{hdd‘bmdbl 3iyhohdian @) pesal Fantiy)-abewzyl | -

Tt I PE AT g hasis eab syt b e

ma N hroddh 18- fluoro-1H- 1nd01 3- ylsulfanys) benzyl meth 1 amine;
[ 5- Fl uoro- 2-( 2- et hyl - -1 ndol Y any benzy ]-
met [@Chl@)m -Be5-methoxy-1H- 1ndol 3-ylsulfanyl)- benzyl -methyl-amine;

{ng{gm 2 6(9 5merH3ythT{ 1ncfo{ 3- yrf %anyl)%leﬁg}llf me}ﬁﬂ ar%?r?ezyl ]_'
ﬁ -QRIo8o-2=({ 4netRfI My -iddol-31y16l0fandh) WesiaH] f-aRMy) -ahemz y | ] -

-am ne;

Gblrom 2-(¢ mqﬁ@mlﬂﬂmdolﬂnﬂ@m feayhrbenrflimettylsaness | -
@/{Sﬁ@n&y? er%éﬁ&{ygjplg%c?ol ylgﬁ%%}) k!e/né%lémethyl -amine;

any enz I

[ g A-0Bloeo-2-(6 Ftubkds DHan@ol et RyIfaryl F-bdnzdidimah il snihéany| )
enz

[ S B bbe S5 Fiiagr Rtk IO sarshpenpihapiyl pine:
h |
L' (b2 ety Findol3-vlsulfapyl) S ety benzy - e

rrelxdeyﬂy-l-@ﬁnnmhyl -2- (4 methyl 1H-indol-3- ylsulfanyl) benzyl] -amine;

% O%tglyﬁ (]_:}{ lg}llléén/zl)l( gnoelthy:f gnzyLH met 5 )am?r?enzyl I-
met:h?é Vﬂeﬁ{oxk'flgpindgl' ylysilhany. |5)m§ﬁ§‘123’én]z?1?-‘?ﬁé%{)kl =AThEe;

or o- nmet hoxy-1/7-1ndol - 3=yl su benzyl]
nehh;hy—l-éim%hyl -2-(2-methyl-1H-indol-3-ylsulfanyl)-benzyl]-amine;

ﬂ;%o{/%m%g 11_}TthI310§ Xflsu fjanylyqonlnetﬁylyl e%%gflﬁ me}{h))l a?r%gez yll
[ 5- y{eoben?a { B=ihd Moy grshiirdyl)sied ettd Wes 2l f-ReMy)-aRenz Yy | -

net -ani | ne;

[ 5 BCh(6etrlpom- US-llﬁdQlldﬂdSlZfWDh"ymeW}’l -bervytlrmethyl-amieany| )
net )
e R I RS ey Doy D P me BNy

beﬂ%lMetHﬁtilﬁieﬂ@[Hnﬂﬁomethgl Fhenylsulfanyl) 1 H-indol-6-0;

Met hyl -[ 5-net hyl -2- (4 |i7-1ndol 3y|su|fany|) b
me -indol-3-ylsulfanyl)-benzyl]-me amine;
enzgﬁy hlgrr-Add-methyl-1H-indol- ? Isulfanyl)-b 1]-methyl-

"- (pa ﬁ; Eozd-h Erih 8-S L § RO BB e aR Rz - et

[ 2 Kze(smhlbmeymmaioumu@waarywsmeﬂ@mbkemzﬁ]-nmﬂﬂyybmhmzy| ]
-meth ‘
Vet B uqr@, 3n@rmmndzn -( 2mettplrphenyisuitaed)-1 E-pAels) fanyl ) - b
enz |

D B Ramorpholin- 4 slmethy-phenvleulfpayli UL inoles | 1
meﬁ floraddt @egyrrolidin-1-ylmethyl-phenylsulfanyl)-1 H-indole,

et h§/4l Cgﬁq ng (|6 /nZethyqdl% in?a_oyl’%s l fh%%') )b_erslz_yn]e}nre%lyl %1?112ey H]-m
[ 2- 46cﬂg>mk@%gzlrﬁé‘thy1ruc}@hnd%i Ylaulfaany bbnsi Ryl -akenzyl ] -
[ 2 K44CF]|OLQ)?-f§5-|m6fth)I’ Adbind®l-gHdail faaphy){bpnsd vesethyl-aménez y | | -
et W&fﬂ%%-gﬁb-methyl-1H—indol—S-ylsulfanyl)-benzyl]-methyl—amine;
[4-Chloro-2-(4-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[4-Chloro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
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3- (4- Met hyl - 2- met hyl am nonet hyl - phenyl sul fanyl )-1i7
-i ndol - 6-o0l;

W 20086 aFD- 2- (5-net hyl -1/ /-1 ndol - 3-yl sul fanyl ) PEGEDK2004}000894

- met hyl - am ne;
[2-(6-Chloro-I//-indol -3-yl s&lfanyl)-5-nethyl -benzyl ] -
met hyl - am ne;

&%ﬁi‘ak@mslﬂu&d _NEGhd@= SulefAMYbIm b ity lankigazy| | -

am ne;

5 F[4u6h1@rc32((2=fmopewdn@plr3- ylswiamy-bgsasdyneslylfaanpe;) - | / f
5. P ook B2 GBI PR SR Pl gy - 177

Plotﬁloro -2- (7 ethyl 1 H-indol-3- ylsulfanyl) benzyl]-methyl-amine;
u

or o- 3- yrrolidin-|- % Xl phenyl sul f any lt)h
7 i [fdchlero-2- (5 methoxy -4-methyl-1 1ndol ylsulfanyl) benzyl]-methyl-amine;

ma t @{:ﬁ@m-ﬁé’é%e’%ﬁém H- nllc?cﬂ '3n}qgﬁlfa§1y}§l-k%%yl?—%’eltﬁyl—gﬁﬁﬁé/,l 1-

[4- ﬁhdljﬁ)lb% -2+(62ndiRyy1 HlindolBrel el feidy )b f13methyl hetizy| | -
am n

Ghl@l‘@‘f%‘(ﬁé@fﬁww }A-indodd y1Eliang Dr eamyi-msEn@rtiet h
| -
{4 B-fhfo-2: (s Ao ey e D ey sy t?glrllrzlill ] -
met ftyChland- lb{S chloro- 1H 1ndol 3-ylsulfanyl)-benzyl]-methyl-amine;
[4 o og) h{mo r1]¥111nd 13- y{]s Hjaﬁy%) ‘éérf’z‘ﬂ fa t¥1y1) ankl){%gzyl I-
@{:Hr&o 3 (ﬁ Rnfdrdl9Homhbl 3 yRaahnyd-phsAlfaomy lakpezy! | -
met ylI-am ne;
[ 4- @ACbioge-2- (Q@hfdrmdﬁemﬂolﬂ -yhdhnd)-persyllfaethy Y ahisazyl ] -
t 1 = .
?}e Sl emet Sk ek St
ﬁéhtﬁfo% 3: (Hnéthy{ommdo? 3iyNElfan St Weski f-aity) ahenz y1 | -

am ne;

[4 Bthloooz (raashHyl Hindol- mdwlfagymb@m}flhﬁymylﬁ@mu m

LU LSS o iR Ve b e g

) be—'@?ﬁlﬂorﬁﬂ?ﬁmldoﬁmymlfanyl) benzylamine;
[ 4- Chl or o- 2- (5- et hoxy-1//-indal - 3- ylsulfan¥ )l benzyl ]
- et {-Flagion methoxy { H-indol-3 -ylsulfanyl)-benzyl]-methyl-amine;

[4 ﬁ;bﬁog %1&11&9 IRLRSKY Pdmh 8k Mheil -a0ue) - Penzyl ]
[4 @{4@6 ®1quc(r6’ 1B idok §-yisul fanyidbbn3A yinsthlyf-amide) - benzyl ]

[4 @:Ng@fi%hzlal(m%%dsahewlﬁulfwar1%”&?10% rdlanyl ) - benzyl |

fanyl)-b lami
02 YR Hindol-3-visulfany)-bepavlamine: ) fanyl) - benzyl ] -
rret [R5, @i fregro-1 H- 1nd01 3-ylsulfanyl)-benzyl]-methyl-amine;

[ 4 |11?%&3ﬁ@ n1et?1y{amr1r(1)onlnét{1yl deglylbgl_fa/rlly?)lil{Igf-&}rrl]a/c!l-)S_-ca;e[Q-z(méHloro-1H—
}?%95%k%ﬂi(aﬂymlrﬁétﬁylLbe/nzym%thﬁ:ayﬁiﬁyI fanyl)-benzyl] -
[4 czw(ld{ -ndl-67luAfaoyo-benssd)-metiyl-3mines ul f anyl ) - benzyl ] -

h&fgr]m{}?éryﬁulfaﬁal&be%zy} BSLATS benzyl | - met hyl - am

i neg 0-(14 gﬂo@%o}fl?ulfa'nyl) benzyl] methyl amine; and
-methyl -1/7-i ndol benzyl ] - met hyl - am ne;

[ 4- @(m-@@ﬂsﬂmmyﬂ Henz:yil m@thyl -amynes yl f anyl ) - benzyl ] -
met hlya saef{nhelebf

80. The compound of any of embodiments 1-23, wherein the compound has the formula

IB and R* is hydrogen or methyl; or a salt thereof.
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[4-Chl oro-2-(5-fluoro-2-methyl-1//
-i ndol - 3-yl sul fanyl ) - benzyl ] - net hyl - am ne;
WQ2(05/0&48%r o- | i - i ndol - 3-yl sul fanyl) - benzyl anm PET/DK2004/000894
[ 2- (5- Fl uoro- 4- met hoxy-1i :
-i ndol - 3-yl sul fanyl ) - benzyl ] 38et hyl - ami ne;
[2-(4,5-Difluoro-1i7-indol-3-ylsul fanyl)-benzyl]-nmethy
lg1a
(2 T msp of . e of exbsrtiments L8001 e pharmacentically sceqprable sal
| - atienenf f&-ys2idvetitedicamienomet hyl - phenyl sul fanyl ) - |

T-j ndol - 4- ol ; . -

3% A0RHE R 0P 6F 25 QAR T kAP s pimamaceutically
I[ ?é?ngbﬁgt_'a@ieféal%%é?edfffér 118 e pairtibh i Aty dahieR o Yhd tréBRtBiYt of
6- Flaffmtiyeﬁqozdmt hyl am nonet hyl - phenyl sul fanyl )-177-in

| =5-0l ; -4-Ch| -1 7- . :
g S5 APy PS CBERL R TR S 2 g ascenticall
[ 2- ﬁéd&oiaBFéCﬂahf?héfécﬁ'lszf A8 Yk dpaida i b et b enfbr Mg treatment of
[ 2- (I H 1 ndol - 4-yl sul fanyl g benzyl ] - met hyl - am ne,;

[ 2 éppqessmomety|dsa@r¢eaﬁwc udiyeengapie]al ﬁ@tlhtwd@ﬁdemesocwh@mxwty
Sal spyhcfep g)%]st tzaélélxa?]# sfrgﬁydlgoageﬁggys sn%ectotﬁ%/p sﬁé (§§0rd91r gﬁnc

1- 23isomfeg pahie a‘ttb&(spmrﬂdﬂﬂlobﬁs dobml falm’mbraado&paabhaMZ
is hydrogen or nmethyl; or a salt thereof.81. A
&M‘éu HYF Qffe GOy OB e, RRdAm Rt b 89,0t & pharmaceutically

ph aﬁ&‘%g@ﬂfe sﬁg éﬂ&qﬁq&eﬁ% PRl ratidh tor b B, éi‘?&%leﬁpfor lt'kﬁeetréa?&n@nt of

userof a conpoun
enbd@nmﬂnns 1-80 or a pharmaceutically acceptable salt

er eof f i on.of a,nedi canen{ . for, th

(S A RERDS Gt tg? PP R Ol SOr ARSI aser PRI Ropmizsrering 2
Con%%b@ut@éal@ryfe&% ShoeiBed b@fﬁ?&lﬁld]of%g¥ @he 8f embodlments 1-80 or
pharmaceutically acceptable salt thereot for the

pr ep@hamlaomutmhllzaamgtabmmthefrmf the treatnment of

ARSI e TR PRt SR ot el DTS Fydtaing seneral

t r apiBbty Qisdhde@Scll S0 isoPls 85t ¥RuRATINMeS HSorder, obsessive
di sorder, panic disorder, panic attacks, specific

phob¢rasu151§9disardepha@bicailwd%gpﬁra@ﬁwi\a speific Fimbiass socéd] phobia or

¢
ohaRaduri ey e p as R Pt s BeotPr gmount of
pr epanhpdindrofahy andretdreidtements Qr8( dtex fHagakdBRAEalB acceptable salt

thereof.

o

87. A pharmaceutical composition comprising a compound of any one of embodiments

1-80 or a pharmaceutically acceptable salt thereof.

The present invention comprises the free bases of the compounds of the invention.

The present invention furthermore comprises salts of the compounds of the invention,
typically, pharmaceutically acceptable salts. Such salts include pharmaceutical acceptable
acid addition salts, pharmaceutically acceptable metal salts, ammonium and alkylated
ammonium salts. Acid addition salts include salts of inorganic acids as well as organic

acids.
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depression. 85. A nethod for the treatnent of an
af fective disorder conprising admnistering a
wo b@sapass i cal |y ef fective anbunt of a conpouneCDDKa0wy/000894
one of enbodi nents 1-80 or a ﬁ?arnaceutically
acceptable salt thereof. nmet hod for the
tre nent of depression, anX|ety di sorders incl udi ng

x&g}p £t sgmhl@twr@mmcu@rmclgd@hﬁiroaﬂm@mydx@lbﬁﬁmdelliydr01od1c
sessive conpul sive

phB%ﬁfomUs%‘iJﬂﬁtc s%lfa%x e%ﬁg&aol @eé&@acks specific

di‘sor der,” pani c
phobi as, social phobia or agoraphobla conprising

E _ad { Ni terl ng a therapeutically effective anount of a
é‘%lmfé Juitblegrganip acigs 1@*‘@@@0%01 mefie,8fckdbroacetic, trifluoroacetic,

t bles |t thereof. 87. A
prcﬁf‘@l{ﬂ%gﬁ% gc%}rla%ﬁéﬁgc?tggt Daric elycalic, H@coglc'c Jﬁ,ﬁsﬁ@,gﬁ@hmesuhomc

phar mac
madgig, naie, ofal eaind) acindElin, Sxéhosglc%% ﬁyrQJ&H@rerﬁ \rﬁf&t E&:% Illé( methane

sul ccep%able éalt t her eof resent

U 06%2 u TSICf ‘iagé“%ﬁ%@b@fpftrh@c,d?ﬂp?ﬁmkdsa sa‘hcgvh@ ethanedisulfonic,

glubHBME N e ur fore conprises
salts of t 1hce aﬁ%ﬁtﬁ%}ﬁ 8?1 ’énﬂyb 1c, PSF&PE%@EWOIC glutamic,

benghastiioriod p- cﬂlhdnysdmmoatsl eh‘fgﬁlll}tlﬁne 2460 a&@% 18 welGls Y8iSs.
tabl e acid addition

eutl
halgtﬁg?p@@gﬁf’l 5?*@@%%@6@%%}1@01?@@6 @dlthtshkeammnl um and
aI kyl at ed anmonium salts. Acid addition salts include

salts of inorganic acids as well as organic

Alsgélptgxgde@@g@ba@gacgtﬁtmahadcapﬁableIaﬁmir@ia[tidir‘l ARé 4 thé“l%tdfﬁ’t@s which the
phosphar i

I dro rom c, hydroiodic,
pre!Z%P llm&d Ak %HPtric acids and the Iike.
Exanples of SU|tabIe organi ¢ acids include formc,
trichloroacetic, trifluoroacetic, propionic,

rurdcet i C,
urt%grh 355 mepguﬁﬁsa@,ﬁ this inyention mdyuexist umun@lv}&@éd' dsGyell as in solvated
Ifonlc mal ei c, malic,

forn‘léﬁ ?h&macé\gfclaﬁ\é accgg{éspe p'tsrsueh aspyiatgme&anglaanddm likg. In

gengal; dlemob'atd&iﬁbhﬁs’l&e%@hﬁ@é}b& Lﬁ{;&] f rtar
. pami ¢, bisnet hyleqene gigﬁlég{e &gbﬁlmeh%rms fof the

purpé’t*??a‘?‘fghﬁsé%‘fe%ﬁlﬂc gl uconic, citraconic, aspartic,
stearic, palnltlc EDTA, glycolic p- aninobenzoic

glutan1c benzenesul foni c, p-toluenesul fonic aC|ds

The ph@pplmdslof ﬂ& pie&ht mvﬁﬁldﬂl&na}a&\)@%n'e o??notr{:gsgﬁﬁn?tflc centgleﬁ &nd it is

t heo nes, for exanple 8-bronot
mtel}"laﬁ?é%ilﬁt @O ngPW%écﬁnagnm@ns @adaanere@aier@msqap@bﬂea pure or

partially Budleh $4:RA1 1§§1Jn51§ 2l ﬁna%P-SxtP%d ;tlgqtre SFindl c'hng racemlc mixtures, i.e. a

present compoun are
mixture of stereo1someres are included within the scope of the invention

Racemic forms can be resolved into the optical antipodes by known methods, for example,
by separation of diastereomeric salts thereof with an optically active acid, and liberating the
optically active amine compound by treatment with a base. Another method for resolving
racemates into the optical antipodes is based upon 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, 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 JI. J aques, A. Collet and S. Wilen in “Enantiomers, Racemates
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Further, the conmpounds of this invention may exist in

unsol vated as well as in solvated forns with
w@basioeasuti cal |y acceptabl e sol vents such as REI/BK2004/000894

et hanol and the like. In general, the solvated forns

are consi dered equival ent to40he unsol vated forms for

t he purposes of this invention. The corrpounds of the

f r

e L S o (PR RRIPACAE sgmpounds can
als@ be reperedritirompticallyractvastting omeerslls. as separ at ed,

pure or partially purified optical isomers and any

m xtures thereof including racemc mxtures, i.e. a
Fufthethidh€ V@fen%tc%hﬁfe' joslids §§u11>%1%a'rﬂ“z91y%qg£§at% hhg @ystté‘rﬁ is present in

scope Of the invention Raceém c forms can be resol ve
theimolocilé ge@petng aﬂorrmns mpy_) deéormcdkh asvmtamdedh thds anyf grometric 1somers

exa y se i astereoneric. salt
o5 SR S T ORI R B ESET e AT Barar Ry Teifar e tnoluded
w1t‘HBI fhe 3tdpe Fehd MerRBnNEIKEAIROMBE RN ha8as ABBAd WithResdricted

base. Another method for resolvi ng racemates into the

rotagjsri may fognt gq@e@ergc isempras Bleesa preralechingmded b kepingluded within the
sod g gl rgs Vee(yatrlx Racem ¢ conpounds of the

8 8§ KPTFIRV et Fof tan al so be resol ved into their

optical anti podes e.g. by fractional crystallization.

The conpounds of the present invention may al so be
Fugtheygoyee oy of A cOBHRHRGSOH te Pigpeis insicaborepipy exist in different
taugo(?%iér}’c%h}{g %nrrde @gsdlh%hgévwhtafo@{}} )cgtgtémsegE rf*xjﬂ‘g t{1§t§%}é&d§?®nﬁg are able to
fornmte freclwied dvithGu die soepdafdse predridevehtiose di scussed by
J. Jaques, A Collet and S. Wlen in "Enantioners,
Racemat es, and Resol uti ons”, John Vvley and Sons, New
h/ Hvnti k2819 encORa6aL bidRAsiof el RORALASS pda als
1 pr e’:g%r ed gar %r}% 0 ta?s?aﬁ’() ﬁggtgtol veecrss}t arti n mat (Ser | a?%
adrﬁmustmeomunkrgmblmmlaalctontﬂrsob ﬂom ame(natbo:hcfpmcbdeyses before becoming
tlaII saturated rin sent
ot SR G S et as S4BT bR il % Eiionel
derhvatioBdednt BathpAs 9€ hérgl foSAURIISIA A8, KCARIATLEhich are readily
pure or partlally puri fied geonetric isomers or
conviexthle mevivhénedfe raqerqdm@rrw@emd of thhifermile .o ps 165 1K belF.

ti h
Cop PRSI aRe nbr B AR Bt o” pOGRG Hobig degvatives
are@eScriJed Ofok Bk LMsledntDeshi: dATebades, v tH Buridagard CRBSi&t 1985,
t he present i nvention. Furthernore, some of the

conpounds of the present invention nay exist in

Thuf gtlio%pélsg %’I&%@gﬁjg ?Jtﬁre'}rﬁ’et%%tes 0 S‘EE‘e glb?&g{aélﬂgg any

tonerie he conpoun orm
are included within the scope of the present

i nvention. The invention also enco asses_prodru
As tdﬁ%:r@pcég?éch\te tg%ﬁsﬁgwéls ofikE dnvegHon, 2-(1H- 1ndolylsu1fany1% benzyl amine

derivatives, are serotonin reuptake inhibitors.

Accordingly, one embodiment of invention relates to compounds of Formula I, IA, IB, IC,
IE or IF (e.g. formula IA) as the free base or a salt therof, wherein R'-R" are as described
herein, which compounds are serotonin reuptake inhibitors, i.e., e.g., having a binding
affinity (IC50) of 5 uM or less, typically of 1 uM or less, preferably less than 500nM or less
than 100 nM or less than 50 nM, preferably as measured by the method described in

Example 9 — Transporter binding assay.
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adm ni strati on undergo chem cal conversion by

nmet abol i ¢ processes before becom ng pharnmacol ogically
W@eiosMe14suibst ances. I n general, such prodrugs RET/DKR@4/000894

functional derivatives of the conmpounds of the genera

formula |, IA IB, IC |E or4lF which are readily

convertible in vivo into the required conmpound of the

formula 1, 1A 1B, IC, IE or IF. Conventional

procedures for the selection and preparation of
Ons@mbaélnéenppﬁuwggn@eneiamttp vempeynss 9é seniubel [Af By, IC, IE or IF (e.g.

forﬁuzag{;ér) ars tﬁel% g’as?. (SJ%IW\F})éer?f gﬁl%r in ﬁdéﬁc 8%52%%&%%% Perem which
corﬂgdjt@f@l@ latd e stheftiRie @él%)‘iﬁdétmlﬁﬁiﬂ@@ Unglse. g ABava@S £ binkeg affinity

ove the conpounds the invention
(1C20) pi 1ivHen 191553 trieahly|Of 16 2y leshreleradir iessathpy 880nMylgss than 100
|
o SRS SR A B0 5P o OB e 8Bin Eramplc 5

Trdmepdrdr diddind &sap.B, 1C, IE or IF (e.qg. for mula 1A) as
the free base or a salt therof, wherein R R13 are as
described herein, which conpounds are serotonin

%@F}%d rﬂ%g%fﬁﬂeigomﬁ?ates ecsgzpopf;i/‘%él o ﬁ? ?diii&n%lc IE or IF

(e. g gssnulp (Ieﬁf)eaathk)frelee’ems;e drizahs HefPokbrhdraaR tlhlélare]&(ﬁesmﬁb@d herein,
l SS than 50 referably a g nmeasured by.the o@%%n
FIRgERdS a1e afﬁxns repplalp i RIS 1 e G it ViR %1]% ity
(IC%U?QP'S ORNG: 1@§s 't}fb\{&ﬂ? igen J\@|o§‘¥6‘§§ ptré'-fega%mgé’s‘}ﬁ% 9(50n)\/1 less than 100

formula 19 formul a
nM drdefsrthan ﬁhsM pref@ablt/@s trrha@mcd bwf@rrecthockdemsuct\me‘imple 9 -

descri bed. herei n, which conmpounds are norepi nephrine
ar“émi{ GB35 ors, i.e., e.g., having a binding

affinity (1C50) of 5 mM or less, typically of 1 nM or
| ess, preferably | ess than 500nM | ess than 100 nM or
In paéggulamﬁ}q: 150e11§qonrp|r@f1éqseggmpou@,dsm§qgslgg tlmycomﬁenqdeqf&@‘dof serotonin

5 AR B FER  RERR OB R e

embbdifeniéladesito cbApolus dfChe 1hEeeron|(Fe (tBe gomﬁdlfnﬁbl bafoihAla)l, 1A, IB,
s the free base or salts the , wherein R R13 are

IC 35 @ dE ¢¢-gfdoretlailh) fappvhieh %oﬁop oam as d%s@@b%lgﬁawnhéemg dual
h
s BT LB O Parlef R LSRR SR gy which e

botﬂlexfaSeplrmphﬁﬁeE adubiakE égsbitdiambRexdbhinessptiteainhib@Orsnddchrof which are
%gs gan 50 nM preferably as neasured by the nethod
as #2BRY¥F i n Exanple 9 - Transporter binding assay. In
particular, the invention provides conpounds
possessi ng the conbi ned ef fect of serotonin reuptake
In ormehanthadiroentar ds pmfeexp'd rfeqcxhc corepowp pake invdnitioh tbsmassing the
combine dflfec% of serdtd {nereglgtafa e inhibition and norepinephrine reuptake inhibition as
described above, that such compounds are not also dopamine reuptake inhibitors. Thus, this
embodiment relates to compounds of the invention having a binding affinity for the
serotonin transporter which is at least 5, preferably at least 10 or even more preferred at
least 20 or 30 times higher than the binding affinity for the dopamine transporter, preferably

as measured by the methods described in Example 9 — Transporter binding assay.

In a further aspect the invention provides compounds possessing the combined effect of

serotonin reuptake inhibition, norepinephrine and dopamine reuptake inhibition.
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enbodi nent rel ates to conpounds of the invention (i.e.

the conpounds of formula I, 1A IB, IC IEor IF (e.qg.
wo@Rookoersd a 1 A) for which R1-R13 are as descr i PEODK2004/000894

herei n) being dual serotonin and norepi nephrine

reuptake inhibitors, i.e. codpounds of the invention

whi ch are both norepi nephrine reuptake inhibitors and

AcS8HRBN b RrdteHE kBoditRhDcl&sSo cERPHuREs oMieGRvARRnASe. the

4l r
defined above. In one enbodiment, it is preferred for
cormpeinde apoumdin IofA 1 ife IC niFemmtIF de g posimeked An don wieick &R ‘heus as
ef.fect of serotonin reuptake inhibitian and. g
o PR FEBP T HE STt ST RIETY ANCBIEP e JoBgr s g aipl abibitors,
i.e.tdppoSiEbfeRIPOUR Wwhigh BRtat #lcSAndapadhaepinepiikeuptake
. inhibitors. Thus, this enbodinment relates to conpounds
inhgfitorh eerotpnihteupiaki ahilritpra abd delpargina teuptakeynlfibitorsach of which
areselrdoéoeniarﬂj tLansporter which is at least 5, preferably
g °F %é& ?0%or even nore preferred at | east 20 or 30
times higher than the binding affinity for the
dopam ne transporter, preferably as measured by the
Phagmagsgéicelaseri bed in Exanple 9 - Transporter binding
In E530%1 aopBerine HbRtn ARDREL o LRl AT A HUIBE 3K, BTG, B or IF
forneeipd akedicadedti ti on, nor epi nephri ne and dopani ne
reupt ake i nhibition. Accordingly, a preferred
enbodi nent rel ates to conpounds of the invention (i.e.
. . . oy F
Asﬁ}rﬁﬁgi a l %{Jgfh g:‘:go\ﬁ# C Rérlgllgmlg’r%uag? raég}é?l?ogsegftﬁgrsgﬁn th
trafseorier. frr paptienlsreis ptondad, conpoepd naghe inventaondwhiohard duel inhibitors
eupt ake inhibitors, i.e. conpounds of the.i,nventi.on
of (i B 6P M USRS HERSRS oy QBT HOBRT S OF gyt aieiion mey thus
be L1Rk1EbE @ESme®ah AldYrdbrlo URbAK QyHeidih Biet RFtoniAdRAd/or noradrenaline
dopam ne reuptake inhibitors, each of which are as
aredwpliersefl. above. Pharmaceutical use In a further aspect
the invention provides a conmpound of fornula I, IA,
IB, IC, ID, IE or IF for use as a nedi canent. As
Ach®RBincBN &t ARONEadpae: 15O MeHitISreRitesttb@ cofipelihd efthdkidention as the
|nh|§|tors of the serotonin transporter, |In particular
fre¢ Baspop¢isdetheraiperiigd 8s amediramienty eptindartighies B campodhrepresented
nhi t eroteni nal. i
by P debhsr bl S BGOSR e B MIETE ) thus
- IR -Riset ildepaidehtlgadlomad frbm Iaydetigear ded-alR(endindgases-cycloalk(en)yl,
wherein the serotonin and/ or noradrenaline

4 G- 628 SR G KGR Y a0 s SR (8@t Vitihghe nitrogen form a
't4EZ ﬁ{éﬁb%fédrrﬁlgaéo%‘?aiﬁiﬁg PO HTBAL B b&lfb'? obﬁéf&ﬁ‘l&' s81Y A% in addition

to said nitrogen comprises one further heteroatom selected from nitrogen, oxygen and
sulphur; which ring structure is substituted or unsubstituted as described herein;

- R3-R'are independently selected from hydrogen, halogen, cyano, nitro,
C.s-alk(en/yn)yl, Cs.g-cycloalk(en)yl, Cs.g-cycloalk(en)yl-Ci.¢-alk(en/yn)yl, amino,
Ci.s-alk(en/yn)ylamino, di-(C;.¢-alk(en/yn)yl)amino, C;.s-alk(en/yn)ylecarbonyl,
aminocarbonyl, C;.¢-alk(en/yn)ylaminocarbonyl, di-(C;.¢-alk(en)yl)aminocarbonyl,
hydroxy, Ci-s-alk(en/yn)yloxy, Ci-g-alk(en/yn)ylthio, halo-C;.s-alk(en/yn)yl, halo-
C.s-alk(en/yn)ylsulfonyl, halo-C;.¢-alk(en/yn)ylsulfanyl, and C,.s-alk(en/yn)ylsulfonyl;

and



free base or a salt thereof for use as a nedi canent,
i.e. in particular a conmpound represented by the
w@emwsoed4ssormula |1, 1A 1B 1C |E or IF, e.g.P¢DDRE200a/000894
I A, wherein - R*- R2 are i ndependently selected from
hydrogen, Ci-6-al k(en/yn)yl, 4€3-g-cycl oal k(en)yl, and
C3. g-cycl oal k(en)yl -G - 6- alk(en/yn)yl or Rl and R2
- tRGed Ledetad fdin hh8rodkd, rcqgeemk AR @5 YCﬂwer@gh lah&9
contai ning zero or one e bond, optlonally said
rCrmgerictoadiden)yl-Ons-el(gdymyhi t rogen conpri ses one
u%thﬁ hete%ﬁ%ﬁr sel ected from nitrogen, oxygen and
|Eﬁ P3¢ i ¥HY " structure is substituted or

Wu%ﬁﬁ@@@&gbyﬂﬁd as described herein; - R-R are
I ndependent |y sel ected fron1hydrogen hal oge ano,

- rivhenghe splpuratam énatiashed v1a@g>.ngnz;)26qfélaq m@@ﬁ)%panf R" does not exist;

%hegx tﬁfY %.k gﬂ}r%@'ﬂﬁi %;c]ta%ea(sxaﬁl F%?H{ é ?ﬁl‘}e( 1é1§meq er} }){a does not exist;

Ghhdrtat k{lpndranmy icatdohetyVia atummh ﬂﬂ@radfblﬁmiylﬁole then RS does not exist;
C -6-al k(en/ yn)yl am nocar bonyl ,

. whea the sHpIU)ase Aoetacherhyip atq@m é)@f thandole then R® does not exist;

F\N}gé_nl;tﬁg ?ulﬁw.%al)t&ﬁx's %tgched a%é en}t%éngnhi)lg l}?%hai%m “fGes ot exist;

heaklo- C i . 6- al k(en/yn)yl sulfanyl and G

6- al | sul f on and- Rl is select
o Rt eR W@ﬁ?%ﬁ fom 557 SRR e st
C3 8-cycl oal k(en)yl - .6-al k(en/yn)yl; as the free

base or a salt thereof; W th the provisos that: - when
Byttheexuéssivnra cargoung ofitheanveatiow issmeano anyione of thé embediments of

ol ackibdcEarom i b Gl TR gt Bt = does

not exist; when the sul phur atomis attached VI a atom
nr. 4 of the indole then Rs does not exist; - when the
The mepﬁu AmaEnten rSo seletas IRetiPRArmACRIE AR POMPSSIHON cpmPTisias B eompound

of tgmte daved éaﬁjge%eg e% r}%g%e dc‘r aga%ﬁ%ﬁéﬁ%d%ﬁlﬁ%%ceﬁﬁ%%) ‘Z'?ceéJtable carrier

or fidieneXxi st; and when the sul phur atomis attached via
atomnr. 7 of the indole then RlL1 does not exist.

In an embodiment of the pharmaceutical composition, the compound of the invention is

present in an amount of from about 0.001 to about 100 mg/kg body weight per day.

The present invention also relates to use of a compound of the invention as the free base or a
salt thereof for the preparation of a pharmaceutical composition for the treatment of a
disease or disorder, wherein a serotonin reuptake inhibitor is beneficial. The medicament
may comprise any one of the embodiments of formula L, IA, IB, IC, IE or IF described

herein.

The present invention also relates to use of a compound of the invention as the free base or a
salt thereof for the preparation of a pharmaceutical composition for the treatment of a
disease or disorder, wherein the combined effect of serotonin reuptake inhibition and
norepinephrine reuptake inhibition is beneficial. The medicament may comprise any one of

the embodiments of formula I, IA, 1B, IC, IE or IF described herein.
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By the expression a conmpound of the invention is neant
any one of the enbodinents of formula |, 1A 1B, IC

WO BD0si0614F5 i n particular formula | A descri bed PET/BKR2004/000894
The present invention also relates to a pharnmaceutica
conposition conprising a congdund of the invention as
the free base or a salt thereof and a pharnmaceutical #
acceptable carrier or diluent. In an enbodi nent of the
phar maceuti cal conposition, the conpound of the

The preserttiimrention pise s@ates tousaref arompoumt of the mvabioert asthefiee base ora

G5 RTH ORRA, DOHAE SUHED SBta T 81 B o

diskA¥¥ QR Eis@ﬂieﬁi’ché é'tﬁn&hé‘&ef‘i’@)‘% 8f QroRnidktpthRemB it drodndtdd@epinephrine
yreparatlon of a pharmaceutical conposition for the
an

deamingeuptake indilttion & hsnefivislol Hemedishwent maycomprise any one of

the3ERE AT rfﬁf&&ngﬁaﬁ%?@%ﬁﬁ SiE SERE e b henc s of
formula I, I B |E or | F described herein. The

r esent |nvent| on aI so relates to use of a conpound of

A fupther qm@ﬁlnm@ﬁ o4 dhe inEertioagelges &0 te use aht @omn@%r@darf fergpula L, IA,
t I
IB I?eIIﬁ7 I?tf IotﬂF %epgragggse %ﬁéﬁ%ﬁa&%t Gc(épg%\?\idsgt o?ﬂ“o{ﬁ treatment of
affe@iv‘eldmwe&n‘, ﬁaemtdmj‘rdae,rm]DHﬂD ind eieps akeary itbhiiddnoqt and
nor epi nephrine reuptake inhibition is beneficial. The
medi cament nay conprise any one of the enbodi nents of
In% Q8L ARL invefviod Bso *‘eqateé 5 REoFE C%E&Hdbcﬁqh@f%/@ﬁtfbn-r Qhe free base
resent Invention also relates to tuse of a conpoun
or 4 ket &meﬁfotr tire mspetrhteorf mﬁaepltaasecemncai comipositibe f@ahe frcﬂtment of

the pre Q r na onposi tio
ottt R o Torhy (B SR R S R YR a s pisive disorder
to & £&8dd 195c1SQEPHOM e LRHUPIRKE stilphd Riebtel8v@BRorders and anxiety

nor epi nephrine and dopam ne reuptake inhibition is
disbelesst i ci al . The medi canent may conprise any one of the

enbodi nents of formula I, 1A IB, IC IEor IF

descri bed herein. A further enbodi nent of the
A mﬁﬁwnhmlrﬁ@h%ﬁ@erﬁ@th% hise d5EcahpAiIng @fPsrdigh DA I8,M8| D, IE or IF

IA IB IC ID IEor IF for t he reparatlon of a

forph@pm@émn o4 heompesiticalsanipepition éorttﬁéﬁﬁﬁéwm effdepressive

af f ecti v.e ar t
cisfieRar Wt hEroe E Pl R IRed MR BE R ¥ BTy

cors@dtiaf @8 niafor deresdiveadieOdpo posinghl depeession alitsigmiasnd &@ression
free base or a salt thereof for the preparation of

assppigiewd B Ripelar diserdpo dIZ0PiBITS: GFYQNRES OF BHKHSALS: 3P further illustrate
W@B&ﬁ@u&mg tlﬂe’ SOLARGS an éﬁﬁbé s gﬁfthé in%ﬁtf {&n g@&b%ttfjeatmem of

I nvent i on, ective disor

majcrrelapzesiswesdm@klexc h&cﬁthézf@nﬂbddhﬁe@rconq:enmﬁs itrsbtinregt of postnatal

depressive di orders and anﬁ X
depression; another embodiment concerns the tfreatment of dysthymia; another embodiment
concerns the treatment of depression associated with bipolar disorder, alzheimers, psychosis
or parkinsons. To further illustrate without limiting the invention, an embodiment of the
invention concerns the treatment of depression associated with bipolar disorder; another
embodiment concerns the treatment of depression associated with alzheimers; another
embodiment concerns the treatment of depression associated with psychosis; another

embodiment concerns the treatment of depression associated with parkinsons.
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di sorders. A further enbodi ment concerns the use of a
conpound of formula I, IA 1B, IC ID IEor IF for

wo b@speapair ati on of a pharmaceutical conposit i BCT/DER004/000894
the treatnment of depressive disorders. Typically, the
depressive disorder to be tréated is selected fromthe
group consisting of major depressive disorder,

In aoﬁﬁh&aér%odﬁ%%ﬁ§§in%‘nud¥ﬁ/a3§&ﬁé[ﬂt@ t9de Qﬁ@é&ﬁ}&d\mﬂ of the invention as
associated wth fpo ar di sorder, al zhei ners,

the ;ﬁsy bhwsirs: sl tipaeddifosdin preprestion of rohainacaaioeheempesitifor the

the invention, an enbodi ment of the invention

tre%ﬁ%taiﬁg PRt r eat nent of maj or depressive di sorder;
anot her enbodi nent concerns the treatnment of postnatal
depressi on; anot her enbodi nent concerns the treatnent

In a)ﬁin&jyxsqm@qﬁnaentah@mw@mu%r,@@mjemto @@@1@%4 epmpayad of the invention as

e BB AERISPE O GRRGEh I BB B8 Bopgicon tor

tredimbAfEankletyusiidradre. Wihlyt theiafkietyndisdrbers tnvemntdted areaelected
enbodi nent of the invention concerns the treat ment of

fronidhe eosb sAnsgingof geratab@nxiethilisendsr. seqiaglgmaiety digprden@pst traumatic

stregggggrldgf %556%910% %rﬁéﬂéﬁﬁ&gg%& :F‘apﬁl edﬁéogﬁ%pﬁé 4f&ks, specific

phob@R¢&icis phbida tiidagorspiobod Iide furrtes embodamntﬂhatm@nmm hlso relates

psychosi s; anot her enbodi concerns the tr
to use oa@s@@ggmr@rpfég%@aﬁ%tt%ﬁsﬁ% e 5% (1 S5 LIEFFOR 141t Risparetion of

a pﬁzﬁ%@gé foﬁ-rﬂﬁsmfa}{ e hoBeAhRA: 6134@1%1%? aﬁﬁet?%?so?&er 8n a further

COfT'pOU nvention as the free basé or a salt
embdiiment thé orventien gisepiatet toowe of a aoppeumdad ¢ inyertion as the free base

co tipon for the treatnent of .d ol
o SSREA LT ok L st o SopCsalon, b S o
socPf afxiEQMPRLAY. Bf a fuRBled HNEIHiMER 1BS invBRidd A% RAE Blus@ofa

salt thereof for the tJor eparation of a pharmaceuti cal
compxmnd@ftheonvefrmllontah thetfresdianent a exflt thaepioy thfi prepatetien of a

Typi cal sord s o be tr e
phaPestTee orumne ot peeBRy Gt PRt iy o fathe
emBd ERkAEhHe PREERInRAKDEENO Gél@t@ﬁ felse RO coinhauips the SivegS6n as the
di sorder, obsessive conpul sive disorder, panic
fregibase pcjélsalt ﬁwgrﬁoé tl‘@mrgm@tlonsqf@(phfarr@acrgﬁmﬁl ggmpg@@q)@for the treatment
hobi.a and ar r
of ‘?“ﬁ%séhve SHPAP gv 0 aﬁg rg%)egl hﬂt&se o%éggg%ﬁﬂgungﬁéﬁ %lﬁg?elates to use
of 4 EvEFYUNART &R ihhertiohae e ke ar $adlt tht:ﬂeef foo thef epdrhiton of a

preparation of a pharmaceutical co 03|t|P ;or t he
phatfmémuﬁﬁﬁtcoé’fpoglélﬁ@f%th%ﬁ?(ﬁ‘t@te?t G ESBRARION g T R EFboiment

V. I
preg%;?npﬁ)rg}emg% ?lgc? lét&nt\‘rj)re{fﬁté ?g% @J)rﬁﬁttn%ﬁ @‘1 grggﬁlgarsqge g'ea? base or a salt
thetdo€ fxahe preparttien @ﬁaapimhcwﬂcdfcompphﬂmrﬁmetht tregment of panic

0 t for the treatnment of i et
s O BT ATROf FADh 1 SO ABRLSERS PP S PArEhof e

invERh A RShd BediBRe @ aRalt thereof for the preparation of a pharmaceutical

composition for the treatment of specific phobias. In a further embodiment the invention

also relates to use of a compound of the invention as the free base or a salt thereof for the
preparation of a pharmaceutical composition for the treatment of social phobia. In a further
embodiment the invention also relates to use of a compound of the invention as the free base
or a salt thereof for the preparation of a pharmaceutical composition for the treatment of

agoraphobia.
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conmpound of the invention as the free base or a salt

thereof for the preparation of a pharmaceuti cal
w@ewpoeidsi on for the treatnment of post traumat PCT/PKe@3600894

di sorder. In a further enbodkpent t he present

invention also relates to usé®f a compound of the

i nvention as the free base or a salt thereof the

A Priwaagettod thf inzepharraites i  asthabip tdgi tidaoner: of a dhease or
In a

.Lreat t .of obsessive conpul sive_disorder. .
ipES RO B DGR e AL PO R R 5 G b SieaFieSuchrs depression,
Ribty2di SRR W Bhe bdHRrd] BMERE 8 f r ;
ansaly?ht her eof f or- f’her pr eparylat %béﬁébg&galghgirgwggioggé}t% t traumatic
stressvposdari dsessore colputsieatiseder, pénipdisbrledipanicdettcks| gpeaific

R R TR O
copfiéiht atMeHieeind ©ra SubRcPMeREE ﬁ{e]'gébrf a%erépéﬁﬁ@él[}?&?#ﬁb% Shount of a

conposition for the treatnment of panic attac
compeyriied! thorisoentianras thhles basenot aoalt Hlesawfria. at wstitats@mpound

rerdrfef P RORHe B Bl SaPh el ofF o Pae s Grmaedae | cal
conposition for the treatnent of specific phobias. In

a_further enbodi nent the invention also relates to use
In & furgier gmpedimgnihe Prrseitivemtion relass thide iseef dersepomnd af formula I,

| ot . for e r ' f har maceuti cal .
B R A T I —
corfipwsitiver foe theatbatmeatt of heinidivoedud. dio faktier iNedtakeRithOutUSSting the

. of ,a conpound of the invention as the free base or a
inv@iih, FREROLApraEr fe tortaaT Eese BPmahp Ear raOBRtEar

b it 3 n i.a A further
o e[ F eV e pERDDoX pBORHARNA By B ldih R el as
pain whale memke afd duritigskdy ecivitied. JorfieherdBheeteditha@mntitigs the

vaLoup. con i(?tl n an affective cii sorder, such as
i Fp e ed PR iR e Bedicrerascrme fsrosmgk senaromalgia
synafbahe b} oteSQRKIRNm e HRh& m e k@b S50 P@?;\S;e[enother embodiment

traumatic stress di sorder, obsessive conpu
congerad thedreatmperiof belikspain enpthpremboditeacdmiceapeitfdatment of

1.As, ci.al obi a and agor aphobi a i n i Vin
BB 308 S BheR B AN 200 BB & AL e
em i Bhtoasdrigtht re@infeAbbLFdin WhilB@edkd hel &ofn a(ijly agtivities.
therapeutically effective amount of a conmpoun o? H]e
invention as the free base or a salt thereof, i.e. in

L C : resent ed by, the general
In PO R ol RN [FRAGSOHE B 08 FERE DR of fyrmula
IA, {By IChéD oe b aslinverde Habeo €@ RErebMoe ﬂ{ei/iﬁaparﬁi@t&% lSth%lrmaceutical
t he, use OL a conpound of formula I, |A 1B, 1C5ID or
compesiyen {ordhe fredmsasel astentonsdaficit ypewmetivitodiserder.
preparati on of a pharnmaceutical conposition for the
treatment of pain disorders. To further illustrate

In aviitthanetmtodiment mige frbeent mventtdnae]atdshe teaise oflh $emEeind & formula I,
ted.is.sel ected fromihe group consisting of i
IA, Pfi ItCr, 115 0% as the%ree ase or a saﬁthereofg for th% preparation of % pharmaceutical

composition for the treatment of stress urinary incontinence.

Pharmaceutical composition

The compounds of the invention as the free base or the salt thereof may be administered

. alone or in combination with pharmaceutically acceptable carriers or excipients, in either

single or multiple doses. The pharmaceutical compositions according to the invention may
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fibronyal gia syndrone (FM5)5 overall pain, back pain,

shoul der pain, headache as well as pain while awake
w@eesdersshg daily activities. To further ill usPCEDE2004/000894

without Iimting the invention, an enbodi ment of the

I nvention concerns the treat#®ent of fibronyalgia

syndrone; another enbodi ment concerns the treatnent of
be BURLBL Wl 'aéﬁlﬁgéd?i%éuﬁmeﬁthﬁi% R EPNGEiRRns RS well as any other

treatnent o ack pail n; another enbodi ment concerns
knovimeadj meatsreedtexoipissisouladerrdpae rwithesva brgfonehfedtiigues tsuch as those

. concerns the treatnent of, headache:, anoth odj.nment
disema e Remiion 1R Sree St BERRCSH et 0 KRG o, Ed.
MaS@phinlishGle 6.t E&Son, IPA, @0d4ir t her embodi ment the present

invention relates to the use of a conpound of fornula
, 1A 1B, IC IDor IE as the free base or a salt
er

I
t eof f.or. the pr.eparation of.a armaceut.i cal . . .
The ARGt PRPoRHEN b Prvaise LS R Eh ki GRimipipration by any
suiti¥REH@E LiidH dsthélbeOre@E], ndsal, Pulndriabe o b GricnBINtg tieeal and
present invention relates to the use of a conmpound of

subtingual), &ransdernag, inBBcisiernal, Mntsaperifongsl. vaginglaad perstera (ingluding

salt thereof f th [ rat.i '
st S L PAGRIARH A O A BRBIR L i rt e
benh%lﬁxfémrfea.en el bRhapireiaedtthaahe prefpedirbitemvill leparnpatiagdsneral

of the invention as the free base or the salt th%r eof
Conﬁfﬁwnﬁéd@éﬁpm@tséwé@ tg b Hgatse. the neyr e PUKivAn 18 be treated and
the B eqﬁgl%gfehrawsgn acceptable carriers or excipients, in

elther®single or multiple doses. The pharnaceuti cal
conpositions according to the invention naybe

formul ated with pharmaceytical » acc abl.e carriers or
PhPEGRACE U RN PP S1F) COHURANUAF A WA SCarigrms Such as
capgﬁljlg% RAHRAL Sirhdre@GRN Mﬁ&s%d%e&?ﬁﬁ’c?@%hﬁ%ﬁ@Wﬁ&@ Eﬁ%r@b’ﬁ%e, they

as thcgse di'scl’osed 1 n Rem ngt on: e Science an
canPregreparel with Pbatingasych ds@Enidictcoatings@e niregran bEdormulated so as to

Publ i shi . ton, PA 995. .The phar maceuti cal
LSO S P TEE SPREHTSErTy o P IE] oF GfOLOSERd release
accBIM NMHoShEBSAORIPXnARY instHE habl e route such as the oral,

rectal, nasal, pulnonary, topical (including buccal

and sublingual), transdernmal, intracisternal,

.intraperitoneal , vaagi.nal .and parenteral (includin :
Lo R b ot ot A AR AR PRI T, SSHE slibspgons
syr@pychnidrtikaedler mal ) route, the oral route being

preferred. It will be appreciated that the preferred

route will depend on the general condition and age of

t € 1O : . g i g
T
nordbadots ¢ edtatslakolanompdispérsioss, lsospeasiahs ardmulsishy @t welhas sterile

i ncl ude solid dosage formns SBYCh as , , ,
powders to be reconstituted in sterile 1njectable solutions or dispersions prior to use. Depot
injectable formulations are also contemplated as being within the scope of the present

invention.

Other suitable administration forms include suppositories, sprays, ointments, cremes, gels,

inhalants, dermal patches, implants, etc.

In an embodiment of the pharmaceutical composition, the compound of the invention

administered in an amount of from about 0.001 to about 100 mg/kg body weight per day.
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capsul es, tablets, dragees, pills, |ozenges, powders

and granul es. \Were appropriate, they can be prepared
WOWwGk/06ass i ngs such as enteric coatings or theRCTRK2(98/000894

formul ated so as to provide controlled rel ease of the

active ingredient such as sug8ai ned or prol onged

rel ease according to nethods well known in the art.

Li qui d dosage forns for oral admi nistration include

sol uti ons, enul sions, suspensions, syrups and elixirs,
Copfeatantly bt |cempommm:ﬂnet inwergiohare @:hmelrstf@mém a unit dosage form

d
co TR Th B BRut BrE ERp Rl s R RERY, SRER %P core
ust@YSie Rgn RS WBbEt (BSS S5 ke powders to be

reconstituted in sterile i njectabl e solutions or
di spersions prior to use. Depot injectable

A tfg}glé%u olr%.fcfcv?%;e 1%512&%!%%?%600%% n%%o%tt gq)rqg%o gtﬁc%h{g 98 mg?kgnb Cg/eweight

perdidf] fiefetdbdy from dHLNB.01 Behitde 56 uippasbidyrweight (P ﬂ@y’,sadmmwtered in
oi ntnments, crenes, gels, inhalants, dermal patches,

ong QRINARIISSAgEs SUCh 33 1o Jedasaghsnbhe exset daraepwal ﬁ%é@pp@whe
t

e GRARD R4 080 of Ay ERIRAUE I Shext HE, WRKEERA Elbggial condifion ofthe
sub}ﬁﬁtrﬁ@tédgghé)miyrevmgbvernﬁ of thayofditive negtad hyd aﬁ}h®ncom1tant diseases

corrpo nds of the invention are adm nistered in a unit

%ﬂéromeéé%ﬁt%.rsﬁmgnfstan%m&éh@a@ﬁa@e.aﬁ an anount of

about 0.01 to 100 ng. The total daily dose is usually

in the range of about 0.05 - 500 ng. A typical oral
Theltismgktioss inayphlevemmgg befordseutrd abanit dc@a@@ﬂarmdﬁsahanhbds known to

thoéeog\’i'%k 315%%? y%\é\/m ag géﬁ%g&gpg#? foer agla%vstr ation one or more times

per@ﬁ'}“sﬁélﬁéselr Rk ﬂnﬂe@?ﬁ‘ dak n@rc%nﬁ%ﬁgl%so suhatRst 1000ang preferably
doSages. The exact dosage w || depend upon the

froforabquieh Y taaatpundeemef angomprsi sefered Gam abeat 8.&xng wyabout 200 me,
wei ght and general condition of the subject treated,
the nature and severity of the condition treated and

ForptYerf&aCOMek aildh 4 is8acasud, hkehdchle ﬂit@%@ﬂlﬂa&ld’dﬁﬁmﬂar
factors evident to those skilled in the art.

admmsmau@n,.tmgalha@psaéwvew@mrdgr obabpytdhsiihedose ﬁmmyted for oral
adnn s%%i rE.or.m by methods known to those skilled in the
ypi cal unit dosage formfor oral
adninistration one or nore tinmes per day such as 1 to

times per day may contain fromO,01 tg about 1000
Thwmm@fié P%%wnw%mna%aﬁnemlbsmthae%%@ﬁ frso guibpncs QEas a salt such

as iTgl a?mQEe%anﬁlT}ﬁ&cE 957 300 Werddr 20 MW Lath AP RYh R0 diBion Bt of 2
r ecal ,

enteral rout such as i ntravenods, intrat
comp‘dundmasmg Itlaer utdlitgl of b fick drse. When a compound of the invention contains a

free base such salts are prepared in a conventional manner by treating a solution or
suspension of a free base of the invention with a chemical equivalent of an acid such as a

pharmaceutically acceptable acid. Representative examples are mentioned above.

For parenteral administration, solutions of the compound 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
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adm nistration, typically doses are in the order of

about half the dose enployed for oral adm nistration.
wab@soerpodunds of this invention are general | yPCI/DK2®e/600894

as the free substance or as a salt such as a

phar maceutical |y acceptable g4It thereof. One exanple

is an acid addition salt of a conpound having the

adididthati¥n OFhedstdr{18 BqRREE meWiaiinFo GO HIN @'ea@f yb@lable by standard
i nvention contains a free base such salts are prepared

techniqaecknoveripithrsalskivied iethetsyt. t reat i ng a sol ution or
suspension of a free base of the invention with a
chem cal equivalent of an acid such as a
SuRiRE ﬁﬁﬁﬁi&&é&@hﬂ @i eRlaR|iferfsd 11 difkeRs ©3 EINeA! §t¥€le aqueous
exanpl es are nentioned above. Forﬁgerentera
solgtion midyarpup erganisgolittnnExanplenel whdseuiess o ladese, terra alba,
suclﬁ{)]s\éeggyfcléﬁd’]exg nyiaé‘s rg'elaa"?llrjlg,gaégzo ‘lﬁagetgoEgatcéogl}agngsggrﬁé%grate stearic acid
and@RaR b1k Ethem ! b@lhﬂéﬂél By &dpleSULligad vesidss a‘i@gjzthﬁ%e‘énut oil, olive
shoul d be sui tablg buffered i f necessary
5

oily phsplep pife drity aqi¢ss fativensirbaaiges. Polionyehyiennasries Smilarly, the
N L e T e T
glyseiyt uioanaem&e angdlyiceadyt apmaralt@ nkakadmiédGthbivex. Thae

sterl | e agqueous, rreg} S yed are all rea(fl %)Ti
PheyRPPIS POt igRe e B atai GRAPOBNY floge invention and the
phé‘h‘lau: Ral :{Ec&%’igbléﬁ&‘negudre %h?ez@h@rﬂ £etetidh a %]Féﬂy%f%osage
I ncl e inert solid [ uents or ers, ster
foramwemakﬁe Swlthe discioseddovtas Dfmknmrsgamm Telfommntlstions may
Exanmpl.es of so dcar iers.ar terra al ba
CO SRS be BiFSTUtei F HHOSEE 5 gu At s Ragyiyin T ppohermacy.
acaci a, magnesium stearate, stearic acid and | ower
al kyl ethers of cellul ose. Exanples of liquid carriers
Foamdatggns o theasent ingemtionoduitelele dp omlmrqi@gp}stjamcplpmds be presented as
| ene

aisGl B STt By AT R R AN R B i fpunt of the

actﬁ@Mn&‘é&ﬁeﬁﬂ BedwhRheaseinbRte h satabi@Wibibt, Fltehedhbre, Sléally
ceryl nonost earate or glyceryl distearate, alone

aveekab% Redulajiens raasiwedn therprafenaeelst ptaqanu,lew@@lwtnoc@g suspension
t
in {PATEALD ERTRLENAGIAIE SPATRONAT B of UEid XSOUICRM BRthsion.
read| ly adm nistered in a variety of dosage forms

suitable for the disclagsed routes of admnistratio
If aryodideairiay Sa4SPe Y GrahAdaypiy B n theyprerargioagasy betabkttefﬁ g placed
in RRA3R1H0E DM TEROREE (IR ol bhE g2 O Tor [ ke or lozenge,
Theembumdifisolid tarsti may may toewit eseily éd fiam ahoc P& te torabbst 1 g.

such as capsules or tablets, each containing a

predeterm ned amount of the active ingredient, and
If 4% &% ?eglﬁllér isRGAAIdR Fedtht APy 8X G Bk &8t of MG DS MM Son, soft

y

gelatine capsule or sterile injectable liquid such as an aqueous or non-aqueous liquid

suspension or solution.

The pharmaceutical formulations of the invention may be prepared by conventional

methods in the art.
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15

avai l abl e formul ations may be in the formof a powder

or granules, a solution or suspension in an agueous or
woorvsaeudedus |iquid, or an oil-in-water or watBCF/DR2@4i000894

liquid emulsion. If a solid carrier is used for ora

admi ni stration, the preparatbon nay be tablette, e.qg.

pl aced in a hard gel ati ne capsul e in powder or pell et
Forl &G %r T%bl@ts rh%r E@&reﬁ&é&b?ﬁmi‘m‘brﬁ&&&v@ ﬁn%r@dﬁ@ﬁ’c%th dlaghary

anou solid carrier may vary but will usually be
adjfvamts aiolémtdﬂzsnmrgnd wbabwnﬂsl cgmpieksing thequtilr@a‘r g F@yvepigonal

ol EREe g AT IR G Dbt Sy Sorhy B Ryaro sireh

taldubf) $hdnsdiGh s@e%ra@é" g@HMﬁ@ UctOde, E@rﬂs 26 eRiskd. iAGYicBher adjuvants or
suspensi on or sol'ution. The pRarmaceutica

additbvanwisealiyorssd &r wﬂepmmv@stsueihamwbmg@,rféqda\d@@gSbyreservatwes ete.

nvent i on. ods in rt.For e lets
mef 0 i P egas B0 DY MR ke ik et AEReG it h
ordlnary adj uvants and/or diluents and subsequently
conpressing the m xture in a _conventional tablettin
Solncﬁ@mﬁ fee injekianpmes bepre@@rqd\bé{rﬁlssowngme@éﬁ‘f@ng@é@m @ﬁ possible
ves 11’? % 251% gg }%?si%ﬁleegt &Hront %Je?elﬂggl% Q%g{%h%ét%%]ust%the solution
to thé B@ireadfjohmwts&nﬁﬁln@dw sIoilutfbsl and WAlihgyit trs @dtablerangisaites or vials,
pur poses_such as col ouri ngs, flavouring

Anp paiie addiescosyentionaly BiIs &if 3t BT aéagéqﬁiafucméyorg%v agents,
mﬁ&ﬁ%ﬂﬁka&ﬁo%Mhﬁgﬂg@ active ingredients. Solutions for
Injecti'ons nay be prepared by di ssolving the active
i ngredi ent and possible additives in a part of the

splyent for. injection, bly s wat er

In afu: {@Sﬁgctttheepljgaqnmr}vgﬂtl rbraﬁﬁgs% Y, fféa(ﬁ ggyrﬁp@mgacompound of the

invElRI do Siaelensabubing and filling 1t in suitable
anpoul es or vials. Any suitable additive
conventionally used in the art may be added, such as
tonicity agents, preservatives, antioxidants, etc. In
a further aspect the present invention relates to a
net hod of preparing a conpound of the invention as
described in the foll ow ng. Met hods of preparation of
t he compounds of the invention The conpounds of the
i nvention may be prepared as follows: Method 1 (for
compounds of fornula | A) Al kylating an am ne of
formula Il with an al kyl ating derivative of formula
I1: RL HN R2
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() (I'11) where R -R13 are as defined herein, and L is

a |l eaving group such as e.g. hal ogen, nesylate or
w0 ewgloet463 wher eupon the conpound of fornul a | BCT/PK2004/000894

isolated as the free base or a salt such as a

phar maceuti cal ly acceptabl e &ii d addition salt

thereof. Method 2 (for conmpounds of fornula IA)

Reducti on of an anmide derivative of formula IV: , 9 ,

1 (1V) where R-R 13 are as defined herein; whereupon
Me¢thedcofpepatatiom dfghewbrppundsofi thelimtendions t he free

base_or | t. such as har maceut i.cal | y acceptabl e
Thg PPy Stol%gkhe 1§§?r§1°flﬁ%?y3)o Pre%?cfcw%l odO¥For conpounds of
formula 1A also for conmpounds of fornula |IB when R12

hgdrogen) Reacting an indole of formula Vwith a .
Methagdnforspmpoprds i fumudy IAhalkybsingfangniag ef fpgmula@lIFyith an

(M (ML) re-.Rl-R13 are as defined herein; whereupon
an‘&i{%mggéﬁ%\é%%nv Ogtfo%ql%‘ﬁra | A or the conmpound of formula

| B when R12 hydrogen is isolated as the free base or
a salt such as a pharmaceutically acceptable acid
addition salt tireof. Method 4 (for conpounds of

formul a | Reduct i o&sof an am de derivative of
formul a R~ 9 R\ ROp RIl- =\ OJ RI3- - N
R12 R4
R11 S 3 R1
" w
R'%” k7 RE » ‘R?
R5
1) ()

where R!-R'? are as defined herein, and L is a leaving group such as e.g. halogen, mesylate
or tosylate;
whereupon the compound of formula IA is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof.

Method 2 (for compounds of formula IA) Reduction of an amide derivative of formula IV:

vy

where R!-R"? are as defined herein;



10

15

CRR (VII) where R R13 are as defined herein;

wher eupon the conmpound of formula ICis isolated as
W b@s061ss base or a salt such as a phar naceut i BEI/DK2004/000894

acceptable acid addition salt _thereof.Method 5 (for

conpounds of formula ID) Reddétion of an ami de

derivative of formula VII1l: , 1 R(VIIl) where RR 13
whareep@asthdebmpedndef BirmulaiAds éoposd idte Gespaend achlt such as a

formula IDis isolated as the free base or a salt such
Ph%@aée%ﬁéu%@@magl%ﬂcl%dé@&@piagﬁh@e%&:i d addition salt

thereof. Method 6 (for conmpounds of fornula |IE)

Reducti on of an amide derivative of formula I X FT
Mdthod 3\({foe cemBaurRk D dsrenas I Alefionfed chepinds oM erRLPIBWhEER 2 »

conpound of forrmula IEis jsolated as the free base or
hydrogea) (Reaeieng asingolsiol formpia Y i eith ¢ jeageriap temraa Y& by the use of a
cat?lggg:ti on salt thereof. Method 7 (for compounds of

rimul a | F) Reduction of an am de derivative of

formula X', 1 2 B R R where RI-RI3 are as defined

herei n; whereup&n the conpound of fornula IF is

i sol ated _.as the/freexpbase or a sal tNsuch as a

phar maceut i accept abl e aci d dition salt
t hereof. Met hQ

R12 = hydsioge

formul a :

V) (VD

where R!-R*? are as defined herein;
whereupon the compound of formula IA or the compound of formula IB when R'? %
hydrogen is isolated as the free base or a salt such as a pharmaceutically acceptable acid

addition salt thereof.

Method 4 (for compounds of formula IC) Reduction of an amide derivative of formula VII:

1
RO R 5 N/R\ |
R" S RRa
RN AR R® R*
R’ R
(VID

where R}-R" are as defined herein;
whereupon the compound of formula IC is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof.
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R' where R ~R13 are as defined herein; whereupon the
conpound of fornmula IBis isolated as the free base or
w@2®al614stich as a pharnaceuti cal |y accept abl e BCI/UK2004/000894
addition salt thereof. 2 _ - Method 9 (for conmpounds
of formula ICwth R' = hydrdg®en) Deprotection of a
conpound of formula XII:R (XIl) where Rl, R3-Rl3 are
Meéthod e (fednpRusdd o Ebenita 'I§? RePIRHE BF LR BB vEHE b FSrmula
a carbamate (such as nethyl -, etlhyl-, tert-bntyl -,
VIl yl -, or benzyl -carbamate); whereupon the conpound
of formula ICis isolated as the free, base or a salt
such as a pharnaceutjcally acceptabl® acid addition
salt thereof. Methdd\10 (fBr coap s of formula ID
with R2 = hydrogen) Dey [ ~ednpound of
formula Xi11: R 11 / ‘ [11) (where Rl, R3-Rl13 are

allyl-, or beng “Tar'bamat s WK
of formula IDis isolajed aRRthe
such as a phar maceut Real | y acceptabl e acid addition
salt thereof. Method 11 (for compounds of fornula IE
with R2 = hydrogen) Deprotection of a conpound of
formula XIv:, 13 FT R (Xl V)yyhere Rl, R3-Rl13 are as
defined herein and Ris a protection group such as a
whess RaREt @e bsdefthed$ersi;hyl -, ethyl-, tert-butyl-,

allyl-, or benzall - carbamat e) ; .
whereupon the compound of formula ID isisolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof,

Method 6 (for compounds of formula IE) Reduction of an amide derivative of formula IX:

R
y Os N

13 R .
R R?
; N S RS

RN
¢ R® R*
12 R
R R R
(IX)

where R'-R'? are as defined herein;
whereupon the compound of formula IE is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof,

Method 7 (for compounds of formula IF) Reduction of an amide derivative of formula X:
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wher eupon the conmpound of fornula IE is isolated as
the free base or a salt such as a pharnaceutical®
waemepsrabt e acid addition salt thereof. Met hodPdR2DKR@r/000894
conpounds of fornmula IF wth R2 = hydrogen)
Deprotection of a conpound off4fornmula XV: R (XV) where
Rl, R3-R13 are as defined herein and Ris a protection
group such as a carbﬂnate (such as nethyl-, ethyl-
tert-bntyl-, allyl-, or benzyl-carbamate); whereupon
t he conpound q{mfor pla I F s isolafed as the free
base or a salt asNa—Bharm ceu 4cally accept abl e
acid addition salt th . ation according
to nethod 1 isyecon \ perforne 4 N an organic
sol vent such -W%ohol or ketone,

' gani ¢ or inorganic
base (potassi umggar bonatse, rdi . .o*kethylanine or
triethylam ne) at refluXx tenperature™ Alternatively,
the al kyl ati on can be perfornedrat a fixed
tenperature, which is dlééerent fromthe boiling
point, in one of the ab 3 nmenti oned solvents or in

“mékﬁEtRthéQgﬂﬂﬂk@ﬁ&ﬁﬁF) di net hyl sul f oxi de (DMSO), or
N-net hyl pyrrolidin-2-dne (NWP), preferably in the

“hpmeggn&@coﬁmawmhﬁéanWeIﬁukvbb&ﬁﬁ@tME&wwbﬁeVBSS@fmmhasa

all c r d fr t he. correspondi ng
oot e EERaPE Rt aSion SR MAE, oy e hoot sed f r om
t he corresponding benzoi c acids by standard reduction
net hods e. y the use of I|tq5un1alun1n|un1hydr|de

Methed 8 gfor é@@@ﬁmdﬁ ¢f Bundn B withds” candipger)Rediedons elprpymide
us to those described in e.g. Hane

d“ﬁ%?“%??%?ﬂghﬁg? Tsou, N. N.; J.Heterocycl.Chem ; 36,
1999, 643 - 652. The nlnegzof formul g1l are
comercial l'y av%ilabl . THe"red tion/according to
nethod 2 is pefiar nes st andar RGNy af ure met hods
i.e. by the use o ng agen i kS bor ane, al ane
or |ithium alum ni , de. SAQi ofgthe fornula V
can be prepar gd’ty plihdg of t »rresponding
benzoi c acids (synthesgi sefitdy_, ,_anal ogous to
those described in &g. HiInelR POYG rR'd, M; Tsou,
N. N; J.Heterocycl.Chem; 36, 199% 643 - 652 and
Hanel, P.; Zajac, N.; Atkinson, J.G; Grard, Y.; J.
ag. Chen1 59: 21: 1994: €¥D2-6377) with an ami ne of

formu IIh%g% séﬁndard nmet hods e.g. via the
Wh@ﬁﬁ%d&yﬁ*%a dCCAPEY de or activated esters or by the
whiS8pSH the 368P%¥Ad & formula IB is isolated as the free base or a salt such as 2

pharmaceutically acceptable acid addition salt thereof.

Method 9 (for compounds of formula IC with R? = hydrogen) Deprotection of a compound
of formula XII:
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acids in conmbination with a coupling reagent such as
e.g. dicycl ohexyl carbodiimde. The reaction in nethod
w@2manetass perforned by reacting a PCT/DK2004/000894
i V~al kyl - 2, 3-di hydrobenzo[ d]isothiazole of fornula V
with an indole of fornula V i3 the presence of an
activating agent like e.g. an lewis acid or e.g. an
oxi di sing agent like e.g. Nchlorosuccinimde.
L- Al kyl -2, 3-di hy @-benzgfd]isothiazole§¥%f fornmula Vi
can be prepared hgds anal ogous toNthose

described in th | rRW;;

Gol dmann, S.; Khem<E S1978. 271/s2725 and
Kanakar aj an, K. ; , 1984, 220.
I ndol es of formula [ ergially avail abl e

standard works |ike el'g. Houben-Wyl | Methoden der
organi schen Cheni e (Mgt hods of OrganRc Chenistry),
Georg-Thiene- Verlag, Stuttgart and Organi c Reactions,
John Wley & Sons, Inc. Newxyprk. The reduction
accordi;ng,to nethod 4 is performed by standard
whiete Br, & ot € arpeastistised haseinigpd fhés aprotastion graagusting acpebamate
| i ke barane I an r, [t hium al um ni um hydri de.
(su .agggeﬁgr Rty Wé’?'f %F &qual"\?lulynt%ﬁz%e@éy '?aé]ﬁaé?aé by coupling
whefeubbe théQfohg}%Q@dﬂ df REmIraITEriS tddlBePRNEA M8 BEse or a salt such as a
(synt hesi sed by reduction of the correspondi ng
pharmirceyicaly aerchizhia asiksadgifianogbaberedf. t hose described in
e.g. Elworthy, T. R; Ford, A  P. DD W, Bantle, G
W; Mrgans, D. J.; Ozer, R S.; et al. J.Md. Chem 40,
MtB6d 10 2657 4o R68T)dswif fdrmmldihatth-R er hirpgad debeadtertionddhe
bg net@pds @n I?%ous to those described in the
compe dpan ?3@1 chopfer, U.; Schlapbach, A
Tetrahedron; 57, 2001, 3069-3073, re "halo" is
ei ther brono or iodgsor "pseudohal o”'is e.g. triflate

or nonaflate. Wien'R drogen imNfornula VI, then
this position ig proteetdgd prior to thR' coupling
reacti on and 3 @ coupling reaction
accordi ng to stangaroa ér at aceBires with
standard protection_group e.g nmet hyl phenyl -

reducti on accordi ng L@ met hBd 5 i & perfor med by
standard literature nethods i.e. @y the use of a
reduci ng agent |ike borane, alane or lithium alum nium
hydri de. Am des of the fornmula VIII can be prepared by
coupling of the correspond(Xgl)2- ner capt o- benzam des
(synthesi;sed by reduction of, the correspondin

where R, &7 i atsen Zafmadeerein ahdBoiss nrotechos grogp seeh dseckairamate

r . 4 FE , A L W Bantle, G
(G B ey Bt S o tenlin ogleg POy G o
whéRupdrPé co2P ddnLEBBymiatlD igisbidal B-thefreSbpserdahiak@h as a

indole_bH : i
pharmaceutically acceptable acid addition salt thereof.

Method 11 (for compounds of formula IE with R? = hydrogen) Deprotection of a compound

of formula XIV:
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nmet hods anal ogous to those described in the literature
e.g. Schopfer, U.; Schlapbach, A Tetrahedron; 57,
WQDH068869- 3073, where "hal 0" is either bronoPCI/DKo@a/000894
or "pseudohal 0" is e.g. triflate or nonaflate. \Wen
R13 = hydrogen in formula VI3, then this position is
protected prior to the coupling reaction and
deprotected after the coupling reacti orR1accordi ng to
standard literature procedures with standard
protection groups, @}g.Fg14-nethylp eflyl - sul fonyl
group or a /el Y-buRoxy-car bonyl group. TRe reduction
> Bred Ay _stphdard

a reduci ng agent
m hydri de.

i ke borane, al an um al

Ani des of the for X B pregar etRby coupling

of the correspongdizng 2-grer capt o- benzam des

(synt hesi sed by reductRon of the cd?responding

2,2' -dithi obenzam des anal ogous to those described in

e.g. Elworthy, Todd R ; ForggrAnthony P. D. W;

Bantle, Gary W; Mrgans, David J.; Ozer, Rachel S.;
whet Ral R*-H ’MeelaCiefimed 46einl &QI7R 12 6 pot@BRA)grovint $uch a6 aleafbemate

or 6- pseudohal o | ndol e t hods anal ogous to those
T PR s b T S o i S e ko S et
whéﬁ%o‘gﬁﬁp@E%_ fond BiEANBLON isAdted 20Bb. fre3Mafe S04 hlt S0bRESa

IS elther brono or iodo or "pseudohal 0" is e.g.
pharmadelittalyaccemaiaé beitleddiihpnalrigreefhydr ogen in fornul a
I X, then this position is protected prior to the
coupling reaction and deprotected after the coupling
MebHERCLD @6 @GudiNer foemslhaRdahtRY + hedbet)Ddproeatbards compound
wi th standard protection groups, e.g. a
of farrmgle BN - phenyl - sul fonyl group or a
terf-butoxy-carbonyl_group. The reduction according to
method 7 is performeéfl by standard literature methods
i.e. by the uEﬁfof eduging agentR'li ke borane, al ane
or lithium al ' MeI—rRae. Am dgs of the fornula X
can be prepared by\coupling of e e€Qrrespondi ng
0 i sed §§3reduction of the
correspondi ng"Z; Frobenzamtes—-Rnal ogous to those
described in e.g. Ha Ford, A P. D W,
Bantle, G W,; Mi gans\_,pP. g8 \Orer, _R S.;et al.
J. Med. Chem 40, ™997, $674-2687) with a 7-halo- or
7- pseudohal o i ndol e by net hods ghal ogous to those
described in the liter at(y(r e.g. Schopfer, U.;
Schl apbach, A. Tetrahedron;” 57, 2001, 3069-3073, where
whéx@ﬁéflolnﬁ-Ry SELDRLARHMRiREnd RUQ aProtesudotRbiach asS cart@mate
triflate or nonaflate. Wien R13 = hydrogen in formula
(sudh as hethyk-hitBylpdeiribiugi-. iaBylprastbestydgapamsie)t o t he

| i ti d d tect t t | §
whEgHR B RO oo E TR e e Bl G o bR il es o
phatinkbeusicandaiceptable aeiitddaiogrsalyfiferecd. 9. a
4- met hyl -'phenyl sul f onyl

The alkylation according to method 1 is conveniently performed in an organic solvent such
as a suitably boiling alcohol or ketone, preferably in the presence of an organic or inorganic
base (potassium carbonate, diisopropylethylamine or triethylamine) at reflux temperature.
Alternatively, the alkylation can be performed at a fixed temperature, which is different

from the boiling point, in one of the above-mentioned solvents or in dimethyl formamide
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group or a te/Y-butoxy-carbonyl group. The reduction
according to nethod 8 is perforned by standard

WO paosoe4sF € nmet hods i.e. by the use of a reducPCDE@®AN00894
| i ke borane, alane or |ithiumalum nium hydride.
Anides of the fornula X can b¥ prepared by acidic
rearrangenent (e.g. treatnent in a solution of

(DMFY Hinostiog e efoixtdea@MF Onfor ahdes 1 pfhrdlidii®lode (NMP), preferably in the
anal o ous to_net hods described in the literature

PresepcRett a ase. Thyeraghsdating deriygiyes offorrpula § capibe dpesicirom the

co%@ﬁf@n % beg{gg%alc%ﬁl&s%@%ch @t@%{ arg;ynt&%%ﬁrfgvété%iez%og&)spondmg

befidc des by stendapd reiluctmcmdmlﬂjlotis}e pEbihe uSe cAIMthhen aluminium hydride.
st andard techni ques, known to the persons

per forme u
@l@PFrF%Pd’ngﬁg%ﬁ’ézoé? Ecldnerrhe s a sy Methodx esdaeus to those
ups a h . T
deEd’ere@?ﬁ éﬁefiﬁlgv\?l gl&ﬁl\gﬁ%?‘é%y ?%3ei§%){%§gﬁ|enz., 364999, 643 —
6504%%623@@5&%Ehauhdﬂ&e&t@dnmnmnbwnaﬂdﬂe prepared in a
simlar manner as described in the literature by
reaction of properly substituted

Th@2edmfls@9&@rcn§@zovﬂn)ermtml %f&@dwst%a% ﬁt%?agﬁ%"fﬁlétﬁ'ods i.e. by the

properly substituted 4- halo i ndol € or 4-pseu
usg nfja)reducma egant likaborang.sal metdnénthlbmmlrmmmum Ggidriden mides of the
e or _non

o I8N R Pe Prenafed bt hh® ePetarRian Sarisi Bodn v aesised by
me'BlQﬁQ-aﬁélB@ous\fﬂ ebsEE3scribby €8 89arhél, POk @ ML 'Tsoﬁ hem.;

this position is protected prior to'the coup

J. H%@@ﬂ%ﬁ?h@ﬁd 36e19%: 643 eé5&ﬁtl<éHatnlqb Peciapc g As@umpn onG.; Girard,
r t d

Y. 2{: ?r%g %tf g% Zzg??g%{ grfi Zé %glf% \%Illihe LRGeS HP by standard -

medkatistelyy h)mnh@wbeﬁ}dicfa@fdydhlgﬁdbtm a@ﬁva’:led esters or by the use of carboxylic

frt-butaoxy:carbonyl The properly substituted
acids Inygauely ﬁ%@nw efgqungf@gﬁ%ge gﬁﬁ gga@%ﬁ@@*& cazheriipeide.

prepared fromthe properlysubstituted

(2~br onp- benzyl ) - nmet hyl -carbam ¢ acid ester or
Thpreyptod in methotliX eanea ;(ex?fo'rmetbbﬁrwyﬂn)ga Nedllpt2, T-dttdrg-c

beo{ G TEPIA Ry Pand E 81 PP SUmS dendie prosence of an
actfl@ghp Xééhtt IR0 W M‘le@vl{ édi'&) bt dg. é?%\%m%#%berﬂ?nkle egy N\

t et rabut yl ammoni um f1 uori de
chlctosneci@oide. 1ky&139{3d1414@®)benm lidathiaatles bf mmmalac‘drdmrhg

to t ho n f or red. .described in hod
progfrel iy Whib f ety Babe i Ra T bR Lt . Brometn, R, W
GoRIr@REr BY CRenHAd:t Uttt 2mes o amd SR Bzkh )z dﬁEkhy‘Meler H.;

carbam ¢ acid ester and the properly substltute

Angenghemi Hdd P4, @L0sIndelss aﬁfvamlaq ‘ﬁaca eathemmnmercnalycavan@ole or can

o S PR A R AN PEFHISHRLE! Bl d 18 e

Méhiydien denorigahifadenThamid (Methbdxedt Of3hsic mnﬁst@@ Géorg-Thieme-
pr ot ect ed prlor to_t he cogplln reaction and

Vedah itiesitagd drearic Reactiogspionn gV teyaktSosn [aedevdivek.t o

The reduction according to method 4 is performed by standard literature methods i.e. by the
use of a reducing agent like borane, alane or lithium aluminium hydride. Amides of the
formula VII can be prepared by coupling of the corresponding 2-mercapto-benzamides
(synthesised by reduction of the corresponding 2,2°-dithiobenzamides analogous to those
described in e.g. Elworthy, T. R.; Ford, A. P. D. W.; Bantle, G. W.; Morgans, D. J. Ozer, R.
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standard literature procedures wth standard

protection groups, e.g. a 4-nethyl-phenyl sul f onyl
wW@e@speass a tert-but oxy-carbonyl group. The  PCT/DK2004/000894

deprotection according to nethod 11 can be perforned

as described in nmethod 9. Thé&protected amine can be

prepared fromthe properly substituted

S.; 62al BN LARYRH DD ZI00Y - T@Mt%m(mfﬁl £hael & éﬁ?ie@ﬂol@dﬂ@ ifddR: by
"properly substitufed 6-hal o indole or 6-pseudohal

mefhade kualogoe tethobradastribas 1e|thmlenera@mrcr¢cg @rzh@pf@anniphlapbach A.

L R0 AL S Mo B IRBEH R 8y gy pona s

e. g)ﬂri\ﬂaatetcf}%nﬁﬂl‘elté wasi RpeﬂhYCﬁoanQhQ’@ﬁrﬁﬂa W, @{enttﬁlstpbatwn is
coupling reaction and deprotected after the coupling

profestectririon tathe soupling reertionAnd deprotdctesradtcn the copplitagrE®n

aCCgrd:l[Iég %ﬁ?ﬂg}%@ﬁvﬁg&rg %rt‘oc?&]urg% %'ﬂﬁ%trangm% pr@tec‘uon groups, €.g. a 4-methyl-

phdniy s8I X ¥ro6a lob @ fert gﬁ@MpwmﬁbﬁwQ§§m@tectlon accor di ng
to nethod 12 can be perforned as described in nethod

9. The protected anm ne can be prepared fromthe

lhfg%(aearc!ﬂac%&%g{eéntto Lﬁﬁ«?ﬂod S is erfo 1ed ba[ staridérd literature rngthods i.e. by the

rreth car acid ester an
usefufapedigngateat litaticeahel ahaé or ]11111101011 eluntinitinpleiidehatides of the

rormplac o PR B B oM GeRgp o bemamides

(sy%@ﬁ%eﬁl&e}oﬁ% Eﬁbtfﬁto@ o Brre) B2 i Ib QPR ded aﬁé?BéB-ﬂsft‘o those

I's position i's pro ‘écted prior to
describmi inregg. Factthyo M. KxdF déph.dt.d2tW&d Bentler Gt We Momgahss hy J.; Ozer, R.

i A S O B gy Su 2 £EgE: & SoRuaGRA IR 1e by

meﬂmﬁ?ﬁx’i‘a%do@'é‘%ﬂﬂo%ﬁé‘s@ﬁb@d e Rteturd e.g. Schopfer, U.; Schlapbach, A.
terf- butoxy-carbonyl group. The i nvention di scl osed

Tethadreglran; i53, 300d1 Hes9-307Buwherst Galobys either brsimaowi indo or “pseudohalo” is

e EANRYA R RN s Vbl 0SB o 1 BTl pysien i

prod@@Ppricd $6 MenBablirgidhRRAGENWdEropRteddairen izaloupling AR on
i on source and Shinmadzu LC- SA/ SLC-10A LC system The

accmdn@gamﬁtmd@wshtewmrqcyd@wab|stwicﬁar41 PEOIRCIH GHAVRG: €4 §4-methyl-

RS RCER a7t B BT P R 08058 TP ana B

(acetonitrile containing 5% water and 0.035% TFA).
Gadient (tipe[mn]/Y%8 0..00/ 4.00/100. 0
The zed metﬁomacéyrdn(%toem;thed)é)w &ﬁrfwn@é%w SFﬁanrddu?rawe %hodsw by the

B
forthings IPetarte mepdrédiescouRling oéthexprresmadingr? -memapeshenzamides
(synthesised by reduction of the corresponding 2,2’-dithiobenzamides analogous to those |
described in e.g. Elworthy, Todd R.; Ford, Anthony P. D. W.; Bantle, Gary W.; Morgans,
David J.; Ozer, Rachel S.; et al. J. Med.Chem. 40, 1997, 2674-2687) with a 6-halo- or 6-
pseudohalo indole by methods analogous to those described in the literature e.g. Schopfer,
U.; Schlapbach, A. Tetrahedron; 57,2001, 3069-3073, where “halo” is either bromo or iodo
or “pseudohalo” is e.g. triflate or nonaflate. When R!® = hydrogen in formula IX, then this
position is protected prior to the coupling reaction and deprotected after the coupling
reaction according to standard literature procedures with standard protection groups, e.g. a

4-methyl-phenyl-sulfonyl group or a rert-butoxy-carbonyl group.
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Mass spectra were obtained by an alternating scan
met hod to gi ve nol ecul ar weight information. The
woredosoel4ss i on, MH , was obtained at | ow ori fPCEDK2004/000894
vol tage (51 and fragmentation at high orifice voltage
(100V). Preparative LC M5 seffarati on was perfornmed on
the sane instrunent. The LC conditions (Symetry C 8
colum 10 x 50 mMM were linear gradient elution with
eluents A (water containing 0.05% TFA) and B
The(ladmtxmmat:corl:imgdomtahwﬂ fds québyamdd@dm@wlrmytmds Le. by the

0. 00/,20. 0 /100,
use03 < TP EEER gy fazts %}fnwﬁlhfhé* PR T fpides ofthe
forfQlla |)€§5d15€"p ecﬂ)g o ra %&Yhesdﬂrﬂetspcfddﬂyg M cdebacbdmeimides

For col urm y silica formul a
(symkhessset ol re@@:tloz gﬁtlm@@rrﬁmdmsm m‘gﬁm@@aamnd@if analogous to those

s S R ST SAEEED CRSY byl (L S HERED. 1 O

S.;dPhl. OTMERCHSR 40NEIBCEETNL BT Syivies @-haloe o ? wdohﬁlledn&uilé by
10% sol uti on of acetic acid in nethanol

me@ﬁd\bmaoﬁﬁtoomomﬁeé?rh@él1&@@@“%@&%?@ §chopfer U) Schlapbach, A.

rfgh i Sl Y B Ml

e.g. 'Eﬂﬁ@‘telﬁr nofraflatk. W\Hﬁtrhlaﬁyt B:dr&en\M forBand Kethefsaltly pWhition is protected
ans, David J Qzer i‘zpfj?ﬁ% et .al. J.Md
pnczmo grmvplz@rr@a@mnd(dﬁr%t GAvBIS fRastion agio
: nglaq. - -
stadd@fc%ldtr%zy tﬂ%)cﬁr:blre %gﬁtﬁ s&%@%&'ﬂg%‘ceé‘ﬁ@%@ gﬁ r’m%l' ?4 v%esthyl phenyl
sulfoayledrotip yr zattdteblutmxy barbonyl igrang. under Ar. The reaction

m xture was stirred for 15 mn at roomtenperature and
the resulting solution was added slowy (dropw se) to

Theai‘%dh&%%lcgoraﬁfo% iihé ARG péi‘forin@g Bk &tan8ard [Heratlle rhefHoBY Je. by the
I n DVMF (180 ni) under . The m xture was stirred

useatf amcumenwlnkefhmam& aamwlsthaml aluhdniugusilsidedAmides of the

f t 1 d
forii8ck it o WEPERS °¥ BEA1 T PRE ERIFS it HaK PG g ot
mﬂ%%@é& e(c?c@%tﬁkﬁdes-@ﬂ@olﬁﬁﬂaﬂw EndIB@RE 3o WRIR IS dedeiipedinand
washed with brine (100 }%})NThe wat er phase
t

litefagire i amel Pr. 4xitesd, Mn tlhoe dcleatasy ¢l mQlp ﬁé; 19306643-652;
t d
g B U WS Loapar Ao T aca e oh Rark

orange oil which crystallized upon standing. The
product was purified and isol ated by recryst al l'isation

Thy @apé@téﬁianqcp@)hrtgdo gmvho"!s 9580 ge porgopiedRysandpidgchniques, known
to t?{l ?%E s%mfg in h%ga{gsn]d leggﬁ the tF\ocB?xS P} z@? Grbibs iM&S-ganic

pro uct 1so
Swﬁ]%isi}r]:&&. T, G»C) Wuts, P. G. M. Wiley Interscience, (1991) ISBN 0471623016. The

protected amine can be prepared in a similar manner as described in the literature by
reaction of properly substituted (2-mercapto-benzyl)-methyl-carbamic acid ester with
properly substituted 4-halo indole or 4-pseudohalo indole, where “halo” is either bromo or
jiodo and “pseudohalo” is e.g. triflate or nonaflate, according to Schopfer, H.; Schlapbach,
U.; Tetrahedron 2001, 57, 3069-3073. When R'® = hydrogen in formula XTI, then this
position is protected prior to the coupling reaction and deprotected after the coupling
reaction according to standard literature procedures with standard protection groups, e.g. a
4-methyl-phenyl-sulfonyl group or a tert-butoxy-carbonyl group. The properly substituted

(2-mercapto-benzyl)-methyl-carbamic acid ester can be prepared from the properly
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The foll ow ng conmpounds were prepared in a simlar
way: 2-(4-Chloro-I /-indol-3-ylsulfanyl)-
wa 700306 dsdret hyl benzam de PCT/DK2004/000894
2-(4-Fluoro-1//-indol -3-yl sul fanyl)-7V,i V-di net hyl
ben2am de 2-(4-Fluoro-1i7-in@bl-3-ylsulfanyl)- L L
di met hyl benzam de 2-(5-Fl uoro-|#-indol - 3-yl sul fanyl) -
sub%t’itkltcd&-rﬁ%rﬁéf |beﬁ’ﬁn)2§1€th§§carbamlc ac1d ester or Iyjro&')lerly substttuted (2-iodo-

| oro-I#-1"ndol yl sul fanyl)
benbyﬂl)}-mtﬂn}d@arbamw acid esterin a pallad1um catalysed coupling reactton with a

L./ [ - sul fa
iR e 2 SR By oAt B ol i ST
tetr&gut%at%hf%‘idiﬂhu@ﬁﬂ@@mrﬁ‘ﬁ\d etal. J Med Chem. 2001, 44, 4393-4403).
(6- Fluoro-i//-indol - 3- yisulfanyl) JV L/ - di net hyl

benzam de 2- (6 Chl oro-1li7-indol -3-yl sul fanyl) -

L,L/-dine zam ; -
Thy 47 etk EE P 3RHHER 1P o8 be perihamed 5 feisripa jp rethod 9 The
proReRaamiflecadr Ke%rbb’ﬁé@&bm' thé piopegl sdbsyitised @aﬂﬁytc)iptol-benzyl) methyl-

i V-di net hyl benzam de

carlzanqrgz apteligx gnd the grqamhy-sgbgﬂtgtgqi ég}ﬂq I)ndqlsg or 5-pseudohalo indole,
whe]rgl g@on%f heYt'@EIeliQ%%{H( qodc% %ndl L}d-olherlllaolls- %g_g. tflgatiefor noniﬂate as

desbeeddningehod 9. When R = hydro gen in formula X111, then thls position is protected

LzLNMDi nethyl -2-(7-nitro4/ /- Isuhfan ‘) :
Prigjdp FerfoYBline (EACHRRRHAFPIIFC] rtlge qpupti ign gagording 1o

sta a%é Hit'&/ 3f) o&ﬁﬂ%@%t@e‘stanldard protect1on  groups, e.&. & 4- methyl phenyl-

I /-1 ndol sul'tanyl) net hyl
sulfoapzgmiger a?fe( ﬁb@yay}oaﬂboﬁyl group.
-indol - 3-yl sul fanyl ) -yVi V-di net hyl
benzam de2- (7-Chl oro-1/7-1indol -3-yl sul fanyl)-/V;

Thd a/ g‘%tg&tdﬁ)’%c&%ﬁ?@t@xﬁ&hgd 19 Mebdp¥ormed as described in method 9. The
i ndol - 3-yl'sul fanyl )-iV, i V-di met hyl benzam de

prOﬂédted\anmmgtm@d prepqred fremhfae propefly sulpoitutgl ga watchpayheyzyl)-methyl-
car a?gléaagdgfgteﬁw(é ngrpti%?ﬁé%resuhst}_utleg gqlalo 1n¥1|olsé f6a Igls\éuaohalo indole,

th‘e F“EEIBﬂS'e@thétﬁbﬂaiﬁ{JWr' 10&1d 4nd ‘p@ldoBalpl’ $44. é&ﬁﬂhﬂe henzalees
e22§||—|—|nd Hélsulfanyl)-lv-neth

desb@b@ammréh@b bWhen Bi i pgndn farmuasily . thes tesgedtionisprotected

tion
prnzr&lg:i:l%q coup,f) mng &agtlér{ aﬂdl\ﬁﬁe% Qfgctéd a?’f# td%%@ubh%%@a?%@a églfcb%h ng to
stafrd 1R8ure GG edu@d ith(siHrdamindrptetthordgnpugs;ie. of QGChmthjfl plredyl-
refluxed for 60 m nutes under argon. Methyl amne (IM
sulfonylTRIPYD 02 i DWARY-SHIeW M y to the reaction
m xture and the m xture was stirred at room

tenperature for 16 hours. The m Xt.ure was ev at e
Thg ﬁengy?gtéqttpnaq?goqdﬁg orpethed 12 can be performed as descn%eg En method 9. The

protected amine can be prepared from the properly substituted (2-mercapto-benzyl)-methyl-
carbamic acid ester and the properly substituted 7-halo indole or 7-pseudohalo indole,
where “halo” is either bromo or iodo and “pseudohalo” is e.g. triflate or nonaflate, as
described in method 9. When R'® = hydrogen in formula XV, then this position is protected
prior to the coupling reaction and deprotected after the coupling reaction according to
standard literature procedures with standard protection groups, e.g. a 4-methyl-phenyl-

sulfonyl group or a tert-butoxy-carbonyl group.

The invention disclosed herein is further illustrated by the following non-limiting examples.
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purified by colum chromatography on silica gel using

ethyl acetate as an eluent. The follow ng conpounds
wowrns/oprepared in a simlar way: PCT/DK2004/000894

2-(5-Fluoro-1//-indol -3-yl sul fanyl) JV- net hyl

benzani de 2- (6-Fl uoro-12/-in@bl-3-ylsul fanyl) -

L/ - met hyl benzam de

2-(2-Methyl -1i7-indol -3-yl sul fanyl)-i V- net hyl

benzam de 2-(4- Met hyl -1 #-indol -3-yl sul fanyl)- L- et hyl
EXAMEPBESde 2- (4-Chloro-1//-indol -3-ylsul fanyl)- N net hyl

be e Exarrpl e 3
Ge?gaﬁ@f}ég 5%- benzy! ) - met hyl - carbani ¢ acid -butyl ester
And12tid:000-0BNZyd WefRibilheCat HRAISSIRCARL FS0EXDinbtylmesteqtipped with

(5.Qg, 14.4mmol ) in dry to]luene (30r pl aced in
phort«mnlzmqrs(/%@&l) wnzseurcm:ﬁ Ehamd@léé% Wé)L@aé@]AtI&bmmm The LC
conits B BRTFHL LORIRRRS ALl RRLLAER MR G s 8 wor e

gra@ieﬁﬂelm With blukht§ @p(\cmyﬂ @nta@ﬂ@& bioabs TllAfréanB (Zceftﬁntrlle
nd sodi um tert-bntoxi de_ (900

corWem@g é&rdweltes eeflieAB %4l TRA). Pradieny &@@GMﬂBV@a[Q&QO/ é@@

(4@9@&?@;@ %&M)Oé ,g %M %) X ﬁtjmﬁg{rﬁﬁleﬁgﬁgvisocfe dﬁl’éqtmed bg/ integration

of tBé Ut\edadenD S4igh) anPELS (SEDEIHE] SEDBKtIS \eiltHD}‘ﬂeto CBN 8-30 cooling
acet ate-heptane (1:10) to give 5.2 g (88% of

bathyelhg reigrlopfinese raw@rqswpwpﬁféﬁyl benzyl ) - car bani ¢
acid tert-butyl ester. This product was dissolved in
THF (701L) and cooled to QOC. Tetrabutyl anmoni um
Makd spectraleeterdbiminkdaityear( dte@dating st Betimd g gidk ssdéandat Waight
e. at C and.t he .m x

THE (4Q_ni ro
s 681 TGOl IETPE. N B SR P ieH gr reonita Nl e bt and
fra&ﬁé&gﬁldﬂcﬁfEWheori’ﬁ% voaugedoons o a plug of silica gel and

e product- was eluted with' ethyl acetate-heptane
(1:2) to give 3.2 g (100%

pe g BE ST R e BRI SRR, B L fhciions
(Sy?x{xﬂﬁl}) fy @8 cdnt@mlos o Eﬁ’r‘[ﬁﬁ@é%@ BeMgrddigntieN¥RAAeQEnts A (water
ormila 1 Synthesis of

cont@nink IB:05AEDF A3 agd Bt(hcfeawtr)lb enggihingdi%retatey land Gi03&% TFA):

cirsirtny) “4Be osehde AN R ATLE PR Me e L iy

Frakh&l SAIEE G EwNeSerafERd b3 sPlit-Add BOS aggctidh.

tetrahydrofuran and thé m xture was stirred at room
tenperature for 24 hours. Methanol (5 nL) was added

and the m xture. stirred r
Forgolurpy & o&;{g&a@p&y éalcargeb% Cfﬁgn ﬁéeiesnPgeﬁ 86 W% 4{0% mg’s% Aﬂ@f‘M was
used. For ion-exchange chromatography (SCX, 1 g, Varian Mega Bond Elut®, Chrompack
cat. No. 220776) was used. Prior to use the SCX-columns were pre-conditioned with 10%

solution of acetic acid in methanol (3 mL).

Preparation of intermediates

Example 1  2-(1H-Indol-3-ylsulfanyl)-N,N-dimethyl benzamide

N.N,N’ N’-Tetramethyl-2,2'-dithiodibenzamide (Elworthy, Todd R.; Ford, Anthony P. D.
W.; Bantle, Gary W.; Morgans, David J.; Ozer, Rachel S.; et al. J. Med. Chem. 40, 1997,
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m xture was redissolved in ethyl acetate (100 nL) and

washed with saturated sodi um hydrogen carbonate (20
wongos/oesed over anhydrous MySO4 and evapor at eRICT/NK2004/000894

vacuo. The product was crystallized as an oxal ate salt

by dissolution in acetone anfi2addition of one

equi val ent of oxalic acid. The foll ow ng conpounds

26T ER TR ERGY £ 5 mmﬁmw Whe @EsoMedd iaND-@oRloydetieak (2 ALAGRer Ar,
shown’in table

and sl fugylelyande (2. 9 manéiéHgsa§/9sumﬁlarvxas)cn@ﬁzl&m gdded méthrsyirring under
Ar. 31%??@’10n%?‘ﬁ ﬁlée gllasu ﬂ?edl f(o¥ rrhqr? lat roo}ﬁ t%rlfllpgx%ﬂﬁé gxti)c? Hl%%;ultmg
soh[lt?on(\ﬁ'asqad@& %'Wﬁy fd?@?\brs%‘%'aﬁ%é‘c@l@@ohﬁ%z(md ﬂlﬁ'&ﬂé"w 4 g, 71.7

am ne 5. (5-Fluoro-17//-indol -3-yl sulfanyl ) benzy
mndjl)'mtd‘ny IDMFr(T&) 18L) under Ar. The mixture was stirred at 0°C under Ar for 2.5

ho%ﬁgrpfgthgl] lq?yrn,(ﬁ);g.f:c{1 Y acg]dqtlon of V}\/'atseéJ %lfs%nyllj a%%nsg J;ueous a%03 (150
L{) cg %1 %stu?}}ﬂ éxﬁu&lgﬁi Qs %dd’édséﬂl)}tl ?gcht);kﬁ g%% Ig)/l ?@dclﬂ n%rﬁclg] %/Jhases were

I ndol -
comalsinerbardl w{is&ed 5 fhtrime X Y00 mh) nHmI waeyplsst fvanfuribeeextydcied with

i met h ' 10 . . . .
ety e P D A h OB iy Py e e rine and
driélf@x’%? w%’bo4[a%a(e6aﬁa?£tea 1 bdclio k8§ abrkr Wil whh tBendydel upon

am ne

starmumg ﬁf}hlf: preducewaepinyfied andjisdated By yecsytdlhsayion heastapitrile) to give

5.5 DERe ) P ol R 07 P: 1 O3S B A oAy pros fther

. B 4:6 hod 3 Il@?Qﬂo -yl sul fanyl ) benzyl ]
4 43%}%? ﬁ"éﬁrog[&&ﬁéo JEd e L on _met hyl -1
:/-indol - 3-yl sul fanyl) benzyl ] am nel6. D nethyl -

[ 2-(4-met hyl -1 #-i ndol sul f.anyl ) benzyl ] am ne 17.
Thﬁzor]#@f”ﬁ%ﬂ coanLou(lg Wﬁ‘iﬁ?r%?{%ﬂr% L5 WEPE%I %/aX/I sﬁl 1any| ) benzyl ]
' I\ A= 5 f )b I
2-(%:@&@%;1?1 g{r%%;] é @&%}/@Hﬁ) I Ar=dimdebt Rerghsidel anyl ) benzyl |
2-(4-Fiyore-ChI- 'mdoH-#lsiukf@Itqﬂ} -3 M—Id'smﬂhalrbem)tamidzyl ] di et hyl

> (%ﬁ‘fwﬁj% lélh-?zlné Yyl in (B(X’N- 1mc§g§f)ll Syl sul fanyl) benzyl ]
(iﬁid&omiﬁ@w %Oslumn- 8- deﬁﬁéthﬂm@niﬁﬁﬂéw ] di net hyl

am ne ounds of fornula I nt hesi s of 22.

2-($ Ehédral-llfhdmilol Sywuéfanflérﬁﬁfmdb@ntbyl bengemijde ani ne
N, N-Dimethyl-2-(7-methyl-1H-indol-3-ylsulfanyl) benzamide
2-(5-Methoxy-1H-indol-3-ylsulfanyl)-N,N-dimethyl benzamide
2-(6-Fluoro-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
2-(6-Chloro-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
N,N-Dimethyl-2-(2-methyl-1H-indol-3-ylsulfanyl) benzamide
2-(6-Hydroxy-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
2-(7-Methoxy-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
N, N-Dimethyl-2-(4-methyl-1H-indol-3-ylsulfanyl) benzamide
N,N—Dimethyl-2-(7-nitro-1H—indol-3-y1su1fany1) benzamide
2-(4-Hydroxy-1H-indol-3-ylsulfanyl)-V, N-dimethyl benzamide
2-(4-Cyano-1H-indol-3-ylsulfanyl)-V, N-dimethyl benzamide
2-(6-Cyano-1H-indol-3-ylsulfanyl)-V, N-dimethyl benzamide
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2- Met hyl - 2, 3-di hydr o- benzoi sot hi azol e (VI) (Hoffmann,

R W; Goldman, S. Chem Ber. | | | , 1978, 2716-2725)
W@ Z®5061450. 50 nmol ) was di ssolved in THF (1 niBCEDE2004/000894

added to indole (V) (140 ng, 0.60 nmol) under Ar.

Tricloroacetic acid (90 ng, ® 55 mvl) was added and

the reaction mxture was stirred at room tenperature

2- (7‘ ehlo%&ﬂﬂpiﬁa@l 3%1smfaxl1>f}b NaOdih@ly] pasaradded. Extraction
hyl acefate x 10 nL) and purification by

2- (& I\@ﬁmc/hlrfémozhér}éﬁm nzzsla z‘éh@dl@@t}géb?}z&mma Iet hyl
Tathg- e st AR S TR T ARt o1 ) ety

2- (@Meﬂ%x@ﬁlﬁ%ﬂdomd})lsuﬁhﬂ)meLd:tmen@ Bp&asidis wer e
repared in a sim!|l way and anal ytical data are
]\g]ammhylm 2 -febleghyl- II-ledol -3 ylsulfanyl) berizamide

[ 2- (6- Fl uoro- I #-i ndol - 3~yl sul fanyl ) benzyl ] net hyl am ne
24. [2-(5-Fluoro-li/-indol-3-ylsul fanyl)benzyl] et hyl
Ex#ipRe 22-(1H-Indol-3- F'lsulfanyl)-N-methyl benzamide

Met hyl - [ 2- (4- et | #-i ndol - 3~yl sul f an I
Cargesil 1r2£51azole (11 mmol) was added to a sc%llunon of 2 %11%7 cﬂ)%—%-}]/lsulfanyl)

benL:glc %édg'gfaﬁ{e?ﬁ-@uéﬂadﬁﬂ ~Bio¥! SUNT. Nyl A Re gt mes o9, 643 — 652)
(10 M&hhly i {2~ TRF (EithmL) bttt defidotd B pD sihfitnyhddpergonl Methyl amine

(1M MHF;‘?QJ@%W% 3dem oo e sracdon Moo the BBy Fietired at
roo{nhtl{ﬁlﬁg'a}d?@ fad6 }Mﬁkhﬂle En?rxt(lgb We! fborated in vacuo and the product

| sul fanyl) benzyl] am ne 30
purifetitiyl cof\@ar é'larnmatqglranhzml stittelgeBusi g ethy lavgiajdasranyalgent.
am ne 31.
[2-(4~Fl uoro-1f/-indol -3-yl sul fanyl)benzyl ] net hyl

Thea%llﬂﬁur;geompounds were prupared in a similar way:
2-(7-BEthyl-1//-indol - 3-yl sul fanyl ) benzyl ] met hyl ami ne

2-(8Bl uor@lflemli@ltm}sylfam} Nriaohyldepranideanyl ) benzyl | et hyl

2- (fflglu(ogo gﬁTFIBF%I'%'F st fﬁ@@ “Nogng P%lukfef%%r? d)ebenzyl ] et hyl
2- (Zﬁm 3.H-indol-3- ylsulfanle-N ~methyl benzamide

2-(6-Chl oro-1//-indol-3-yl sul fanylgbenzyl ] met hyl
2-(dxMietleylggf-indol-3-ylsulfanyl)-N-miethyl benzami

> LTI AL B gl )b

1H—| ndol - 3-yl sul fanyl ) benzyl ] net hyl am ne 38.

2- (6-Brono-| Hindo | sul fanyl) - be am ne
Ex:%gpl(q@et hg2|-mercapto benzyl) 1>1/1ethyl cargal%lc acpdZ }élJ -buty Pgste

(2- I{oé Ebg i}ﬁgﬁé hty?1 E‘aﬂb%@ et X}zswtgaeréYe'r%(S @g,nlzlyzidunémnﬁ‘ﬁr}/‘tgluene

oxy H1 ndo anyl ) - benzyl | mét hyl
(30ait) weaslaced in ‘Lwo Emrys Optimizer EXP 20mL tubes. To each tube

tnséﬁb%yl tntc]acxe one chalﬂaglum ?6 yrlngud Bﬁq%ln?o%?glzsﬁ] et hyl
diphenylphosphinophenyl)ether (78 mg, 0.14 mmol), triisopropylsilanethiol (1.44 g, 7.56
mmol) and sodium fert-butoxide (900 mg, 9.36 mmol) were added sequentially. The tubes
were sealed and subjected to microwave heating at 160°C for 15 minutes. After cooling the
mixture, the product was eluted through a plug of silica with ethyl acetate-heptane (1:10) to
give 5.2 g (88%) of methyl-(2-triisopropylsilanylsulfanyl-benzyl)-carbamic acid rers-butyl
ester. This product was dissolved in THF (70mL) and cooled to 0°C. Tetrabutylammonium
fluoride trihydrate (4.21 g, 13.3 mmol) dissolved in THF (40 mL) was added dropwise at
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42. [ 2-(4- Met hoxy- | #-i ndol - 3-yl sul fanyl ) benzyl ] net hyl
am ne 43.
W@ 260606 B5DND- | H i ndol - 3-yl sul fanyl ) - benzyl ] met PgT/DER0AS00894
44, [ 2-(7-Met hoxy-I #-indol - S-Xl sul fanyl ) benzyl ] met hyl
am ne 45. 6
[5-Chl oro-2-(i//-indol-3-ylsul fanyl)-benzyl ] net hyl
0° Caéﬂdntﬁe fixture was stirred at this temperature for 15 minutes. The crude mixture was
Met hyl -[2-(6-trifluoronethyl-7i7-indol-3-ylsul fanyl)-
powerzith aghimef dlica gel and the product was eluted with ethyl acetate-heptane (1:2)

to éyﬁ ﬁxdﬁ&{% o% Z”I-mercggt%l benz}llg-%leltﬁy?%rk)amqg &Y r(Jrrrng tyYester

co%ﬁﬁl&éﬁ@ﬁ@f@trée‘eg of PEQIprebyYiasd fiasde) - benzyl | met hyl

[2-(7-Chloro-/#-indol -3-yl sul fanyl) - benzyl ] menyl am ne
Exgnples s | Tompounds of theinvantion of foffbiid 1 Penzy! 1 methy|

y,[t;’gesGﬁon/ano i1 7-indol-3-ylsul fanyl)-benzyl ] net hyl
am ne

[[M(Hfmdohﬁwlsu#ayylzalwzf:ﬂhitln)eﬂszl wEtihg | - benzyl | met hyl
2- (Flg'lilcgol—%?-’%ﬂﬂf%n#l) % niet P%amldff Blerrhozlg/fv]as di s%olYed in.dr Iy
tetrBBy dro RrdnS(36 nfh IEL hl@a(lynxtﬂ.lle/was radd)éd 3mlyl 3aubbany irD tefrahydrofuran
-f1 ugro-benzy|]-net hyl -am ne

and[ the PHFFOYRS f(tBTHﬁi’e?tt ﬁgﬂm tqmﬁerqt\*raépr 24 hows Yahonol (penzyras added
andi_ﬁﬁ?hﬁ%tg\ e]a{ﬂgfé% a?f ofng nﬁ% yzg{élﬁ ny {(ﬂr_nflﬂ 5&{/ H‘Ben eva aée?d in vacuo. The

‘ miitﬁre(%as@hdhssrod)vdd/ 1t1 cthytiatet8e (100uhE pamd Yadhed Ivsu‘dnrsatdnma& yddium

s BIRG 20 P el v GRSiOF RS Osend sigpaseiehingiguo. The

proF’E&st G dI87c8%s an oxalate salt b%' dlssolutmn in acetone and addition of one
ro-2-(6-trifluoromethyl-If/-indol-3-ylsulfanyl)

eqm‘kﬁmpf])xalweichyl -ami ne 60.
[ 5- Fl uor o- 2- (7 nethoxy i 7-indol -3-ylsul fanyl)-benzyl ]
- et hyl - am ne

The falloying SHBPPIRd e prepgyedn AsiiRr Ay andranabdica) fyamre

I e 62.
h t
s 0?@{‘ Epuoro 2- net hyl am nonet hyl - phenyl sul fanyl') - 2- net h
-Ri /[N(M@dmoﬂldhncﬁﬂ 3-ylsulfanyl)benzyl] dimethyl amine

i n%‘roIF J’gg gﬁ)ucggfq?} 1n¥10fagn y?suﬁenyq%eng}q?HP{nethylfa?anl )-111
[ 5- &l yor@-idre- 1ffk HIoR3 Ly dul faREPhendyly st th Anhihe benzy! |

- met hyl --am ne

[5-F1 ddroiaa: Métnldck% Slgutanyithsnzg] gineaibylanyng - benzy! |
h
(2. (o e ST Spe b S ahiearyl SR b benzy 1

WEt 7‘V|D1ﬁ{&1{}@- #-(7-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

5-Chl oro-1i7-indol - -yIsquanyIz 5-fl uoro-benzyl] -
mst v I[24hiMeibexy- 1H—1ndol 3-ylsulfanyl)benzy!] dimethyl amine

[ 5 et g l %959"1\%&{1%@’1?}{*‘1%01'5 ;bd@ﬁ%)bg’nz% S&fhleﬁf}}’g.t)nngenzyl 1-
[ 5- F(b J24(6-F2udrb-1kBindok §-ydsuifetiyiHenky]] dinndiol-adriyd sul f anyl
A (R B HABIoE S St ebypnr ] firaghe-BeAsy | | - met h
yI ?‘ﬂ‘ﬂ‘iﬁlethyl [2-(2-methyl-1 H-indol-3-ylsulfanyl)benzyl] amine
13. Dimethyl-[2-(6-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
14, [2-(4-cyano-1 H-indol-3-ylsulfanyl)benzyl] dimethyl amine
15. Dimethyl-[2-(1-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
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71.
[ 5- Fl uoro-2- (5- nmet hoxy-1//-indol - 3-yl sul fanyl ) -benzyl ]
WO p@slgl45ani i ne 72. PCT/DK2004/000894
[2-(6-Brono-I1i7-indol-3-ylsul fanyl)-5-fl uoro-benzyl]-m
et hyl - am ne 73. 65 ‘
[ 5- Fl uoro-2-(6-fluoro-I//-indol -3-ylsul fanyl)-benzyl]-

et 1y IDigRiR 3/‘5— oy methyl lH indol-3- lsulfanyl?benzyl] amine
[ 5- Fl uor o- 6- met hoxy-1//-indol -3-yls Ifanyl) benzyl ]

rrethmmathyhé. V‘Bhycﬂlﬁkﬂ1%md9123-@1$ukfemﬁghenzyl amine
[ 5. Lé{]?hg ,(% fvfkogﬂ‘l{ yltsJ\ﬁ?anXIb%enzy hd¥met%n] 0&int6-

/] ol 7.
[ 5- Lg 20?20%1%551&4 f@@yb%ﬂﬁ?ﬂgﬁ%})ﬂeggﬁ Eﬁ?gﬁyﬁﬁ?nienzyl ]-m

t h?y@ {2f0-Mrshopgy - ll[fsndqltﬁoylgu fanyDbensayHydimeshyl amine

[ 5- 'i:ﬁn Egﬂ%‘%%(fs‘%’l_' L@‘tn%@}?l}}% 1¥a{n]y1)ger§zr}]lﬁld'n%rQh9Famme

| //-indol -3-yl sul fanyl)-benzyl ] -net hyl -am ne 80.

EXZ[,E felior @0%1 (ﬁmfdlslb@f&rnzulg’qt hyl -1//-1indol - 3-yl sul fanyl )
gnzy yl -am ne

Syt{tﬁes@Wforo 2 (5-fluoro-| /) i ndol - 3-yl sul fanyl)-benzyl ] -

| -am ,
22, '[}?!E%IB??] gﬁ’(?g&%%’#&%?”(' 1ethyL@Rge 3. 1 sul f anyl ) - benzyl |

é”ﬂ?}tltWi dﬂﬁﬁi‘tﬁb&?zmsothlazole (VD) (Hoﬁ"mann R. W.; Goldman, S. Chem. Ber.
[ s( -1//-jindol - %/I sul fanyl ) - benz zyl ] -
lllgé{)?ﬁ”ﬂé@ngﬁé )5(15 mg, 0 50 mmol) was dissolved in THF(1'mL) and’added to

mdér%t&‘? Pilag- dgq-&f;m%nde% TSl rodstc il @OYAQ, 0R&EMoly was
add[eaa@ﬂﬁrreacﬁo(l 4mnﬁ1trehway stirvedtdt motoh tS@npdratutel fanyé helnerzyil] IN

Na@éu@uaﬂy ws&dées ﬁma%wltﬂlﬁfhyﬂ Aerotte 82 3118 amle g purifieptian jy flash
Chrf%g%ﬁf/% HEQ%%FI Shueni; Py} acetgic then ethyl ¢ anyl ) - benzyl ] -

acermé/hlythaaaimneth&&mme) gave 88 mg [2-(1H-Indol-3- ylsulfanyl)benzyl]methyl amine

[5-. oro-2-(5-fluoro-2-nethyl-li7-indol -3-yl sul fanyl)
(67885 1 - met hyl - ani ne 89.

[ 2-(5-Fluoro-2-nmethyl-1//-indol -3-yl sul fanyl) -5-net hyl

4
T At ERBON 4T rElanedin  similar oy and anafytical dgta are
shcﬁﬂzmlTatﬂmlne 91. [2-(7-Et hyI I/7 i ndol - 3-yl sul fanyl)-5
n

2*[% é%m%isb?%#&gﬁng%wd?@%{ma)mlée met hyl - benzyl ]

|
24 EQE é‘reylhoﬁ%my?%&ﬁne %@&IMP, I)blenr,]z y%methy}l/laugbrllef anyl ) - benzyl ]

25.- Mﬁhyé- D4- n[uﬂ;y(ldmbtdhbiw-lsluﬂfanyl)benzyl amine

26. B ReCB iR P AR Ry 1 bensyl T m
27. eM&Yi{()}d-@Zﬂ(ﬂﬁt&@l 1H- 1ndol 3- lsulfan %benzylg amine

| uoro-1i 7-indol - | sul f anyl ) -5-net hyl - benzyl] -
28. nﬁz} @Flugmhgle@wl 1H-indol-3- y sulfanyl)-benzyl|methyl amine

201 % ﬁi‘? ToyREelh i DRl 3 nXh AN RN amiiget hy! -benzyl] -

30. ;°>MI 4 gﬂ#ﬂgﬂne%}ﬂﬁUﬁMidanB%mﬂMbbembﬁwﬂnﬁw fanyl)-|

31. [2-(4-Fluoro-1H-indol-3-ylsulfanyl)benzyllmethyl amine
[2-(7-Ethyl-1H-indol-3-ylsulfanyl)benzylJmethyl amine

33. [2-(6-Methoxy-1H-indol-3-ylsulfanyl)benzyl]methyl amine
[

2-(5-Chloro-1H-indol-3-ylsulfanyl)benzylJmethyl amine

9%
o
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99.
[5-Chl oro-2-(5-nmethyl-1//-indol -3-yl sul fanyl)-benzyl ] -
wOoretohpb a3 ne 100. PCT/DK2004/000894
[2-(6-Chloro-li/-indol -3-ylsul fanyl)-5-nethyl - benzyl ] -
nmet hyl - am nel01. 66
[2-(5-Chloro-1/f-indol-3-ylsul fanyl)-5-net hyl - benzyl ] -
L ulfan lbe | amine
S 0% MElene- DA, 1%&%3 g o ]frleéhyylm?dll fanyl) - benzyl ] -
36. n[@t—(rSyMe‘é)myré rmetﬁyl 1 1ndol 3 ylsulfanyl) benzyl]methyl amine

57, et DR e ro T ebrea gt fity] ) Dere

| , 1548yl & am ne 108.
38. 2/ 6 @12)?%0 gHMh@d—l 3 ﬂl ény@ em&%mgm%égﬁlnfeanyl ) - benzyl ] -

39. nMeH;yll«[b-(ﬁ m@t}mbgH 1nd01 3 ylsulfanyl) benzyl] amine

a0 L G0t BiRedatt b0l - shrrh Rkl Al - Denayl -

41, [Et* @ﬂ@x?-l(aﬁmﬁbp@r Isulfbﬁylbb@:ﬂ@ﬁigetﬁ%/l%ﬁlal i yl)-benzyl]

amne 111. [4-Chloro-2 fluoro-1li
42.: [2- G%&%I@thosy;l%mﬁphw Isplfpey Yengylirsethyl andiff ne 112.

43, [Czlé% mo f];—lg ec];r%z3uﬂ]5191f%%4)/b nggli‘lllnet%yaafgme

44, [@-@h’tfll@ﬂ@;? 1Qﬂmfdblsl@y@ulfbﬁylbh@d@l}rﬁetyylsammanyI ) - benzyl ]
am ne

45.1 - ChPET&- (QHGW@I%S}IIS‘JMWDFWYU@“t}/lb’]s%ﬂ“fnényI ) - benzyl ]-m
46. [%%hl %@gr@?cﬁ%%t%&{ﬂin% 3h§lﬁulfinp 2 be(gllo ] am31/rllesul fanyl

47.) FeHpdrpky-2-(dék ﬂm;ibl—ﬁ-lyisné‘ali)ﬂlﬁbenzyl]methyl amine
48. [éé% n&jﬁégq_(g[% }rfﬁgl)fl)fanly/l)fbenzgl?met%yﬂnfc’l%l fanyl)-benzyl]
49, [ fb- n@ chlefdljﬁ 1ﬁ@61r§3§71|§@1)féﬁ'y|1)/ feniz PRkt byl f anyl) - benzy!

-am ne
50. [@-@q}lododfzm@@bmmfnyylb -bendyhdeithyd aplisaul f anyl ) - benzyl |

51. [?@%&W%(@lﬁtﬂw&w )fbepwag?etgyl)ﬂngaff anyl ) - benzyl |

52.- Iy trdd s Ry 1)-5- meth -benzyl]methyl amine
[EE(tCh | oro- 2%5 ch ())ro [ mdgl 3- gl sul fanyl) - benzyl ] -

53. n@t (Byme - hf! -ingal-2- {/huléaﬂwrlzsmzyldm@ﬁl yRge 1
e R S I

55.- [BEFIIQLM}U?J@ -Aeetih23 H-indol-2-ylsulfanyl)-benzyl]-methyl-amine
| //-indol-3-ylsul fanyl),- benzyl ]-

ch
56. Erﬁrﬁl;uprOa%n(‘}r@umlH{md%m -geeiayp bepeylirgrsthya-amin

37 [ Eﬂ @h{jﬁﬂﬁ}’y{ P&? %/kﬂs}lrfﬁ?ﬁ)hiy ?gé{@ g%y?,lﬁ %?thylyaln)lm%enzyl ]-
- (WChlaro- th iA@8-3 f/’l‘ﬂibl (ﬁ‘ﬁiyd))r D1Refo3benmpl] fmydthyl-amine
I [/ dol | f - - Iret hyl - ami 7. .
59,1 - BT 6y BT PRETOL b na T S R LB SR Ry
I
o0, PEPEI ?gu P %%%%zyliﬁfaﬁ?bﬂeﬁﬂz%ﬁ%ﬁ%mo
61.[ P~(44Bni- ﬂHundcoi 3 stuhfmé) 5 ﬁuytosbﬁn&aﬂyﬂle)thﬁeﬁmzlylb] met hy

2.0 B g nelby A9 e R By R DA AL Lty
63.! 3f(‘mP‘I‘lﬁaro-2-methylaminomethyl-phenylsulfanyl)-1H—indol-6-01

64. [5-Fluoro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

65. [5

66. [2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
67. [

5-Fluoro-2-(4-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

2-(5-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
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132. 3- (2- Met hyl am nonet hyl - phenyl sul fanyl )-1//-1indol -4

-ol 134. [2-(5,6-Difluoro-1 -indol

w@2005mel4fanyl ) - benzyl | - met hyl - ami ne 135. PCT/DK2004/000894
6- Fl uor o- 3- ( 2- met hyl am nonet hyl - phenyl sul fanyl)- 1

T-i ndol -5-0l 136. 67
[2-(4-Chloro-1/f-indol-3-ylsul fanyl)-5-net hyl - benzyl ] -

68. rfgthJ)romdlﬁleWWlﬁd@l @Eﬁﬂé&[ﬂﬁbéﬁzlyﬁ%&bl}flaarhl& nthesis
of 102. 5-Fluoro-3-(2-piperidin

ph en | sul f
69. dayhiljeror-{ roethexg-4rinethib lnmgaqlswé@yé)d%@éylﬂ@let yl-amine

' -di t hi pdi.ben 150 nL

70. ﬁgz(ﬁ OO~ Fhgt °é§ lf%ﬁan%ﬂxst(ﬁ}l &ZBF@FE“ %ﬁm#lor t hree

71. 4BYSuoeoR( Lehetix H‘%Omnuenp@ns@ufdﬁﬁ)@adzymmeml -hme@ Wi th
sat. aqueous Na Met hanol was renoved in vacuo.

72. ﬂﬁe(@%ngmwmléxﬂmaﬁwﬂ Sntluerochengyl]-mesideginerhe

73. i e R A R R PR GSatlidd, 19°C
74, %2F1u51ﬂot:!1(@aieb@aqupnﬂ@ eiye@nfenylwenz& niﬁﬁeihyl 8121%6 1.20

Sul furyl chl ori de B) was added to 5.00 g
75. diSriiprpt2-02- meihy&lmné@ilu {réﬁzl eyl hbsryHeneyaBingmol ) in

76. 4@ o Ary. an{ethg/é GRL ﬁa&eip gm%ﬂsénze{ rﬁgthg%mzhe

1 on was st
77. t6ﬂmabﬁtM(éerr&ﬂgrl-a(dﬁmdolt-byk‘eu]]fﬁ)ng) “bénsytlemethii-nimee ( 30. 3

THE U Th
78. o hoier 1B P <5 A 6O EHRB B G ESARR | hen

79. q[g-eﬂﬁ&%dzmg%’ n%gg)l A}P{‘ﬁdé’lf %?shua@}q}ls&@ NabeEamEhy |

etate hdses were separated and
80. t[lSeFluo@aI}(i: ﬂph@szenwﬁwlﬂlééimédl wyiﬂulfbmylb‘rémﬂi Jrethyi-arhine

o O,R0L SO et ety &2 s lyore

82. ([f%:YCI"’I’loFHT@J(S n%%lm@xy\l\ﬁ’%ﬂcﬁy@h%tlﬁﬂfaﬂglliﬂfenf}‘l]iﬁféthyl -amine

romat ography on silica (1;
83.2 i(@hl@tmaﬂmmhyhlrfﬂmdoe?w ss,zuﬁamalwﬁn)mzyxb]emmyba@med

54, oot 1 G e 6y AR T s R R

85. disetisto-ei(efetiadxyCTindbDO - mlﬁmyl)mﬁzmmea@m@d t he

reaction m xture was stirred 16 hours at room

86.1 én@ellom -2r(&methxyr Héindo Sndsulfazhdseay eyl gmisgt er
87 S aHPro-Eheast AR PR S TN A BaiRe O] Lo

88. CBDChlmtﬁd (SQTuoaﬁD-tnl‘f&lﬁylhlGﬂ-ﬁndoll'Eeylmlfahyllr)éemm] frngthyeamme
drled w th S and conc ateg in

89.3[26(6 @uztoc%mqthyéﬂ& indpL by a@llgr ?th}\glna\gﬂn)zyl ﬂé@rﬁnﬂne

90'0@}7}%%% o}?yéé‘ngsgglﬂg%h gny{}c{% B %léul{ Yot )am\’l\%eS added

91.t @-0-BihSH 1 A-i1ol-F-} lealfamy)-5- methyl benzyl]-methyl-amine

92 : ﬁ;@l I}r}lfgl%oxy l)ﬁ mlEllo{ ar;f\{su%fag}n) g flthyﬂ? ?l??neﬂ(g]l a§n71ngm) h)
93. Methyl-[5-methyl-2-(2-methyl-1H-indol-3-ylsulfanyl)-benzyl]-amine

94, [2-(4-Methoxy-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine

95. [2-(6-Bromo-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine
96. [2-(6-Fluoro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine
97. [2-(4-Fluoro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine
98. 3-(4-Methyl-2-methylaminomethyl-phenylsulfanyl)-1H-indol-6-o0l

99, [5-Chloro-2-(5-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
100.[2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine
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dry THF at O0C. The reaction m xture was stirred 2

hours at QO0C and then added to 2.75 nmmol piperidine in
waoskedsy THF and stirred 16 hours at room  PCT/DK2004/000894

tenperature. Water and ethyl acetate were added to the

reaction mixture. The two ph@ses were separated and

the organi c phase was washed with brine, dried with

1o1l\plm-°<@c4hlafa>d1gqm&r3ty1§&m yi)5- M@wabe@zyu meth 1 amine

uor o eri | -yl met hy henﬁlsu fanyl) | #-in

1050 Sl e, Gonetheil Andai- 31y o vy e

Sriei e e

1071Pﬁcﬁroﬁ> gqsqnahﬁZrmwwLym@my YAl -neitemehsnd f anyl )
1087 B Chlopy adﬁdnghrlzllpﬁymdowrﬁdﬁtﬁfanyg)rwmrmeﬁwéﬁw%| f anyl
10 Sg/%qéiplloro r@?&%&?%ﬁfol% m%yﬁdtﬁsen?yl B%'Eﬂwlaﬂmlle

esi §

1102[4(6h15ird IZJQS-@-ubhblHd@cﬂol&ylbtslwmfyﬁmdn)zy@ermwlamme 4.50 ¢
ded in ortlo]Ejs to 7.50 g allyl

111bﬁ40q5r1ill€|@ %‘é@'ﬂﬂg‘gfﬁ‘rbﬁ)m%tﬁ -gsyianyDbepzylimethddibBhzam de
I d
1 AlefofPRly ReRAaE oM ety A e a1 201
llan[e,t-chlalnm -2-47-1100£3- 1 AHiadol Saglbuléamyni benaylg-mwlsylsimine ed 1
h m.t dded d
L P et P Ak T HaaH D RN Br e v ad | n
115 T@C@Horo-m-% eshaes Wﬁ%lyﬁy ﬁ‘i%legj-y‘i’g'ulfﬁn}% Bé’ﬂzyﬂcrﬁ&tﬁpleamme

e organi c phase was washed rine, dried

116MgSThidra S -comtiomyt M ietd! 3 rvl&éfauml)thgn@rlirmeml@ngnez

117aﬂ4(é E&é—f&? %ﬁoexgzgg]dnq%&% ]Iﬁﬁféirlllgﬁ Benzﬁﬁ'netl - anﬁ’n Li AlH
118%@1!11&5 b amyhethanz Bmiste -8 3dsurrmb)- Uen?a?mmwamﬂﬁ at

reaction mixture was stirre or 16 hours at

11% Berhloampés-amaihexy- Tﬁﬁm@é—éak@f@%ﬁé@@&@éh%&& WHRE 4 niL

e e R s CE R St

1718E41 Chlbftgz-\w&hmtlmmdl 3- 9rsuHm@ﬂhB€nszUﬂeth§Hmnm xture
vvasflltered drie and concentrated in

22y dcGBlorm2gf-phloso Ry lgd@L%rvlsyhfleawwl HBFEYIaRiRe (28. 2
f4.Y; 37
123%@;10?01 Z\&(?]Ié)gétlgl 1 - ISBHEX?SJI%/Fé&?pany?glbaeI{ﬁlglye/l am ne
124( [h(SHloWDJ()Haﬂdbla platlédryl)l-hbnayﬁl])mﬁthﬂfam1ne
V, i V-di net hyl - ridi n 20
12% a@hllo%f)'rﬂﬂfﬁh}@ 1&‘% dé‘f Xryrl%’épafl}ﬁlb f?)zyﬂfﬁ‘ﬁ&é'g aglgner oom.
126 El”@ﬁlro m&f‘?ﬂ@ﬁ %Q%l 61}Il§d1ﬁn§‘l§1bgn¥ﬁ]3n§9@@gm@r'%d the
ction xture was stirred

127 @laChlioon2 (b ¥tuore 2 washyl-1 H-indol- 3 ylsulfanyl) benzyl] methyl—amine
129.[2-(5-Fluoro-4-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
130.[2-(4,5-Difluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
131.[2-(4,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
132.3-(2-Methylaminomethyl-phenylsulfanyl)-14-indol-4-ol
134.[2-(5,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

135.6-Fluoro-3-(2-methylaminomethyl-phenylsulfanyl)-1 H-indol-5-ol
136.[2-(4-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine

Example 6 Compounds of formula I
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extracted with ethyl acetate, the two phases were

separated and the organi c phase was washed with brine,
waleiosdémss h MpSO 4 and concentrated in vacuo tBCTDKe004/000894

(2-al lyl sul fanyl benzyl)- carbam c acid fe/Y-butyl

ester in quantitative yiel d.69.703 Nal O (3.3 nmol) in

20 nL water was added to 0.75 ¢

Syrn I?esﬁ'dﬂ' sul fanyl - benzyl ) -carbamic acid fr/-butyl ‘ester
.7 mol) in 20 nL nmethanol and stirred for 2 hours
1 02a5-1flmmm-i é&’rpezeatiur-é-ylﬁméylrldwwlsébfawlktlﬂrléldﬂEs filtered

B T NEE

meth@sd ehaehdtidarhiR@ure Hak @ﬁ‘hweﬁ Eor"vﬁl@@déys’;l 36ble® RERDET tatn@drature and
in vacuo. The residue was redissolved in 5 nL THF and

neutraldesd with ot 3QueEysiNAFGO Methaned §ias rqmovedingrguoadge tesslie was

t | t |
o B R TR S T s
and@bRydntraeatiatecbas credens ¢ iheethyi®, Wtﬁ&ﬁ&hbmzm&emlaas&t €18 .2

SR 50 B SG BB  at BT SBACeR  00 BB TUA 2"

oSl B R S SO AR SPEERRLASTY Bt e passp s 0°C. The

rea@ondnikeré wasititred®s3 Biin éthétﬂ températutdgd Mﬁl&d it 61 atgefthioro-14-
after recr¥st allization fromethyl acetate/heptane ed8for’>

indete (- 2eHyol) s HemLs@y drt wiflehi nl saeaciios mixdes e st
hou?szgéé tem?era Ure an dtth %uen]che nydl go%%rnszail ueous tIJ\IaarIﬁI'CCO3' Ethyl
acefid Wad &ided latig wo plsdses wéﬁ séRarawd lejud e @garic phasha‘mslwaa}mﬂ with

e A e S o B R 2 B 21
ylsﬁﬁ%ﬁ@-b‘é@?mé‘%ﬁﬁ%tﬁ‘ﬁdte@tep fi?nﬁmngﬂ ' WWV&JHSNQ@G aftePNELH

concentr at In vacuo to give
chr&métﬁatfaphyaomsilucé gelnddb-g32-(4- EhulofcaWl-mdolb?emlzy]lfmyﬂh}eenzom acid

N T e
mn@iﬁﬁ&% en(dg d@o&ﬁg{h% Et’ﬁéroe%t el 1'53)‘ M S Tamikds Qﬁ@é ¥h@HeREaction

npounds formula |I Synthesis of
mit@re Wdststindo 1 6 heoyils sttdoanteijpetzturzy The mitirhyhs guenoked with 1 mL

ez el e e Sl €T B
waa?_ér | S% gn% E‘tn‘ﬁﬂ s S niRlel ThZ8loHeXRowOThé Hﬁ)@ture was ﬁltered dried with

enzy i deneacet one) di pal | adi um ( n‘%g
MgStpland cdnlcsn@ate@npmnylt@gwsﬁtﬁorg)%)hi?ﬂybl)oeiﬂéndc( yzlswiﬁmyl)

phenyﬁ merH;m l& (171, (? mmoq%(}/ %). % 7@ npfoqgeor{e(seultonch%?&}ﬁea(tl 94 mmol) was
added to 0.375g 2-(5-fluoro-1H-indol-3-ylsulfanyl)-phenyl]-methanol (1.37 mmol) in 5 mL
dry THF at 0°C. The reaction mixture was stirred 2 hours at 0°C and then added to 2.75
mmol piperidine in 10 mL dry THF and stirred 16 hours at room temperature. Water and
ethyl acetate were added to the reaction mixture. The two phases were separated and the
organic phase was washed with brine, dried with MgSO, and concentrated in vacuo. 5-
Fluoro-3-(2-piperidin-1-ylmethyl-phenylsulfanyl)- 1 H-indole was isolated after flash
chromatography.
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(2.38 g, 8.03 mml ) and potassiumter?-butoxide (860

ng, 7.67 mmol) are added. The reaction vessel is
w@eabmei4shd subj ected to m crowave heati ng at RGDE2G081000894

15 m nutes. Upon cooling the m xture is poured onto a

plug of silica and the produtt is eluted with ethyl

acetate-heptane (1:4). 0.67 g (20%

Th@fo?lo{vgné édrﬁ[ﬁodnd@lﬁ&)é)(ﬁé&ﬁmayﬁ a¥Bhily WAV BAd analytical data are

1 - phenyl'sul fanyl }-indol e-|-carboxylic acid
shotxmrm"ltab&’s/l-ester is isolated and used in the next step

O3V\§]{'TExh fc( - ;%@%ggggygg:yg%éﬁy %'ﬁﬁlsplfanyl) H-indole
104MRFokd-3 APV S Nt apuﬁ&thyumﬁmeu farg By I‘EMIyddl&: aci d

tert-buty\ "ester (0.67g, 1.43mmol) in nmethanol (15nl)
and di ethyl ether saturated with hydrochloric acid

) is, Sti rre r tenperature for 1 hour and
EX%Bﬁlgbntr OEH’O‘W 3%05.’181(1&/ water is added to the
Sydieamgmce and 28% aqueous NaOH is added until pH 9.

The aqueous fraction is extracted wwth ethyl acetate
128¢ 3-(%- BW)IH@MTWQHWF’Q%P‘(!‘ZJ’[(’HE’F¢ ons are dried with

4"%%?#@242( gy Si ca g&ﬁehn g&rrlgg %tgojgg%g aﬁ?l%ﬁﬁl&v\%é”Ommol) and

8.3 8 hyl-datietifeazdntide (IW4 mamolnerepar@d frén 3 E)‘I-dldlmﬁb@yowtaqu via 2,2
acet ate-et hanol -tri et hyl am ne

it GRS GRoTides Iy B T BRSOl E- (TR 2qgion Mixture vas stirred 1
houk 41 ﬁ(o ?1 fg&%%%né? ofi oSt FAMMO) w208 la]nd@ﬁ}rﬂ? wad ﬁnh&l 1 hour.

Isol'a |'oWi ng corrpou are prepare
Meﬁiam)ll ads reyved in vacuo. The residue was extracted with ethyl acetate The organic

(1//-1ndal-4-yl t h
phapweqs SRR dBIn B 4 3 a’.% )ﬁiﬂhﬁyﬁ %Onﬁn%tmd e o eive 10082
/ ! agydy) D § e -
kAl ) i) eI o onatbeo 2
all}ﬂéuﬂlﬁnﬂRﬁenzanﬁdBX3 amehdl\in MLEIL&SDH{FLH‘L |Of’Ce§he( Bfhction mixture was

a1 ok G EoOmarIPORBTe Defeaionoies upHEd 3 hebiber and 3
ng’_g\lI:lﬂfégf? The featti Ot madtredSasiktidibd fdr ﬁhéur?t%eg@-n@L %te3 was added and
stirring was continued for another hour. The mixture was filtered, dried with MgSO;4 and
concentrated in vacuo to give 5.05 g 2-allylsulfanyl-benzylamine (28.2 mmol, 91%). 2.05 g
Di-tert-butyl dicarbonate (9.37 mmol) was added to 1.40 g 2-allylsulfanyl-benzylamine
(7.81 mmol) and a catalytic amount of N,N-dimethyl-4-amino pyridine in 20 mL THF. The
reaction mixture was stirred for 15 minutes at room temperature. 10 mL 20% citric acid was
added and the reaction mixture was stirred for 30 minutes. The reaction mixture was
extracted with ethyl acetate, the two phases were separated and the organic phase was
washed with brine, dried with MgSQ4 and concentrated in vacuo to give (2-allylsulfanyl-
benzyl)-carbamic acid tert-butyl ester in quantitative yield. 0.70g NalOy (3.3 mmol) in 20
mL water was added to 0.75 g (2-allylsulfanyl-benzyl)-carbamic acid zert-butyl ester (2.7
mmol) in 20 mL methanol and stirred for 2 hours at room temperature. The reaction mixture
was filtered and methanol was removed in vacuro. The residue was extracted with ethyl
acetate. The organic phase was washed with brine, dried with MgSO4 and concentrated in
vacuo. The residue was redissolved in 5 mL THF and added to 0.50 g fluoro-1H-indole (3.7
mmol) and 0.65 g trichloro acetic acid (4.0 mmol) in 5 mL THF and stirred for 16 hours at
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6 2.04 99.4 997 317.1 h - 2.00 97.9 97.4 297.2 8 1.9
96.8 98.3 313.1 9 1.79 98.9 100 313.2 " | g r.9 995
wae®s8aHs | 2. 08 96~1 Too 3 16.8 12 | .87 912rGRDK2®I/P00894
1.82 98.7 100.0 297.2 | 4 1.56 95.2 100.6 308 15 1.88
98.3 100.0 297.1 1~6 1.81 9972 i00.0 297.1 " 1.49 75.0

91.5 299 ~ 18 .68 90.0 95.0 .. . . " T.96 90.5
5099 Sgt %&%39%3 ?Jag){ct)ﬂaﬁd %ﬁmy? a<9e@at@ vs%'s %ddesdz the ?f\évg@)ha'%s Wer@separated

and BOo8HnE }BTe was washeg W1‘61. brlnegdne»cggfﬁh Mg gand concen.tragag in vacuo.
MR T e R R
y1s@8R1)Aeny 128 3rb8m acid #9r=butyl ester (0.42 mmol, 16%) was isolated after
recrystallization from ethyl acetate/heptane. 8 mL diethyl ether saturated with HCI was
added to 0.157g [2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-carbamic acid tert-butyl ester
(0.42 mmol) in 8§ mL methanol and stirred 16 hours. The reaction was neutralized with 2N
NaOH and extracted with ethyl acetate. The organic phase was washed with brine, dried
with MgSOy; and concentrated in vacuo to give 0.112 g 2-(5-fluoro-1H-indol-3-ylsulfanyl)-
benzylamine (98%).

The following compound was prepared in a similar way and analytical data are shown
in Table 1:
133. 2-(6-Fluoro-1H-indol-3-ylsulfanyl)-benzylamine

Example8  Compounds of formula I

Synthesis of

[2-(1H-Indol-5-ylsulfanyl)-benzyl]-methyl-amine

(2-Mercapto-benzyl)-methyl-carbamic acid fert-butyl ester (1.85g, 7.30mmol) in dry
toluene (15mL) is placed in an Emrys Optimizer EXP 20mL tube.
Tris(dibenzylideneacetone) dipalladium (334 mg, 0.37 mmol), bis(2-
diphenylphosphinophenyl)ether (197 mg, 0.37 mmol), rert-butyl-5-bromoindole-1-
carboxylate (2.38 g, 8.03 mmol) and potassium terr-butoxide (860 mg, 7.67 mmol) are
added. The reaction vessel is sealed and subjected to microwave heating at 160°C for 15
minutes. Upon cooling the mixture is poured onto a plug of silica and the product is eluted
with ethyl acetate-heptane (1:4). 0.67 g (20%) of 5-{2-[(tert-butoxycarbonyl-methyl-
amino)-methyl]-phenylsulfanyl}-indole-1-carboxylic acid fert-butyl ester is isolated and
used in the next step whithout further purification. 5-{2-[(fert-butoxycarbonyl-methyl-
amino)-methyl]-phenylsulfanyl}-indole-1-carboxylic acid fers-butyl ester (0.67g,
1.43mmol) in methanol (15mL) and diethyl ether saturated with hydrochloric acid (15mL)
is stirred at room temperature for 1 hour and concentrated in vacuo. Ice/water is added to
the remanence and 28% aqueous NaOH is added until pH 9. The aqueous fraction is

extracted with ethyl acetate (3 x 15mL). Combined organic fractions are dried with MgSOs
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The following compounds are prepared in a similar way:
[2-(1H-Indol-4-ylsulfanyl)-benzyl]-methyl-amine
[2-(1H-Indol-6-ylsulfanyl)-benzyl]-methyl-amine
[2-(1H-Indol-7-ylsulfanyl)-benzyl]-methyl-amine

Table 1. Measured molecular mass, measured HPLC-retention time (R, min) and UV- and

ELSD-purities (%).

UV-puri ELSD-
compound . purtly . M+H
R¢ (min.) (o) purity (o)

1 1.79 97.9 100 283.2
2 1.75 80.6 96.5 307.9
3 1.83 98.0 97.1 300.8
4 1.91 95.4 98.2 317.1
5 1.83 98.8 99.3 301.1
6 2.04 99.4 99.1 317.1
7 2.00 97.9 97.4 297.2
8 1.91 96.8 98.3 313.1
9 1.79 98.9 100 313.2
10 1.91 99.5 100 301.1
11 2.08 96.1 100 316.8
12 1.87 95.2 99.1 297
13 1.82 98.7 100.0 297.2
14 1.56 95.2 100.0 308
15 1.88 98.3 100.0 297.1
16 1.81 99.2 100.0 297.1
17 1.49 75.0 91.5 299
18 1.68 90.0 95.0 308
19 1.96 90.5 95.6 316.8
20 1.77 88.7 96.0 313.1
21 1.75 87.3 96.9 313
22 1.79 98.5 97.5 269
23 1.95 100 954 287
24 1.94 99.2 95.8 286.8
25 1.93 97.2 97.0 283.3
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34 1.92 97.7 100 303.1

35 1.97 96.5 99.9 303.1

36 1.81 98.8 99.8 313.2

37 1.51 97.7 99.6 329.1

38 2.00 97.5 99.8 346.9

39 1.87 80.6 99.0 283.1

40 1.73 84.1 97.9 329.1

41 1.68 87.5 98.5 299.1

42 1.66 87.6 99.4 299

43 1.98 93.7 08.7 348.8

44 1.78 93.7 99.3 299.1

45 2.45 84.3 85.4 303.3

46 2.05 96.8 100 337.1

47 1.30 93.4 100 285.1

48 1.83 92.4 100 348.8

49 1.92 90.6 99.9 303

50 2.00 88.6 99.6 395.1

51 1.62 86.1 98.5 293.8

52 1.82 97.0 99.7 283.3

53 2.04 95.9 99.7 283.4

54 1.56 73.92 98.05 347.0

55 2.10 74.19 96.08 299.1

56 1.76 78.09 100.00 304.9

57 1.88 80.25 99.77 320.8

58 1.97 80.83 98.86 320.9

59 2.12 84,31 99.11 355.1

60 1.83 86.68 99.15 317.1

61 1.90 87.33 99,75 367.0

62 1.64 88.10 99.61 317.0

63 1.41 88.77 99.74 303.1

64 1.83 91.91 100.00 304.8

65 1.74 92.27 100.00 317.1

66 2.00 93.20 99.91 321.1

67 1.97 93.68 100.00 320.9

68 1.92 93.80 99.97 301.0

69 1.85 94.35 100.00 329.1

70 2.00 94.52 99.86 367.0
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81 1.94 86.65 99.91 320.9

82 1.85 72.56 100.00 332.8

83 2.03 94.94 99,91 317.1

84 2.05 92.54 99.90 317.1

85 1.85 86.79 99.70 332.9

86 1.95 82.70 99.69 333.0

87 1.97 85.03 99.85 320.9

88 1.99 88.12 100.00 335.0

89 1.95 99.44 100.00 315.1

90 1.97 08.16 100.00 297.2

01 2.12 95.13 99.74 311.3

92 1.83 93.40 100.00 313.1

93 1.78 92,78 98.90 297.0

04 1.79 92.77 100.00 313.1

05 2.11 90.80 100.00 363.0

96 1.94 89.78 99.94 301.1

97 .84 87.54 100.00 301.0

08 1.49 87.12 99.49 299.1

99 1.51 86.97 100.00 318.9

100 2.07 85.51 98.57 317.1

101 2.04 81.67 94,01 317.0

102 2.00 82.20 80.30 341.1

103 1.86 90.90 §2.40 3429

104 1.95 90.40 78.70 327.1

105 2.06 92.49 99.44 317.1

106 1.96 87.25 98.90 317.0

107 2.03 90.96 99.55 316.8

108 2.04 91.97 99.87 316.8

109 2.02 83.80 98.60 317.1

110 1.96 90.04 99.61 320.9

111 1.99 97.66 99.69 321.0

112 1.89 88.36 99.15 320.9

113 1.98 90.52 99.39 320.9

114 2.18 87.86 99.70 331.0

115 1.97 87.81 99.17 347.0
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Measurenents of [3H]-5-HT uptake into rat cortical
synapt osonmes Wiole brains fromnmale Wstar rats
W@ 1®5/02255 g), excludi ng cerebell um are honbgePtZBE2004/000894
0.32 M sucrose supplenented with ImMMnialamd with a
gl ass/tefl on honogeni zer. Thé&bhonogenate is
centrifuged at 600 x g for 10 mn at 4 0OC. The pellet

E‘hﬁpﬁg gscaqqlgﬁslﬁp@rq,mdlﬁua@sragat ant is centrifuged at
000 x g for 55 mn. The final peIIet i s honopgeni zed

(20 sec) in this assay buffer (0.5 ng original

tlssue/vvel ounds byffer). and 10 nM
ot of PR SR PERRRRE P el Sl o &t o
WHa;rlé Erfaln)é froﬁoﬂaagaswmma@f(mssgay ghekdleding 2a3bsMmakt hdm8&nized in
mM KO, 0.973 nM Cadl 2. 1.12 mM MySO4, 12.66 mM

0. 3?@3 sFase EpplPmemeriartiPoaM I?a lpgnd ﬁvmhms/tqf&pmhw’g@g?@@@é The
o%
BTt DS IP  PUBhd IROBLTE AI e

suptffitdnd Gudeatrifaged £ 261080 kedfoby 5 addi Tig: finas pblleetﬁ@h@négdﬁiﬁed (20 sec) in
assay vol une of 0.2 nL. After 15 mn incubation w

thig %ﬁa%wféearﬁw ane or7eind tssustivelbs Tasteomppiegsdar bwff@b ﬁIPGL/l ®AM [’H]-5
f "
T 5B LS ghsemd hagi, Ltecesagntet oty Buoutos

Na@hgttdni KE1,3.%730nR 6hChsk &y MMM gl0,, ND166 ﬁﬁdd‘ﬂéaH(P04, 2 97 mM

Na%ﬁ?@iﬁﬂ@ﬂ%%”f@v@% isgﬁf)fe'satq &cﬁﬁﬁwg@c A Lé\@‘?%és pygenated

with P|5%e Py | 01%%151 ARG 39 -CEIRPIBR QMR 7. AMB@T%%%%P&%S started by

noradrenal i ne uptake into rat cortical
addswmsuosmrﬁsalﬁls@s/rvomct ei0.2 ndmAfidrd SWigtingubetiors with radioligand at

37 é(:rl ggglpfeéfa olﬁl?r %}E}S enl 6n1%ﬁ ﬁgm&;%su ! O-’Qﬁite}lg (tscpakaeld for 1 hour in
0.19epiIvdthHesiehiad) RS Oécgurﬁ%d TR wAsHE witthe x el hehssay buffer.

is discarded and the supernatant is centrifuged at
Nop@pgriie xptgkd igrde®Bmivica using éltahop@nn 6é)| thhnahcmmgeéwm}: ddtalopram is

ine i ot el R B e SPr Rt A 10 oM

[ 3H] - noradrenal i ne are added to deep 96 well plates
and shaken |efl&’(§| Conposi tion of assay buffer: 123
Megsneaents of nalipe gmlﬁﬂw@a@tzortlcalmmtwsm

Fre%c&@e@f‘r&lﬁﬁ%mtg}' 1% ?%?%Jﬁp% #@%zé‘ﬂ\’in@ﬁ stu%rgmgwlth a

Ucose and 1 28corb |c ac i'SToXygenate
Ulaw/tfeﬂoﬁﬁ%l@ﬁnﬁ%r QiR Hontogtflateristeatrifdgeddt canet gofdr i16 min at 4 °C. The
j ust ed 4. The incubation is st arérsd by addi ng

ad
pellef befwaistang HipaPSEEAL ¥ BPRHEIESA o4 (P00 Rerfar S A5y The finel
pelffepfsqg?ﬁedg,ggll r e@z'@ s&é‘)g%‘?ﬂejh Iaggag bffed® Iggopg HPt:;s‘%Ee/ﬂ{L% 4 mg/well).
Test compownds Saratkditrfand 1D M GTH] mr@drmlmaymmuemdmpr%) well plates

d%gl?eé}lyr? @gg}@gp 1010 %?%E{%Xffq\ga l?'le I\/W\llaEl 4, 228. M'K?Ji Oa.é{73 mM
CaCly, 1.12 mM MgSOy, 12.66 mM Na;HPOq, 2.97 mM NaH,POy4, 0.162 mM EDTA, 10
mM glucose and 1 mM ascorbic acid. Buffer is oxygenated with 95% 0,/5% CO, for 10 min
at 37 °C and pH is adjusted 7.4. The incubation is started by adding tissue to a final assay
volume of 1 ml. After 15 min incubation with radioligand at 37 °C, samples are filtered
directly on Unifilter GF/C glass fiber filters (soaked for 1 hour in 0.1% polyethylenimine)
under vacuum and immediately washed with 3 x 1 mL assay buffer. Non-specific uptake is
determined using talsupram (10 uM final concentration). Duloxetine is included as

reference in all experiments as dose-response curve.
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rad §V1t2 é %11919(16 8 %ﬁi ﬁ’cm?ggg%rh countn_aL%Syptaé(e is obtained by

ar rmc

sukﬁr-éZmi’g?ﬁme ddkﬁt-stped:lﬁ& Hl-r&ﬁﬁgeﬁhd pkiae FRakRC Mleasuf@iin th®@fesence of 100
suppl . 1, 146-153. CLAIMS 1. A conpound of the

u%@ﬁ@ﬂatmp@r Fron determinatipn g sheeinhititien efinipierteacoraentations of drugs
covae Or%hd% %o theS i,ndol e via any ring carbon of the

B ST el e n
*H-DA = 3,4-(ring-2,5,6-"H)dopamine hydrochloride from New England Nuclear, specific

activity 30-50 Ci/mmol.

Hyttel, Biochem. Pharmacol. 1978, 27, 1063-1068,;
Hyttel, Prog. Neuro-Psychopharmacol. & bil. Psychiat. 1982, 6, 277-295;
Hyttel & Larsen, Acta Pharmacol. Tox. 1985, 56, suppl. 1, 146-153,
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R*-R2 are independently selected from hydrogen,
C -6-alk(en/yn)yl, C3.8- cycloal k(en)yl, and

w@09/06m63 oal k(en)yl -Ci -6-al k(en/yn)yl or Rl andI/BR2004/000894

together with the nitrogen forma 4-7 nenbered ring
contai ning zero or one doubl & bond, optionally said
ring in addition to said nitrogen conprises one

cLihgMdher heteroatom sel ected from ni trogen, oxygen and

sul phur; - R-R are mdependently sel ected from

: hy@p@r@éﬁundrfeftbgewer@yfwa iitro, G -6-al k(en/yn)yl,

C3. g-cycl oal k(en)yl C3-9-cycl oal k(en) yl -
6 al k(en/yn)yl ,Rdm no,RG . 6-al k(en/yn)ﬁ am no,
-(G .6~al k(en/yn)yl) mnRTOO 6- _N

aI k(en/yn)yl car,bopy Mrocar bonyl . 2
. 6-al k(en/yn)ﬁ = \&m , S R3
al k(en/yn)yl)am noca w Rydr oxYy R
6-al k(en/yn)yl oxy/ G R( en/ io, halo-C
i -6-al k(en/yn) R, hal oG - 6-al k( l##f onyl ,

hal o- C i . gal k( en/yn)yl sul fanyl and
C .s-alk(en/yn)ylsul fonyl; a R13 i KRsel ected from
hydr ogen, G .g-al k(en/yn)yl ( .g-cycl oal k(en)yl and

gg\g 8erc laeog | kl{lgnher A fache% tﬁt 4}1218%1%3%/%’ L gsﬁigné%gor{ 5f€\tﬁe indole

tft@dsvﬂe@é'lﬂr atomis attached VI a atom nr. 2 of the
i ndol e then R7 does not exi when t he sul phur atom

is a&é?emmmndﬁ@m ?ﬁlect@ o RO SRI16-A HER TR Goes
not gglﬁ(en )WLE-}& (§3 Hﬂé{ﬁy@f)mﬂkgn@;@ﬁc&@ MIR? together

atom doe exi st; when
t he S«uﬂhphemma)tgamfdrm aa4-t7andmbhr&d An@tamuining Zsrodr drieaiouble bond,

oL 53 s ok 11 oL e, Lhe UL Bt 8L o

NOt  selected from nitrogen, oxygen and sulphur;

- R3-R'? are independently selected from hydrogen, halogen, cyano, nitro,
Ci.¢-alk(en/yn)yl, Cs.g-cycloalk{en)yl, Cs-cycloalk(en)yl-C.s-alk(en/yn)yl,
amino, Cr.¢-alk(en/yn)ylamino, di-(C;.¢-alk(en/yn)yl)amino, Ci.¢-
alk(en/yn)ylcarbonyl, aminocarbonyl, C;.s-alk(en/yn)ylaminocarbonyl, di-(Cj.¢-
alk(en/yn)yl)aminocarbonyl, hydroxy, C _s-alk(en/yn)yloxy, Ci_¢-alk(en/yn)ylthio,
halo-C1.¢-alk(en/yn)yl, halo-Ci.¢-alk(en/yn)ylsulfonyl, halo-C,.¢-
alk(en/yn)ylsulfanyl and C,.s-alk(en/yn)ylsulfonyl; and
R® is selected from hydrogen, Ci.s-alk(en/yn)yl, Cs.s-cycloalk(en)yl and
Cs.s-cycloalk(en)yl-C,¢-alk(en/yn)yl;

as the free base or a salt thereof}

with the provisos that:

- when the sulphur atom is attached via atom nr. 2 of the indole then R’ does not
exist;

- when the sulphur atom is attached via atom nr. 3 of the indole then R'? does not
exist;
when the sulphur atom is attached via atom nr. 4 of the indole then R® does not

exist;
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exi st; and - when the sul phur atomis attached via
atomnr. 7 of the indole then Rl1 does not exist. 1 2.

wo@speshd according to claim1l wherein R andP@/RK2004/000894

[ 3]

i ndependent |y sel ected fron1hégrogen and
C-s-alk(en/yn)yl; or R1 and” together with the

nitrogen forma 4-7 menbered ring containing zero or

one aighliee hidptr arpi Isanathed deon mys ofitrddidle eentR' does not
the nitrogen conprises one further heteroatom sel ected

f r omeNistir ogen, oxygen and sul phur. 3. A conpound

accor, [ r 2

aro TASAR AR a%ﬁseé&a‘c‘%ﬁ%f‘?%%#ﬁ{%r%’fn}% ﬁa@ﬁen@ does nor
Cyan@~<1sf3and6 al k(en/yn)yl, hydroxy,

I k(en/ d hal - 6-al k
o el XY Dy 2, bl %tgnwﬁrg'f ﬁ%qlf ‘adelpdieaiR, doss not

R3- R4, ar e i ndependent|y sel ected from hydrogen,
halogen and G _6-alk(en/yn)yl. 5. A conpound accordi ng
to any one of claims 1- 4 wherein R-R " are

RIS R FER T T T

ha) 1&g dn and@lgkaﬁaerll/&my}’l or F8-and REQRAMER leﬂlct%@ hﬁfd'ggn FQm a 4-7

any one of clains 1-5'wherein R13 is selected from
hyaengemd aing cOntaindagtdc¢ enpyandapble ‘ti)ndAopigmpBu tiee ring in addition to

according to _any one .of clainms, 1-

perng b cPRie SHE R el redfl Bp CERSH uveen end
d Conpoundnanme no. 1

[ 2- (1 H- I ndol - 3-yl sul fanyl ) benzyl ] di et hyl am ne2

[ 2- (5-cyano-| H i ndol - 3-yl sul fanyl ) benzyl ] di net hyl

. an}\nﬁ@f\{n@d egc%oﬁiry {ooaln'?'o'n %?Ll'a?fﬁy {a.snldlj @H%anfﬂﬁw a]re independently

[ 2se(cbtedittam Gydiddgem dalogdn,yyatd, f@@%ﬂﬁ(bﬁﬂﬂ)ﬁl Jhydiaxet Qyk-
am ne 552 (5- Fl uor o- IH-|ndoI 3-yl sul fanyl ) benzyl ]
di #KERyR)Eehand halo-Cye-alk(en/yn)yl.

A compound according to any one of claims 1-3 wherein R*-R® are independently

selected from hydrogen, halogen and C,.s-alk(en/yn)yl.

A compound according to any one of claims 1-4 wherein R’-R'? are independently
selected from hydrogen, halogen, cyano, C;_¢-alk(en/yn)yl, hydroxy,
Ci.¢-alk(en/yn)yloxy and halo-C;.¢-alk(en/yn)yl.

A compound according to any one of claims 1-5 wherein R is selected from

hydrogen and Ci.¢-alk(en/yn)yl.

A compound according to any one of claims 1-6, said compound being selected from

the following list of compounds:

Compound Compound name

no.

1 [2-(1H-Indol-3-ylsulfanyl)benzyl] dimethyl amine




6 [2-(5-Chloro-| Hindol-3-yl sul fanyl)benzyl] dinethyl
amne 7 Dinethyl-[2-(7-nethyl-

wdakbosmeiabs 3-yl sul fanyl ) benzyl]-am ne 8 PCT/DK2004/000894
[ 2- (7-Met hoxy-| Hi ndol - 3-yl sul fanyl ) benzyl ] di et hyl
am ne 9 [2-(5-Methoxy-|Hindé0-3-ylsul fanyl)benzyl ]
di met hyl am ne 10

[ 2=(6-FtUuoT ] Ny
ami e 11 [ 2-76: Chlor ool kb el S 3 er et f oy borzy! ]
di met hyl anil 21-é4 Fropr feindglt3-plsul fapy] Kmmmmet hyl amine

1H dol - 3-
i et ol - [ 2 BB ARk S fendel dimettamine
i ne 145[2 (4°é§rﬁlﬁ9mrll-1=llin|d@ﬂoi -ylgul Wﬁﬂheﬁmﬂydlr)lbtéﬂzwn]e

di met hy!|

D: gt h%l am ?%5 éﬁloho nﬂ_ol -3- élsvlfagyl)lfunfrl]rcgrﬁg ha/lbaél}%r%eyl ]
am ne 16 D1methy1 [2- (7 methy 1H-indol-3-ylsulfanyl)benzyl]-amine
g‘mf‘ﬁteh%' [ 2- éﬁﬁ% h%Xy-lﬂ-I—'_hdoﬂgg}lsu?fanX/ )§éﬁlz§/ ?5’1}“@}@?%1%]
[ 2- (4- Hydr oX§<3-Mefhostol H3ndel-8 tylshdmmyl) penzgh diplefybarhipé
glmngfhjof 22 ﬁge' %&Nﬁ ftabnEoknsnyhkiianla Aensy |
[2-(7- l(L‘hI or ¢2-(¢hlacbel H-8udgl-SplstlémyDhebaildimpthyli angnchy |
3Imngteh§|0 grznﬁlﬁetgglt-[ﬁfiiﬂ){ﬁe'tﬂgh-hﬁ%?dol-?:y)/shﬁ'%yf)é‘%ﬁ-Qr%ﬂl%y' ]
[ 2- ( 4-18kt hoXBimbthyl ﬁd@JmeBLyyllHtijfoaBlyflls)llﬁwiz)wn]zylﬂiamhyI

25 [ fo. st oot ARGl 1" "

am ne 124 Dimethyl-[2-(1-methyl- lH mdol 3- y sulfanyl)benzyl] amine

5 Wethyl -1 2 TSHE Ry T APRE PR VL Bles T

am ne 126 [2-(4-Hydroxy-1H-indol-3-ylsul fanyl) benzyl]methyl amine

2- (4-.¢hl
27 Nerfyl -1 2SR pr ot SR e o1
am ne 128 [2-(7-Chloro- IH indol-3-ylsul fanyl)benzyl dimethyl amine
L2 (5561 uor 9n f WRhIN) hAdnI9lsBand hulipRl b PanY ! ] me
Met hyI”l[ 2- ( D2-feMiathbxyt- HHAimidb B~y Buldng ) bdnayly e tuglzanh ihe

ami ne ,3 ) , .
Met hyl““[ 2- (T HEE RGP VRV RS BRI 4RYF ) benzy! |

am ne 231 [2-(6-F luoro 1H-indol-3 ylsulfany )benzyl}methyl amme

[ 2- (4-Fl uor z am ne
32 [ 2%7- Bt EyME 1 %ﬂlélo%fi 4 P%LQGW b “%Pé h |

am ne 233 Metl 1y -[2-(4-methyl-1H- mdol 3-ylsu fanyl)benzyl] amine

[2-(6- g%/bt hO)fé/ (4 ('J_hlor%dlcﬂ m%olyi %Iulfa%}r)lybe}lzy meMlyl ggl%p yl

am ne

27 Methyl-[2-(2-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

28 [2-(5-Fluoro-2-methyl-1H-indol-3-ylsulfanyl)-benzylJmethyl amine
29 Methyl-[2-(5-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

30 Methyl-[2-(7-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

31 [2-(4-Fluoro-1H-indol-3-ylsulfanyl)benzyl]methyl amine

32 [2-(7-Ethyl-1H-indol-3-ylsulfanyl)benzyl]methyl amine

33 [2-(6-Methoxy-1H-indol-3-ylsulfanyl)benzyl]methyl amine

34 [2-(5-Chloro-1H-indol-3-ylsulfanyl)benzyl]methyl amine

35 [2-(6-Chloro-1H-indol-3-ylsulfanyl)benzylmethyl amine

36 [2-(5-Methoxy-4-methyl-1H-indol-3-ylsulfanyl)-benzyl]methyl amine




34 [2-(5-Chloro-| Hindol -3-yl sul fanyl ) benzyl ] net hyl
am ne 35
W 2006061883 or o- | H-i ndol - 3-yl sul f anyl ) benzyl | met PgT/DERI0AS00894
36 [2-(5- Met hoxy- 4- et hyl -
1H i ndol - 3-yl sul fanyl ) - benzyB] net hyl ami ne37
[ 2- (5, 6- Di net hoxy-I| H i ndol - 3-yl sul fanyl) - benzyl ] net hyl

I 538 1271 g@bm&xyhmg@dmdymnﬁwmmma@mmnk
met hyl

Met hy|38[ 2- ( 62-theBiayp=1HnieldoylsBlapylsbanpdysthyl BeHEyY | |

am ne .40

3%  Methyl-[2-(6-methyl-1H-indol-3-ylsulfanyl)-benzyl] amine
[2-(4 D ne ehlxy[/ ﬁH—lnydoI 3-yls yIfanyy?) b%enzyl]rrethyl
anm ne 40, 1 [2 (4,7-Dimethoxy-1H-indol-3-ylsulfanyl)-benzyl]methyl amine

[2-( 5-43/‘2* hoxy st hbd ot -Bra¥l- YRRy AenFdymEh Ay |

am ne

[ 2-( 4-4%t hoX3r(4-Metherdol H-81dgl-Silseléany D hepar letyhepiag |

am ne
-B lH 1ndol 3-ylsulf: -benzyl] meth | amine
[ 2-(5- rorm‘ls—|- ‘hdol ar%l/” %(?I%Zé ymE\th | amine

A4 [ 2447- lveﬁmxryieuhm H&édosiylsslmnmww wﬁlpmt hyl

am ne ,45 -
[5- Ch|4(g)fr o- 2! FH_oro E)lIH 1§1dc)>/ |3S}l/,l fan P ?exgyl#n?ﬁ )jl amme y
am ne 446 \/Iet hyl-[2-(6- tr1ﬂuoromethy1 1H indol-3-ylsulfanyl)- benzyl] amine

Met hyl [ 2- (‘fiz£;tﬂ{§dr&£&tﬁmmw-yﬂsnfanpﬁ.ggn&n%aﬁwamI) be

nzyl] am ne

[ 2- (54Bydr ok%f@ll Bromad&l-indolyA-Wenfenviy banzyimethyy| preisehy |

am ne 448

[2-(4- g r ono- 1—|-|C}}11%Ir81 md?su?/l ué%?/”b%z%;m?hyrlrgmhn;l am ne
49 [2*()7 dmlbﬁoloﬁwHﬂ@rbwsﬂsylfgml)ﬂanm])mﬁ@ aying et hy|
ani ne ¢

[ 2- (5 odo I‘H£6 e o Hél 1n11013 flselllnfga/?yl) ?félﬁyzl Iﬁlethr‘?e?mhlnf am ne
51 [2526- q/éhﬁH lﬂdqv rﬁdndsu fanyi)- émeﬂyﬂrpmzylﬁ/mﬁhxua]nm hyl

2
(2 (1 Ao nool PG PR FE BSa A pdyesopy v

I
am ne 583 [2-(5, 6 Dimethoxy-1H-indol-3 ylsulfanyl) 5-fluoro- benzy?/ methyl-amine

Met hyl [ 2 ( %5 gﬁgﬁg ﬁExjH%;cfo}ﬂq@f i1 ﬁéﬂufaﬁ‘ﬁ}’te)nzﬁ?&%éﬁk Lamine

am ne
1H- | ndél 3 3@5 Elublfoa'hgé‘rl-f)uOB}fH{ﬂ@Ob3-UénliW’]) -baesty Hyhetlzpiiamene

iEl— I[ g El uor 37 §4' é]ﬁgﬁ? %Eol -3- g/lfljlfan}/mS ﬂuf)ro benza/e] 1gethy1 amine
[ 5-F L56r 0- 2{7( -G-Ehloror 1di-Ingpli pled fagy ylsélubranmyM Ib@h)zlsﬁkqmem
[etzh{|45 mI gre‘gss-ﬁg'gro (g trlguorfmetm -1H- 1n)d0153 ¥1FLh fg?}g 1;/ fn]et 1%% amine
et hyl 6am ne [5Blup@-2- Cﬂ-rﬁmh@wdﬁ Hdolnﬂriliult?nylb émﬁlényth)/l §nine
{5 Pl d0r or 2R BRE TP AR A s s s e P
benzyl6p- met ﬁ}(lﬂﬂl’amqaén@@lylammomet hyl-phenylsulfanyl)-2-methyl-1H-indo!-4-ol
IR T e e B

- f | uored- benz3Fluorvet-(Fyflucarrl HénddR3-ylsulfanyl)- benzy ]- methyl amine

Sl ( |4H-%:5 gg(r)lo ;Fmﬁrto 46\%@&@‘31%1%%01@%%%%%5 Eéh%/ I]-)ne%y%ﬁe

66 [2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
67 [2-(5-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
68 [5-Fluoro-2-(6-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
69 [5-Fluoro-2-(5-methoxy-4-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-

amine

70 [2-(5-Bromo-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine




63

3- (4- Fl uor o- 2- net hyl am nonet hyl - phenyl sul fanyl )-1 Hi nd
W®@R008/0614554 PCT/DK2004/000894

[ 5- Fl uoro- 2- (5-fluoro-1 Hindol -3-yl sul fanyl ) -benzyl ]

-met hyl - ami ne 65 §2 |

[ 5- Fl uor o- 2- (4- met hoxy- 1 H i ndol - 3-yl sul fanyl ) - benzyl ] -

Met Nyl71am Nes BRoro-2- (5 methoxy 1H 1ndol 3 lsulfan D- benzy% -met 1y1 amme
[ 2-(6- ChIoroIH-ln ol -3-yls uoro enz

et hyl 7ani ne [B- 1[3@m@éfb@ri%lr%ylﬁLﬂfama&ﬂusnoshegml}rraﬁ yl )ansne

-l uorg- ben%y b uoW@Wlﬁo?JﬂI@@mﬁﬁ?, ylsu fanyr) benzyl methy -amine

[ 5- Fluor02 | H i ndol - 9/ g benzyl]-m
et hyl 74ni nel §1uoro -2- ?/6 methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

[5-F g8 o- 27 %gru%th@xrﬁetﬂylmf%{& F3-4Ed1a8a) st -siind 2ayihe

benzy ] - met hyl am ne

[ 2- ( 5 7Br ono{§- Fhmmpoﬁ methyld i-indelyd-ylsutanylirbgngy basthyl-4oine
thy ne?%%[*’ﬁ’loﬂ ’“@rrgetgyl(lﬁf ﬂ@él%yu'lfaﬁy'ﬂ) b -rdthyl-amine

-yl sul any enz

[2-(6 7Br orm-[$ Ewpmd?ow rsetwlsléi ndelyd-ylssianylhbmaylbashy-qmipe

thyl - 5?’ -2-(1-methyl-1H-indol-3-y /)-benzyl]-meth amme
[ 5- Fluoro ZT(gu?O (rmTl—zlnlgo )f Pb)e % en%Y
et hyl 88mi ne [%HBluoro-2-(5-fluoro-2-methyl-1H- mdo ~3-ylsu fany )-ben met 1y1 -amine

[5-Fly ser o- Zgﬁ ghﬁ%ti‘@(ﬁudré'hm%l3%1.:)6!&%%925J11m9§§1%nle

net hy
[ 5- FI @ér 0- 2{§-Chigeth{f-mpthpiyntdEindgl-3rysuifnabrpenzy Baesipl-pmine

et hyl <am ne 76y, 7methyl-1 Eindol:3-vIsulfany!)-benzyl]-methyl-pmine
[ 5- Fl uor o- 2- (g Bt %1( meHY dgll 2 ysusualn %niﬂ enzy

et hyl 8am ne [$¢1110ro -2- (1 -methyl-1H- mdol 3 ylsultany )-benzyl]-methy amme
L_‘tsh)'j: l‘é@r 0- 2'[5 ghfgﬁ; iwdrl m!athl')\ynﬁ@ idal- é’&féﬁﬂké‘n?l'j%bx)zyﬁ%&&% hiRe
[ 5-FI @ér o- 2{53 Zhieethl-mpthpiynddindgl- %rb/lgauﬂlfma%bpr)zyl}@rﬁzlw ]amme

A e A A o I
[ 5-Fl l§§r0 21% Slﬂfombf%ﬂ@rwétrmhyhlﬁm%dérylsgllfgme‘)uheﬁaﬁ]ymthyl -amine

benzyIS}) met rﬂ%tj?l%r@% xﬁ%ﬁlllH -indol-3- §/ Pyl n}ethygbenz

[5-Chloro-2 uor o- ndol - %/ ?
et hyl 98m ne Mxzhyl-[5-methyl-2-(4-methyl- lH 1ndol 3-ylsulfanyl)-benzyl]-amine

Ergt ﬁ';: Qr o- Zgﬁ ggﬁ?ﬁ%h%%dhﬁ RGBS et banyh kiBEnZMsInk -
[ 5- Ch|9@r 0- 2{3--Methhyy-LiHdohdtylsulfany ) Seméthviyple) zy Hemetiyll pmine
e;lhglul ??n;le)l\?ebl [1 iS ﬂé hg!efjgz? étill%n% K%Ll -3 %ﬁlfaﬂﬂ?loen%yl ]-amine
[ 5- Chl9r o- 2{3-%- Iivﬂ@thhx»xyHierOI hotbhlimyPiSsudthydpgnayl]iresilzgHainine
et hy|9'5am n?% &6Bronﬁ 1H- 1nd 3 sulfangl) -5- metl ben 5] rrbet Rf rrljne

[ 5-Chl'oro-2 yl sul
met hyl96ami né2-g¢Fluoro- 1H mdol 3 -ylsulfanyl)-5-met 1yl benzy methyl-amine

[5- 01'99” 2;¢ Br. @h&%r@r L5l mdiy 5 Sheb AR RERZ Racibe

- met hyl -
[ 5- Chl96r o 2 3((5=M¢tlmf2an@hmlhweth%nhmdﬂulf@yw1§hinﬁalr6ﬂ>1) -

b | .

[ gn?é ‘%l ﬁ Eé’ kz“h th %% 1%?%3_/1 1H-i 1 dol 3- g;]lsulaa]wl()i-ﬁiz/r]zi/l_]-glethyl-amme
- met h{00 benZ3(§- Chﬁeltohl}H mgqh-hgls@fan} 1)-5-methyl-benzyl]-methyl-amine

Met hy 01[ 5>- m:f%gkybﬁ gro(ﬂ{ RS W&/ s& H‘n& 9@%6:"[1%’1-)551929 fu?em&ﬁ AiRE

nzyl]-amn
[ 2- (71@& hyl SHHudreddl-pBeyidisubyimethy)phesyhwtibpl)- Beingdyle] - e
thyl- 3y ne 5-Fluoro-3-(2-morpholin-4-ylmethyl-phenylsulfanyl)-1H-indole

104 5-Fluoro-3-(2-pyrrolidin-1-ylmethyl-phenylsulfanyl)-1H-indole

H 1ne‘lt%y1 -amine

105 [4-Chloro-2-(6-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine




92

[ 2- (6- Met hoxy- | Hi ndol - 3-yl sul fanyl ) -5- net hyl - benzyl ] -
WOoretohpb s3I ne 93 PCT/DK2004/000894

Met hyl - [ 5- et hyl - 2- (2- et hyl -] H-i ndol - 3-yl sul fanyl ) - be

nzyl]-am ne 94 83 .

[ 2- (4- Met hoxy-| H i ndol - 3-yl sul fanyl ) -5-net hyl - benzyl ] -

met Ny peam Ne4-BRloro-2- (2 methyl-1H-indol-3- zlsultany )-benzyl] methyl amine

E ﬁy|( 65@% ggt‘) éﬁlg-gﬂloro 2-(5- met%gllsllf{ ]:n%21y3 Isulfany ggnzyl? ezh%l limme

[ 2- (6144 uor @4 bhl'ofdﬂ’d@' méhyll sl daamed ko Bmimb ik 1 BeaEyhhinme
et hyl - am ne

[2- (418 uor &A F»Horqwﬁﬂ mathylr dirindghd v ulBngsbsngy 1 gty pping,

et hyl 1gym ne &@hloro 2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
3(4 l\/bthyl 2 | am nonet hyl - phenlsulfanl) | Hi.nd
-6- 6}l [4- Chloro -(6-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-méthyl-amine

[ 5 Chl or 0 2{4 @m%tﬁw fhdrb-1 BO8d 513 =y ydusritlyh Ry by - R@RA Y ing

et hyl - am ne

[2-(61Ghl or di4 @Horqn%jiﬂ Duprgrl Bringodmd pilsplfmnyheeap - BethAmiosn
et hyl ﬁhm ne 4-@111&022 Eﬁet@’]ll@f iﬂd&t} ymﬁfahyl%béﬁ&ﬁytnfetawirﬁmé

hy
5 Fi enz)éc %ﬁnﬁﬂlPX}’y‘i Pﬂ@thmy Hyyiehdrysuifamgbpeyzy]lypethyl-

5-Flu Ho

i ndol e 103 ,nine

5- Fl uor o- 3- (2- nor phol i n- 4-yl net h?/ Phenyl sul fanyl )-1 H
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acceptable carrier or diluent. 9. Use of a
. phar maceuti cal conpositi.on accoyding. to claimg@8 for
13, P R et i T PvRP et it Wadeioy § & thaghiteies of th
AGERAGHiAhIRI AT bffarihentigaharnt of a disease or
a

di sor der erein a serotonin reuptake inhibitor is
beneficial. 11. Use of a pharmaceutical conposition

L4, SRR 6T RPe NS e R st BsotdS whereina

combined serotonin, norepinephrine and dopamine reuptake inhibitor is beneficial.

15. Use according to any one of claims 10, 12 and 14, wherein said disorder or disease is an

affective disorder.

16.  Use according to claim 15, wherein the affective disorder is a depressive disorder such
as major depressive disorder, postnatal depression, dysthymia or depression associated

with bipolar disorder, alzheimers, psychosis or parkinsons.

17. Use according to claim 15, wherein the affective disorder is an anxiety disorder such as

general anxiety disorder, social anxiety disorder, post traumatic stress disorder,
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12. Use according to claim1l for the treatnment of a
di sease or di sorder, wherein a conbi ned serotonin and

wmoerepsrsphri ne reuptake inhibitor is beneficiBCT/DK3004/000894

18.

19.

20.

Use of a pharnmaceutical conposition according to claim

8 for the inhibition of theS8§erotonin, noradrenaline

and dopam ne transporters. 14. Use according to claim
18bdeSivd dtpnfui gt aBOHieRhaRc ADRRS a0l HaSlY glgerciﬁ b®sNsocial
a conbi ned ‘serotonin, norepinephrine and dopam ne

r ekt agorapbobier i s beneficial. 15. Use according to

any one of clains 10, 12 and 14, wherein said disorder

or disease is an affective disorder. 16. Use according

t Us€hbfbidbio adyemneion clafifs &f hertd, \@edis edid @sokder dr disease is a
depressi ve disorder such as major depressive disorder,
plaiR disorder slchras b ynyalgipsygraing. everalbprindsickpain, shoulder pain,

a i,at ' i pohar di sorder.. al.zheiners,
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15, wherein the affective disorder is an anxiety
di sorder such as general anxiety disorder, socia
ar%s cordinsragsone ghslriny hint 1% véeredr gaid disorder or disease is
di : L, .ve di sorder, panic
d?ggﬁggP#ﬁggﬁﬁéhéﬁyggggakégecific phobi as, socia
phobi a and agoraphobi a. 18. Use according to any one

_ clai 12 and 14, wherein said disorder or disease
?@S%acﬁaﬁn%‘iosaﬁ?/&é? of glapmys ang gyr%‘%ﬁf%lpéﬁlé disoadnr Giisease is stress
0¥ IncB@iddncdack pain, shoul der pain, headache as
wel | "as pain while awake and during daily activities.
19. Use according to any one of clains 12 and 14,
wherein said disorder or disease is attention deficit
hyperactivity disorder. 20. Use according to any one
of clains 4 and 6, wherein said disorder or disease is
stress urinary incontinence.



