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| 2-(1H-INDOLYLSULFANYL)-BENZYL AMINE DERIVATIVES AS SSRI
FIELD OF THE INVENTION The present invention relates to compounds
which are serotonin reuptake inhibitors and 5 preferably also
norepinephrine reuptake inhibitors, and the medical use of such
compounds, e.g. in the treatment of depression and anxiety, affective
disorders, pain disorders, attention defi¢it hyperactivity disorder (ADHD)
and stress urinary incontinence. BACKGROUND OF THE INVENTION 10

TBetf?ﬁmﬁb@fyeﬂs@ﬂﬂmmabwﬂemﬁmmm@m{egsmfs

classes: 1) monoamine oxidase inhibitors (MAOIS), 2) biogenic amine
neurotransmitter [serotonin (5-HT), norepinephrine (NE) and dopamine

(TSP R3p BHE WY BMkEMockers, and 3) modulators, especially
b@%ﬁfés&ﬁm&mEwﬁteftﬂﬂ&)érghﬂﬁ@@éﬁm Eréee%m’rﬁrea&aﬁa‘neﬁlbmrs and

depression is associated with a relative deficiency of th eni ines,
(LSBT SSp T ARG B FEUEERS UK S PR 7 oF ook Sormpotnds
NEgaiﬁt&gﬂmstrﬁ)nhmFdeﬂis Slmi\/ﬁﬁi vekyetsuaffegsfuldisotidertt @atmdisbrdérs, attention
dggfr oneraaré Vatnxdeiéé ﬁn efe r 1de %nd .currentl O\é most_efficient

the'en of B-HT an }or NE

treat me Ate based ncement
neurotransmission by 20 blocking their reuptake back from the synaptic

clefl (SrttehuRp o Rake TNEEYPldgien of antidepressant

mechanisms"”, ,fundamental and Clinical pharmacology, 2004, 18, 1-21;
SERoB4] e BFRTREHYi R R iFtE dPRIGF RS S g@%ﬁﬁéﬁ‘ré&%ﬁ%’fﬂs

theragymd%bm@m@g%mmegqmm@ 2004, 102, 47-60). 25 For
years monoamine reuptake |nh|b|t|o has been ied for treatm f
deprébsBRETES 3PS HENEPINE HG %%Pﬁ?ﬁ&@ﬂﬂﬁ%ﬁ?ﬁﬁﬂ B ana
norep|nﬁpbm&émﬁmdrdp@mﬂmep@de)blcﬁe&mm serotonin reuptake

lnhlbgorls?gae[elnafterggg %ge rs Q %56'%)1’ ';}%‘4@ 8 @%’PrStd orwgiereceptors
therapeutics In ?ﬁé?r atm epressmn certal orms o nX|et and

social 30 phobias, because they generally are effective, well tolerated,

a@%@@é{%&@%ﬂ%@é@ﬁéﬁ%@@I@fa&@@m&g&? tenelaR G IIGHEHES, the use of

antidepressants. Drugs claimed to be SSRIs are for example fluoxetine,

sérﬁﬂlﬁéié}ﬁéﬂﬁarﬁﬁé%é@kﬁ%(&&éﬁg|ﬁ?@£f§ﬁ%?é§a%?f‘ﬁé BrE&¥fgRpt proven very
indicade thiah RNy QSRenss arém@skﬁpyﬁa SRRI§ indsubstantiald updteudeltiy most

Another often ne lec ed‘ié\ actor in ress h%ﬁ atment | .
I CE TINS5 R PSR BT S AN S by
tObﬁlﬁmd’Jﬂglélmr reuptake back from the synaptic cleft (Slattery, D.A. et al., "The evolution of
antidepressant mechanisms", fundamental and Clinical pharmacology, 2004, 18, 1-21;
Schiloss, P. et al, "new insights into the mechanism of antidepressant therapy”,

Pharmacology and therapeutics, 2004, 102, 47-60).

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



pharmacotherapy. First of all, there is generally a delay in therapeutic
effect of the SSRIs. 5 Sometimes symptoms even worsen during the first
weeks of treatment. Secondly, sexual dysfunction is generally a side
effect common to SSRIs. Without addressing these problems, real
progress in the pharmacotherapy of depression and anxiety disorders is
not likely to happen. Accordingly, there i a need for the development of
compounds capable of improving the treatment of depression and other

seroRinieiaieddisrases dOABBNRIIRERISNY NASRERRIE the known SSRIs is
devbil)o%m.e t of dual re-uptake inhibitors, e.g., the combined effect of
5 frih

ser SRR AR ARAIHh D RRIPE L TP SR SRS AT B AR fecaifagpt is
namoethlinocadraidline, MNAhsepiptakaderinition e Hepres sioaistRxPloestinue

in ¢linical studies of. compeunds such as.Duloxetine (Wong, 'Duloxetine

O S T B R NR R S el s sre
anﬁawf@mm@ammq@mgmmmmd ni/estigatiorsakDrilgssexual
198?51’@1&&%11]1@8%31@39)&% W%MSA@M.WﬁO%Q adyr%gé%fg%ﬂgs% problems,
in depressed outpatients”, Psychopharmacology Bulletin, 1991, 27/, _

141 4’3;?.@@6ﬂﬁﬁ%ﬁ%@ﬁ%ﬁﬂﬁ@@ﬂbﬁfdﬁe@ﬁ@@t%aa@%w@N:R@,hkely to
"sefgigsinare-fomadreRaline fesrtakadaiRighaRLNSRIBunds capable of
"noradrenaliﬁﬁgnd serotgrﬁlin reuptake, inhibitors”. 20 Since treatment with

the BRTRRIG 16 FRTISTLIR SSRTBTRATY ARbRTh S BR B tHttig e

I0stimulate 5-HT neurons and mediate the release of 5-HT in the brain

(Sv JpNeural, Transmi s(i) 004, 111,.127) there might  _ .
bepée%%/%geﬂsgt%%% ggv%a?l%ga%%eh%gﬁ S?Wliﬁs ?r? ?ﬁer?rggi?n%h 6@8@% r%%éit'(?ﬁ %Ormbmed
angiét ofserplenis scopigivrrihifavesbd entshivwrhimelinicatistpties o Hisveamed

a bepeficilaHechy @eﬁa@&e(ﬁ;&bﬁi!?ﬁ%'xé&@s%QV%@&Q&’%@;@&M&&&f

pain, shoulder pain, headache\g?ain while’ awake and during daily

acfiomBLy s Fub e Qulxping Qensiateu Rt brédddms B arkinfybitor of serotonin
1SExperhRetrdNaiotherapaitiss 20083kt 48l Eishbais, BoePer@Bhion on

"Evidence-based. data r nimal and human experimental studies on
ISt L MR HA S Se o
1:330:826)i3 BN sshalegisichsbrPshowphin-elinidadsRidies:1adaye A 141-144).

beQ%[' %ﬁﬁ%ﬁ ﬁ?cﬂtiﬂf%i icit hyperactivit Sq%qrd,er DHD) (N. M .

Mukaddes; V(;:-r_llafg(ine in atﬁ%%ﬁr%yé%gip aﬁryl/%%rac Vity G iﬁ%’? e??n& norddrenaline

- Eurgpesie NB(epsyciopHRim acsisrynalionand st Suppleptdntigibitors'.
200ctober 2002, Page 421).

Lh

Since treatment with the selective NE reuptake inhibitor reboxetine has been shown to
stimulate 5-HT neurons and mediate the release of 5-HT in the brain (Svensson,T. et al, J.
Neural. Transmission, 2004, 111, 127) there might be a synergistic advantage using SNRI’s
in the treatment of depression or anxiety.
25
The use of SNRI's have been shown in clinical studies to have a beneficial effect on pain
(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
30 from animal and human experimental studies on pain relief with antidepressants: A

structured review” Pain Medicine 2000 1:310-316).
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5 Furthermore, SNRI's have been shown to be effective for the treatment
of stress urinary incontinence (Dmochowski R.R. et al. "Duloxetine versus
placebo for the treatment of North American women with stress urinary
incontinence", Journal of Urology 2003, 170:4, 1259-1263.) 10
Furthermore, Axford L. et al. describe the development of triple 5-HT, NE
and DA re- uptake inhibitors for treatment of depression. (2003, -
Bioorganic & Medical Chemistry Letters, 13, 3277-3280:

"BiQyaio v hildariangs ws meveal dirladrsuptake ibuhdsifefniban attention
treatment of depression”). Wellbutrin (bupropion) which has DA re-uptake
a0 SR

ft TRRAEPG 8 BRI K (O PSHOW bt fit SHELRY e afontion deficit

cambinatiiaty siucliés Tavepadi taiedyahoat sithanobd soMeafkript§uapiieent 3,

D@y tal% ite,ma ve some clinical benefit (Nelson, J. C. J. Clin.
Psﬁcﬁ%ry %g’gggé ; Masand, P. S. et al. Depression Anxiety 1998, 7,

89; Bodkin, J. A et al. J. Clin. Psychiatry 1997, 58, 137). 20 The present
Ny RO REOEAS 2 A iR Wsklianyl-enavkaning HerMRHYSS« oMty

[, which are serotonin reuptake inhibitors. In particular, the invention
prBSAIHERETAP SRS ™ Shi)- tHe TG earetfaltsPedpbiBafreatment of
revtakenehiaitlion o igieRRE pHRe IRuBptake cinibilied. JFURNSENOM®3, 170:4,
SCL %%ga compounds are also triple 5-HT, NE and DA re-uptake

inhibitors. 25 Diphenyl sulphides of formula (XVI) and variations thereof

have been disclosed as serotonin re-uptake inhibitors and have been

syggesiad,lo M?&HUT@@’:&Q&% 48P %%%i%?%me%ft %ﬂﬁé!?éﬁ%%gﬁg BA re-

4056632, EP"396827 Al and WO 9312080. EP 402097 describes "halogen
sup s el tiphday s ofdivpeestonbe28ie bive gersienifeiablibesdary

30 treatmeni of e s cldkeMSe NA Q4L 7328 HiIBRASRPERINAINES s for the

of N,N-dimethyl-2- (arylthio)benzylamine claimed to be selective sergtonin
trERERARRETS AR WGHRUPHRPTEERS Whttidprdiddntdptakefeidy in vitro
aland 2866 allest aGirdgkcharnafiicammiier bdmnBRAdo3do8 alsavdisdieses that

vafions derivalven.of diphenyl suiptides, cohenvl o benpylaminest d vy,
adantidepréssants Flirtermore, diphenyf sufphides are also disclosed i

US. 38081.43ahéh ol dind8dSdsefuMes andiidePressamMeNRERRA B ety 1998, 7, 89,
Bodkin, J. A et al. J. Clin. Psychiatry 1997, 58, 137).

The present invention provides 2-(1H-indolylsulfanyl)-benzyl amine derivatives, formula 1,
which are serotonin reuptake inhibitors. In particular, the invention provides compounds
possessing the combined effect of serotonin reuptake inhibition and norepinephrine reuptake
inhibition. Furthermore, some of the compounds are also triple 5-HT, NE and DA re-uptake

inhibitors.

Diphenyl sulphides of formula (XV1) 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 describes
halogen substituted diphenylsulfides claimed to be selective serotonin inhibitors for
freatment 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 diphenyl sulphides, "phenyl-thio-benzylamines"



(XVI1) 5 Several publications relates to the use of derivatives of diphenyl
sulphides as "radiopharmaceuticals” for imaging SERT by SPECT or PET
imaging, e.g. "S. Oya et al. J. Med Chem. 2002, 45, 4716-4723" and "S.
Oya et al. J. Med. Chem. 42, 3, 333-335". P. Emond et al Q. Med. Chem
(2002) 45, 1253-1258) and "S. Oya et al. (J. Med. Chem. 42, 3, 333-335)
further test and discuss substituted "diphgnyl sulfides" as selective
serotonin 10 tranporter ligands relative to dopamine and norepinephrine

trapspAieFstRAE, NERMWIR, m %mﬁﬂitc?e%x\é%oa&%&%?g%ag@%% 3143 and

dopamine, serotonin, and norepinephrine transporters. WO

distrimed ksidins dehderse® st diphenyl sulphides claimed to be have 15
higher selectivity for SERT over NET and DANRIgS 4,018,830 and US
4,055,665 discloses "phenylthioaralkylanings" and "2-
phenylthiobenzylamines" repreSented-structurally as "Arj-S-Ar2 in which

Arj is a phenylakyl amine @ @ is a substituted or

unsubstituted homocyclic or heterocyclicxisg 20 offrom 5-6 atoms, such

as an aromatic ring, a heteroaromatt€flhg". The compounds are claimed

to be useful for preventing "cardiac arrhythmias". K. Sindelar et al.,

"Cqllection Y.Czecho lovak Chemical Communications, (1991), 56(2),

1495 RR SR Er ol B USROS S LBMBB etdhmua
(XVHydivpbhichec@Biorie’ 6ftheaiigSERSTIbstiRRC Wit ETthiophene sing With et al. J.

testley Srigelty a3 S e PiRke LRllor and NAJpplaks iahibllor .

refégctlvely, for use as antidepressants:
6,4380048!B] dnless Grand2798) BF didelbd @ WBinmy éthéndetivhtdsMoaVl)em. 42, 3,

repared $0anhbi oneani : ine .
and/or nogepinegﬁ%r?g?g%,gég; AO ()%E\ﬂ%i%gﬁ)gr?éﬁ g%%g;aggé@g veserotonin

10 o fEFERUET dROTSEREMTIB JRBEEBRH TR dIRETRIRTPIIBIE rotmoTiRe (RAT. NET) with
indetsulinny benayl 4mines aftledsyasent RYEBHEN IO oMMMARYOF
TI—EEaII}lS\IV%\IIS'I'ION The present invention relates to a compound having the
genera‘f?ormhla | 13R11R

L

WO 0066537 also discloses certain detivatives of dipheny! sulphides claimed to be have
15 higher selectivity for SERT over NET and DAT.

US 4,018,830 and US 4,055,665 discloses "phenylthioaralkylamines" and "2-

phenylthiobenzylamines” represented structurally as "Ar-S-dr, in which Ar, is a phenylakyl

armine substituent and Ar; is a substituted or unsubstituted homocyclic or heterocyclic ring
20 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 (XV1) in which
25 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.



"NR1oNR2 SR3 RgR128R6/a R5 (l) wherein the sulphur atom is
attached to the indole via any ring carbon of the indole and wherein
R'-R'3 are as defined below; 15 as the free base or a salt thereof. In a
further aspect the invention provides a compound of the above formula |
according to the above as the free base or a pharmaceutical acceptable
salt thereof for use as a medicament. 20 The invention also provides a
pharmaceutical composition comprising a compound according to the
ﬁi%olé’ ?9%%&@%%%&%@%,85é}g‘i'@%ﬁ“&%ﬁ%ﬁ%ﬂi’o&%ﬁ, tahle SaldRREh@MWivates
at” [east’one pharmaceutically acceptable carrier or diluent. 6 The
PRIndiethier phividewten off oS tre &rifspiosfia f R and/or
g@ngggi,%gh as depression, anxiety disorders including general anxiety
disorder, social anxiety disorder, post traumg}_i{c stress disorder,
obsessive compulsive disorder, panic digorder,%anic attacks, specific
phobias, social phobia or agotaphepia i a living animal body, including a
human, 5 comprising admig aeutically effective amount of a
compound according to the abeve as.thefree base or a salt such as a
pharmaceutically acceptable sal(ggbﬁgeo . The invention furthermore
concerns the use of a compound according to the above in a method of
treatment of pain disorders, ADHD and stress urinary incontinence. 10
Thedrventign fu iferpeoyileddiecuspamhdscampdsing acsakding dopthike the
Zlg%\{ﬁ -%ﬁi%he {%egz tlase ora tst%lt such as a Qgﬂmaceutically acceptable

amines o e present mve . L.
ereot for the reparation ofa pharmaceutical composition for the

treatment an affective disorder, such as depression, anxiety disorders
including general anxiety disorder, social anxiety disorder, post traumatic

iesnfisordsh pRsCESYEepIyNISive disorder, panic disorder, panic

attacks, specific 15 phobias, social phobia or agoraphobia. The invention
flmRir Y RSURIES ites e TEPesIh baving Le i ¥ dbove for

the preparation of a pharmaceutjcal composition for thgtreatment of pain
disorders, ADHD and sﬁe§s urinary in&qptinence. l\i

R’ N\‘/E\\I( R

\ T S

2
R? R8 RB R4

Y
wherein the sulphur atom is attached to the indole via any ring carbon of the indole and
wherein R'-R"? are as defined below;

as the free base or a salt thereof.

In a further aspect the invention provides a compound of the above formula [ according to
the above as the free base or a pharmaceutical acceptable salt thereof foruse 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.



DETAILED DESCRIPTION OF THE INVENTION 20 Definitions The term
"halogen" means fluoro, chloro, bromo or iodo. "Halo" means halogen.
The expression "C1l.6-alk(en/yn)yl" means a C1.6-alkyl, a CZ_6-alkenyl or
a CZ_6-alkynyl 25 group. The term "C1.6 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-l-propyl. Similarly, the term "ClI-4

a,“fx!;'ir{%sﬁﬁrr?u@t@mqg@sw&ﬁﬁa%lﬂaéé @é@({:ﬁﬁ@@%@&ﬁ@%gﬁg%mh as

six carbon atoms 30'inclusive, including but not limited to methyl, ethyl,
145sp3Aion. srspYY, dispitens Dududing Zensethiyiepréisgrdengrocial anxiety disorder,

2patiinhpreRibsT BRJIGIY) o686 R ke RIu RS IgRALEE YRhio Eﬁgtﬂéeb,a%ém attacks,
fromﬁg}?o to six carb_op atoms, includir%}(% one double bond, including but
|

nSPifHiteRM D athenA! PRORE R EPBRREN & sc it edysinglitipea human,
5 desigpatmsudhigrovnsshatingpfioiellyefecixcanoan atarnsnposhddiogrding to
one. tripl d, including but not limited to ethynyl, propynyl and butynyl.
e B I G T BUC E BH WBor. he
Cogeijeivalkksyigecupcesiihe wesvi “GR18royoibatkyitide sighatsee in a method

MONRCH G QB iCcAROBYINAVIRGLRIEEIRy Glgh fralams, including
but not limited to cyclopropyl, cyclopentyl, and cyclohexyl. The term
"C3.8-cycloalkenyl" designates a monocyclic or bicyclic carbocycle having

10 th'liere im@igdﬂl ﬁr@alarpn@aa@k @fm;%l@@mﬁsﬁaﬁguﬂ? Glediagn Bt pRtMnited t8e free
cyclopropenyl, cyclopentenyl and cyclohexenyl. 1Q In the expression .
R e A B ML R Bies g aeparygme of

anpdidi@iabeaticte ndym)yiitane fastblefingchalicwes fToheviedisorder, such as depression,

" - tref rQL f the formula Cl-6-alk(en/yn)yl-Q- .
T e

"ClrEsliqer A P Resartsomynuiey alisden) papi-anirsoaronyttagle specific

"di{Ghta6-aneM AIBRERERAN Y ICER formu
2 cdﬁg-alk(en/yn%co-, & %?gk(en/?n)‘?/{l-I\F‘fﬁ|11%-gclgc)Ft-g}gﬁr%gn(RI pFBHRs the use of a

(CPBEAL AR APE-RIETDPEIE SR BTGP AR A 20RETmaHiE pmpPaiiion for
asidefinedaboipaitndbe éxprassionsndCGrésatiaaly mydnamine.,
"di-(Cl_6-alkyl)amino”, :
DETAILED DESCRIPTION OF THE INVENTION
20

Definitions

The term “halogen” means fluoro, chloro, bromo or iodo. "Halo" means halogen.

The expression “Cy¢-alk(en/yn)yl” means a Cy.¢-alkyl, a Cy.¢-alkenyl or a Cy¢-alkynyl

25  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 alkyl”
refers to a branched or unbranched alkyl group having from one to six carbon atoms

30 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 “Co.s 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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"Cl_6-alk(en/yn)ylthio", "halo-Cl_6-alk(en/yn)yl",
"halo-ClI_6-alk(en/yn)yl-sulfonyl”, "halo- C1.6-alk(en/yn)yl-sulfanyl”,
"Cl.6-alk(en/yn)ylsulfonyl", and "C1.6-alk(en/yn)ylsulfanyl" 25 etc., the
terms "C1.6-alk(en/yn)yl" and "halo" are as defined above. The expression
"R' and R2 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,

Y98 ard SRyl hefers.to meg%egyhﬁmg&é{? Sete b iotalats,

45,60r7 mem ers, such as, e.g. azetidine, pyrolidine, piperidine,

BipERRE g Rl Psdransheiae R midimied s thryd. syamsny g hysmyl
unsubstituted or it may comprise one or more substituents, such.as, e.g.
Smaxmum of one or%‘lt

tuents, 8 d f th
SRR Ry RN B B e R0 CLb CHRSIEREALR! e
alky tsuiptonybyitisdbytndesiyiatirsfuorometiiysulioeydiiandbocycle having three to
Ik fth
il G ST e 0 Tl sEeonl

(Frigytemmaty’ Q. pictsbrdoensl” Hesimmien e meirecyt @ity cbheatbitryle having three
E’@é%ﬁv@iatg’&@%(&%@u@&%w%@&@&@g%ﬁta@m%{ew MRERInas!,

used herein in connection with a disease or disorders includes also
SHERBITER AL S e FREY be. 10 Compounds of the invention The

present invention relates to a compound having the general formula | 13

R1 RIoaNR7NR q (1) Rs wherein the
suItJ[ RFRIOHOR ardchsd 'flg( F@?’E oI \flka&r@n\&n $Pdg ggler SOR o thiE e o?lk(en)yt
and “Ch i ppityn) RT-RR aarde inddpbndently selected from hydrogen,
C16-alk(en/yn)yl, C3-8-cycloalk(en)yl, and

C3.8-cycloalk(en)yl-Cl.6- alk(en/yn)yl or Rl and R2 together with the
ritro e f6rn-alkiery mbinbersefdn i conainti dhe sl ohedkls iy Bonid-

Qg{@g@ltyl%aiq((éﬂ%(?ygggiggaeﬁgmgdyyogen comprises one further
heteroatom selected from nitrogen, oxygen and

The terms “Cys-alk(en/yn)yl-carbonyl”, “C;_¢-alk({en/yn)yl-aminocarbonyl” and
“di-(C.¢-alk(en/yn)yhaminocarbonyl” refers to groups of formula C,.¢-alk(en/yn)yi-CO-,
Cr¢-alk(en/yn)yi-NH-CO-~ and (Cy.¢-alk(en/yn)yl);-N-CO-, respectively, wherein
Ci¢-alk(en/yn)yl are as defined above.

In the expressions “C¢-alk(en/yn)yl-amino”™, “di-(Ci¢-alkyl)amino”,
“Ci.¢-alk(en/yn)yithio”, “halo-Cy¢-alk{en/yn)yl”, “halo-Cs-alk({en/yn)yl-sulfonyl”, “halo-
C,¢-alk(en/yn)yl-sulfanyl”, “C;_¢-alk(en/yn)ylsulfonyl”, and “C,¢-alk(en/yn)ylsulfanyl”

ete., the terms “Cyg-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,



20 sulphur; - R3-RL2 are independently selected from hydrogen, halogen,
cyano, nitro, C16-alk(en/yn)yl, C3.8-cycloalk(en)yl,
C3.g-cycloalk(en)yl-Cl_6-alk(en/yn)yl, amino, Cl.6-alk(en/yn)ylamino,
di-(Cl.6-alk(en/yn)yl)amino, Ci_6-alk(en/yn)ylcarbonyl, aminocarbonyl,
Cl.6-alk(en/yn)ylaminocarbonyl, di-(Cr_6-alk(en/yn)yl)aminocarbonyl, 25
hydroxy, Ci_6-alk(en/yn)yloxy, C1 6-alk(en/yn)ylthio,

halo-Cl-6-alk(en/yn)yl, halo- Cl.6-alk(en/yn)ylsulfonyl,
ha@g%@é&'ﬂ(ﬁ%ﬁ%'&é&'ﬁﬁ%h@ hﬁc@éﬂ(eﬂ fcyclo 198 [6_ 11(0%}3(;[ -

is selected from hyd rogen Cl.6-a (en yn)yI C3 (en)yl'an

ca e ndaslihre ) wihrremshy mé@qw@l@a@w and & thdkstskrbonyl.

with the provisos that: 5 - when the sulphur atom is attached via atom or.

2 Olfhth |g{:lso{!e hen(ﬁ? does |st - when é%e sulphur atom is

attachad Vi atord 5P e indo 3?%‘5&%?1’? %ﬁlen\ﬂ}hgﬂl?ﬁgdamre of
SSu@mgmatﬁhtmgm@h@ﬂlm(&mmw X dflithecindole MenR&:dees/Wanic

ex I m nr. 5 of the indole

the@n};%g%%%%%g%%g]& E \?vﬁk?gg tie su %gg\%%aré?ls attached via atom or.

6 of the indole then R10 does not eX|st 10 and - when the sulphur atom

is FHaehed viarien M wé-afthe gl e R 1198800t 6Xiftord 9 &(&hﬁﬁs also

illustrate the inyention, without limitation, the following embodiments of
Rf’ﬁ‘ée“élroél\?(ﬁt%%cﬁ*?@ 8383& of the invention, in particular for the
IOCompounds of the invention as the 15 free base and the salts thereof:
R2 arel ndently.selected from hydrogen, Ci_6-alk(en/yn)yl,
C3 Om)P 0. fi e)eir? %Fan(f '%%“5 -cyclo alk(en)yl-C 1-6- alk(en/yn)yl R1-R2 are
|nd&ﬁ@ﬁ@f@ﬁtly@@é@mi@twmgemmm&angierﬁioﬁﬁzhrb
independently selected from hydrogen and C1.4-alkyl; 20;R' is hydrogen
and R2 is methyl; R1 andRR2 are methyl; “I)?l and R2 ar ydrogen To
further illustrate the inventigy, W& ut [
embodiments of R1-Rg7 27 arejwithinjthe scog‘e of the inv&ition, in
particular for the compoun ei entlon $e and the
salts thereof:

R'2 < RS
@O
wherein the sulphur atom is attached to the indole via any ring carbon of the indole and
15 wherein
R!-R* are independently selected from hydrogen, C) ¢-alk(en/yn)yl, Ci.s-cycloalk(en)yl,
and Cy_g-cycloalk(en)yl-C\.¢-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
20 sulphur;

- R*R"Yare independently selected from hydrogen, halogen, cyano, nitro,
Crg-alk(en/yn)yl, Csg-cycloalk(en)yl, Css-cycloalk(en)yl-Cys-alk(en/yn)yl, amino,
Ci.¢-alk(en/yn)ylamino, di-(C,¢-alk(en/yn)yl)amino, Crs-alk(en/yn)ylcarbonyl,
aminocarbonyl, Cy.¢-alk(en/yn)ylaminocarbonyl, di-(Cy.¢-alk(en/yn)yl)aminocarbonyl,

25 hydroxy, Cis-alk(en/yn)yloxy, Ci-¢-alk(en/yn)ylthio, halo-C\.¢-alk(en/yn)yl, halo-

Ci-¢-alk(en/yn)ylsulfonyl, halo-C,.¢-alk(en/yn)ylsulfanyl and Ci¢-alk(en/yn)ylsulfonyl;
and



R1-R2 are independently selected from hydrogen and C1_6-alk(en/yn)yl;
or R1 and R2 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 30 from nitrogen,
oxygen and sulphur. 10 To further illustrate the invention, without
limitation, the following embodiments of(R1-R2 are also within the scope
of the invention, in particular for the compounds of the invention as the

free hiisie and tessaltsyieseaf (R, ANdB2paether it iheniragen form

a 4-7, i.e. inclydin i r 6, membered ring 5 containing zero or one

dou&é%‘a’ﬁ%%@ﬁ@ 1@*@" (AN addition to said nitrogen comprises

omettariiee bheteraatdmhsadef;ted from nitrogen, oxygen and sulphur, which

ri@ﬂlﬁﬂ?&%mﬁ yﬂﬁg:bstituted; R' and R2 together with the nitrogen form a
u

4-7, including , membered ring containing zero or one double bond,
S optiohznytearylnher i dinsactsdrid atiroged obthpiiser dre RO doether exist;

heteraRiPM-SRIBAIR AR HEOLRN QX098 120 d SHIPHYL NSRS o not fexist‘

system comprises one or more substituents, such as, e.g. a maximum o ’

one BPERSIBOHTARE & gladud vaathBmride gt inddndisaRy dres not exist

hydr@r)iﬁlylf? e Grankyi C’inl?’l m)Q&EMﬁ)adhﬁ(ﬁoigﬁﬂ (ﬁi- E clzfmﬁégn&ﬂfm&]}f@)% does rhotlexist;
Cl_6-alkoxy (e.g. methoxy), CL 6-alkylthio, alkylsulphonyl, trifluoppmethyl,
O S R SRRSO G s
10 thaditrogen form a ring selected from the group consisting of azetidine,

Py rolkql'é}ﬁh@'&ﬁﬂﬂl@ﬁt_o%% 'é%@l%d Q%rg%onllp r%:t%zé?%lggnrg&repsﬁgrlll ﬂ@x,_ oglsChot exist.

ring may be unsubstituted or It may comprise one or more substituents,

such as, e.g. a maximum of one or two substituents, e.g. selected from

the GERHE: AARSIHIRE QLA Yy ib R Al a €6 iR &I NANEE R8s of R'-R?
fluoro qr. chloro), Cl-6-alkoxy (e.g.. meth,ox?/), Cl.6-alkylthio, 20

afKy PRSI TR S B RBUTH Wil A St AnapRImds of the invention as the
15 Ché&-alksyloatbionyditd tdrydier illustrate the invention, without limitation, the
e of the inventjon,

fqllows bodi ts f R3-R 12 ithin th
slong mpenens gL SR AD SN DS SEope ol e LTI 1

in particular compounds 428
RE-Re2cdpeleppetdentiyesdterted from hydrogen, halogen, cyano,

GhoralidiniseRacualoaliodd o ARl <0-allgl CL6-alkyloxy,

Cl, 6-alkylthio'and trifluoromethy 2 are md’ép é}lently selected
fORhyE SYsRcedraiy salrsiel Eoarydaeamandethadybmethylthio and
20 triffuengmetyand R? is methyl;
R' and R? are methyl;

R' and R? are hydrogen.

To further illustrate the invention, without limitation, the following embodiments of R'-R®
25 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 C;_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,

optionalty the ring in addition to the nitrogen comprises one further heteroatom selected

30 from nitrogen, oxygen and sulphur.



30 R3-R12 are hydrogen; R3-R12 are independently selected from
hydrogen and halogen; R3-R12 are independently selected from
hydrogen, chloro and fluoro; R3-R12 are independently selected from
hydrogen and chloro; 11 R3-R12 are independently selected from
hydrogen and fluoro; at least one of R3-R12 is fluoro or chloro; R3-R12
are selected independently from hydrogep and cyano; R3-R12 are
selected independently from hydrogen and C1_6-alk(en/yn)yl; 5 R3-R12

armlaﬁs@qm@{%%gm&agmxgﬁpaﬁl@tﬁéaﬁ,%&%ﬁi@@@ue%%%&%m'fRl.Rz

R3-R12 are selected independently from hydrogen an
CRE AR M TIERGoRs efdbsiny cttios-mparicduderabanenspd R Redinvention
aresskiciedancepandentiyispmmrnydrogen and Ci4-alkylthio, such as

methylthin; R3-R12 are selected independently from hydrogen and _
GG LS ViR b+ HERORARENS Aré SinISATHER e e

5 nuivrdeinofitRERIDerdaliferentdiropr duyiisogehsisggn atilerst & Qiaiileasnd
orat, ggggffﬁ%&g re hydrogen: all of R3-R12 are hydragen;only 1, . .
2,3 oﬁg_of R3-R12 Is 8%?3%% r%gerﬁtﬁ@aé%%g?%oﬁg%méﬁ%e%F‘n“%oaﬁ%?@ﬁt ich ring
th&mventisnseritated; or 3 of R3-R12 are different from hydrogen,

preferably seletigdsinderendentlysiiam the goumcossist r}geﬁﬁy%%gr%gmm g

chloro, fluoro, eyano, methyl, methoxy, methylthio and trifluorome
fuAREPliIvR ¥ﬁé€iﬂ%€%ﬁf&%ﬁ%ﬁ%f%%%ﬁi%éOf@enéwmggen comprises one

10 enfibdgirherts0hRSRA2d Borratwithindhe:seane afthe, ventieR; Bstem
par{gir%uhasr g%r teh& com %F&%g a the 1]‘lree base or salt th%%%f: R3-R12 are
independently selected from Ayarogen: Haf §EH* SRR Ers Hikternmynents, e.g
C3ckepé|batk (bn )y 3@ wsttigalklenykC C.o-alkiedyn)ybimiimaygen (e.g. fluoro
Cl; n) -CL6-alk( I, 25,R3-R12 are
intljjreqjgﬁmdgzg%és)gl%c ed | rb%g!r%dr ’gcgllhf’, ﬁg gtggér(i ,hﬁc é%@?%fyé’-g}&l&lé)ﬁ?%%ﬂ’
h omgtiglantien M iexy dkdwaterc.6-alk(en/yn)yl; one of R3-R12

15 is halpgert sipemasaane ALBreme:ar odg, @Elg%&%o%@éﬁﬂi B&%ig%ing of
cyanq; one of R3-R12 is C_1.6-a_lk(en,/yn)l¥l, such as C1.6-alkyl, e.g. methyl
oraé?ﬁ'f}fne’ pyrohdine, piperidine, piperazine, homopiperazine or morpholine, which ring

may be unsubstituted or it may comprise one or more substituents, such as, e. £. a maximum
of one or two substituents, e.g. selected from the group consisting of hydroxy, Cy¢-alkyl
{e-g. methyl), halogen (e.g. fluoro or chloro), Cy.¢-alkoxy (e.g. methoxy), Cis-alkylthio,

20 alkylsulphonyl, trifluoromethyl, trifluoromethylsulfonyt and Ci¢-alkylcarbonyl.

To further illustrate the invention, without limitation, the following embodiments of R*.R 2
are within the scope of the invention, in particular for the compounds as the free base or salt
thereof:

25 R>-R"Zare independently selected from hydrogen, halogen, cyano, C-alkyl,
Cs.s-cycloalkyl, Cs.g-cycloalkyl-C,¢-alkyl, Cis-alkyloxy, Ci-g-alkylthio and
triftuoromethyt;

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

30 R-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;



30 one of R3-R12 is hydroxy; one of R3-R12 is CIS-alk(en/yn)yloxy, such
as Ct_6-alkyloxy, e.g. methoxy; one of R3-R 12 is halo-C1 6-alk(en/yn)yl
such as halo-C1.6-alkyl, e.g. trifluoro-methyl. Within the invention, are

~embodiments where: 12 one of R3-R12 is different from hydrogen; two of

5

R3-Rt2 are different from hydrogen; three of R3-R12 are different from
hydrogen; four of R3-R12 are different fygm hydrogen. 5 To further
illustrate the invention, without limitation, the following embodiments of

REB0*areMIHIALRIRRE O MSIAEANRN ypaiguiar for the

compounds as the free base or salt theréof: R 6 are independently
sélbeastonb i RydrodeRupraisgeiowyano, nitro, Cl-6-alk(enlyn)yl, 10
gagniiiei@a;ﬂw&?amh&&&auﬁm&%g{w}o%h %fﬁlk,%ﬂéyn)yl, amino,

s6-alk(en rnino, di-(CLG-alk(en/yn)yl)amino,
C :136_-% k%éen%fr%% g&?&%ﬂ%ﬂﬁ?’n%%m peee paddteriimmiinocarbonyl,
dimﬁ(ﬁwéﬁwﬁanﬂmmmﬁwwfﬁe?altgeem/gnaum,methyh
ChL6: j -6< n/yn)yl, -
oo oo s R A SR gy, proferably
Cl-esali@nHyi st msiexYs R3-R6 are independently selected from
hydredene baleaanngyanaefth ety d a%'%&lé?_lgkx%élthio, ﬁ?f as methylthio;

I-Cl.6-alkyl, amino, C16-alkylamino, di-(Cl-6-alkyl)amino,

C3-8-¢ycloal
R i B 1 erate AR R BEt Bty

10 divahe-hikidamine) caskamddiyekoxyeael_6-alkoxy, C1 6-alkylthio,

15

20

25

30

halo-Ct-6-alkyl, halo-Gi-6-alkylsulfonyl, halo- Cl.6-alkylsulfanyl and
e R R Bh oA S Sl b A ogiohs or o
hageyémfEr-RafkytolydaradiCl_6-alkyl; R3-R6 are independently selected
framyAydrRBen. ialngen, methoxy and methyl; R3-R6 are independently
selected from hydrgggﬁ,. fluoro, chloro, methoxy and methyl. Within the

inYeition; hs etBodimandifioratdiamimidagsomber of R3-R6 are different

fromnbydogence: of EoiRNRAS R We of R Rﬁij{gz%tge(f%rréﬁ? Bom hydrogen
%%ggﬁg%n; three of R3-R6 are hydrogen and one of R3-R6 is halogen;
t

R3St s RrBRRAT A AT e SF¢oB-soBSstine 1y drogss, alfeneituoro,
froyarioy draiydnmethoxy, methylthio and triflucromethyl.

el

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, Cyg-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, Cs.g-cycloalk(en)yi-Cg-alk(en/yn)yl, hydroxy, Ci¢-alk(en/yn)yloxy
and halo-C_¢-alk{en/yn)yl;

R*-R* are independently selected from hydrogen, halogen, cyano, Cig-alk(en/yn)vl,
hydroxy, Ci-¢-atk(en/yn)yloxy and halo-C;_-alk(en/yn)yl;

one of R>-R? is halogen such as chioro or bromo or iodo or fluoro;

one of R*R"7 is cyano;

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

one of R%-R* is hydroxy;

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

one of R>-R* is halo-Cy.¢-alk(en/yn)yl such as halo-C 4-alkyl, e.g. trifluoro-methyl.

Within the invention, are embodiments where:
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RS5 is different from hydrogen; 30 R4 is different from hydrogen, e.qg.
chloro, fluoro, methyl or methoxy, and the rest of R3-R6 is hydrogen; R5
is different from hydrogen, e.g. chloro, fluoro, methyl or methoxy, and the
rest of R3-R6 is hydrogen; 13 only one of R3-R6 is different from
hydrogen and is selected from the group consisting of fluoro, chloro,
methyl and methoxy; R3-R6 are hydrogey, 5 To further illustrate the
invention, without limitation, the following embodiments of R3-R6 are

Wimigotpﬁsﬁgoq({ e fépe% tl%\()%ggg irg3 Ip_articular for the compounds as the

free ase or salt thereof: 0fre’lndependently selected from
hyaregER. Ralceed feyenidiom dxdiiogniyn)yl, C3-8-cyeloalk(en)yl and

CQQ&lelgég}gla%éﬁ@MW)ggego R3-R6 are independently
selected from,hydrogen, halogen and C1.6-alk(en/yn)yl; R3is hydrogen;

RATY SRR d Frodiffarb§en IN4rgeh and CI_6-alk(en/yn)yl; R4 is

hydrogen; R4 is halogen such as chloro or fluoro; 15 R4 is

Cl:6-alk(enlyn)yl such as Cl-6-alkyl e.q. methyl; RS is selected from 36
hy?ﬁo%ﬁiﬁeaﬁ%‘%%gt%ﬂn%“ﬁ%iﬁlgﬁy”a‘%a‘éﬁ;‘%@%ﬁﬁﬁ&%ﬂ%ﬁﬁ SCRIBITLSRER R
is fipdroberthe 6cane tirthenitkrstoaténtherfivvintionthwithoptdinditaditie, Hebase o salt
followipg embodiments of R'-R12 are within the scope of the invention, in

partjcylar for the cor}r&ounds as the free base or salt thereof: R7-R12 are
indeperide e radaidy Rsachyaradudroesp duinasyasianaitgro, Cr.e-alk(en/yn)yl,

CL:6;alkmalviihl, 25 C3:d Yemviik(en/yn)yl, amino, Cy.¢-alk(en/yn)ylamino,

C.3$-%ycl’o lkﬁlril}'rf?y -C1__6-8Ik((&aln Lyrﬁyl amino, C1.6-.aI0k(e‘n/yn ylamino,

aiteC @51%65 YIS TR e (5 @)WWWFBH&)@HV}, SRriBdarbonyl,

C Csall(enfyn)yanioacashonyl, @i (Cligaomannosananyky,

E%%\( (_%@%%5?{%%@8%%}ﬁ%&%{%@@?Qféﬁtﬂ'@h/yn)yz, halo-
Cie-alk(en/yn)ylsulfonyl, halo-Cis-alk(en/yn)ylsulfanyl and Ci¢-alk(en/yn)ylsulfonyl;
R*-R® are independently selected from hydrogen, halogen, cyano, C)¢-alkyl,
Cig-cycloalkyl, Cyg-cycloalkyl-Cg-atkyl, amino, C).4-alkylamino, di-(C,.¢-alkyl)amino,
Cr-alkylcarbonyl, aminocarbonyl, C; -alkylaminocarbonyl, di-(C;.¢-alkylamino)carbonyl,
hydroxy, Ci-s-alkoxy, C-¢-alkylthio, halo-Cy¢-alkyl, halo-Cy¢-alkylsulfonyl, halo-
Ci¢-alkylsulfanyl and Cy ¢-alkylsulfonyl;

R3-RC are independently selected from hydrogen, halogen, Cy¢-alkyloxy and C, ¢-alkyl;
R*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 R*-R® are different from
hydrogen, e.g.:

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

three of R*-R® are hydro gen and one of R*>-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 R*-R®
is hydrogen;

R’ is different from hydrogen, e. g. chloro, fluoro, methyl or methoxy, and the rest of R*-R®
is hydrogen;
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C1.6-alk(en/yn)ylsulfonyl, halo-C3.6-alk(en/yn)ylsulfanyl and
Cl_6-alk(en/yn)ylsulfonyl. 30 Within the invention, are embodiments where
a limited number of R7-R'2 are different from hydrogen, e.g.: only one or
two of R7-R12 is different from hydrogen; 14 only one of R7-Ri2 is
different from hydrogen and the substituent is selected from the group
consisting of hydrogen, methyl, fluoro, ghloro or methoxy; only two of
R7-R12 is different from hydrogen and the substituents are selected

mdepend gl from S|st|n hyI fluoro
EH 6P EletfoRy e A ST e T e b SR e f
thexfo) Iﬂvlang mmhdd:mamemfﬁl R12 are within the scope of the

Eyegtl o, | ra %rlt,lcular for the compounds as the free base or salt thereof:
S are | ependently selected from hydrogen, halogen, cyano,
C1-6-alk(en/yn)yl, 10 C3_8-cycloalk(en)yl,

Fosnavaloallemyine]B-alkéaMmyh Yok, %ﬁiﬁllﬁﬁ%@/&ﬁ%@%&m R-RS
halo-C |.6- alk(en/ n)yl; R7-R|2 are mdependen y selected from h dr%gdse b sait

RERGGEHD ng‘awapm SIRYERATRT AT, 18 S-SRI ooy BRG
halad3l.6- alk(en/yn)yl R7 is selected from hydrogen and C16-alk(en/yn)yl;

is CI.6- aI n 6- alk 8 IS selec d fr
kﬁj emﬁ%ﬁce)%en glrg]%te%%?g (Ck S 8rb an’ ol ooyt
ICﬁsaikﬁmalklfWMWrdFQB as:Wdabgje@yR@ueﬁh(Uymﬁuch as fluoro, chloro
bt% Qmé%é%ﬁekﬁi%%&eﬁe%&%}% e TOMSHEN2S Qk&é},@l{%\

hydroxy; R8 is C1.6-alk(én/yn)yloxy such as C1.6-a yloxy
@glsrhe@ﬁéﬁ@? R9 is selected from hydrogen, halogen, cyano,

R Eralikienlynov, Ve e, RNBedbatd Gralklieiymiynxy; R9 is hydrogen;
9 is halogen such as fluoro, chloro, iodo or bromo; R9 is cyano;
is hydrogen;
R*is halogen such as chloro or fluoro;
R*is Cg-alk(en/yn)yl such as Cy¢-alkyl e.g. methyl;
R’ is selected from hydrogen and halogen;
R’ is hydrogen;
R® is halogen such as chloro;

R® 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,
Ci.g-cycloalk(en)yl, Cys-cycloalk{en)yl-C,¢-alk(en/yn)yl, amino, Cy-alk(en/yn)ylamino,
di-(C.¢-alk(en/yn)yhamino, C;¢-alk(en/yn)ylcarbonyl, aminocarbonyl,
C1.¢-alk(en/yn)ylaminocarbonyl, di-(C;¢-alk(en)yl)aminocarbonyl, hydroxy,
C¢-alk(en/yn)yloxy, Ci-alk{en/yn)ylthio, halo-Ci.¢-alk{en/yn)yl, halo-
C;.¢-alk(en/yn)ylsulfonyl, halo-C,.¢-alk(en/yn)ylsulfanyl and Cy¢-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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R9 is C16-alk(en/yn)yl such as Cl.6-alkyl e.g. methyl; 30 R9 is hydroxy;
R9 is Ci.6-alk(en/yn)yloxy such as C1_6-alkyloxy e.g. methoxy; R10 is
selected from hydrogen, halogen, cyano, Cl.6-alk(en/yn)yl, hydroxy,
Cl.6-alk(en/yn)yloxy and halo-Cl-6-alk(en/yn)yl; 15 R10 is hydrogen; R10
is halogen such as fluoro, chloro or bromo; R10 is cyano; R10 is
Cl.6-alk(en/yn)yl such as Ci_6-alkyl e.g. rﬂethyl; 5 R10 is hydroxy; RtO is
Cl.6-alk(en/yn)yloxy such as C1.6-alkyloxy e.g. methoxy; R10 is

halgnC LR alkenymYAsHeD, 0-C1 6-alkyl e.g. trifluora-methyl: R" is
selec%ed from hydrogén, %aﬂ%ogﬁhﬁ Tg?éﬁﬁ?g#ﬁn%}fsgﬁu 235 solected fom the group

Cl6miREARHYBRsen RN Hy drsgershior mighwtagen such as fluoro or

chigng:nRs i¥ LI6*al ARVt HER @S ol Sty L aibyl oL etk
R11lis Clér%;ﬁg’k en/yn)yloxy such as CI-6-alkyloxy e.g. methoxy; R12is

selddsRe GERTaIR ers stz pd I RRe RSty hyfsgeritias maperboxy.
Cl.6-alk(en/yn)yl such as C1.6-alkyl e.g. methyl. To further illustrate the

invengion, withgut limitation, the following embodiments of R7 are within . .,
the Scope of t aer?thev?glﬁﬁ%‘ﬁﬁﬁtﬁoﬁ’a‘?ﬁcu ‘gr?%rltﬁglg %6511338 %‘H@%ﬁ’@ﬂdﬁ‘é‘a’tg of R-R
baié witsialthersrpefo DDRIvimtydrogert cla i©nistkyn e fidsthehil Gstraies or salt
theninugntion, without limitation, the following embodiments of Rt3 is

within the scl%%e of the invention, in particular for the compounds as the

frde Basd diEisrendsats aslistethitons bufessn, haetiydisgerCandlk(en/yn)yl,
C|(@?@HS(@MM)MUﬂmjaybmmﬁfﬁlﬁ%@-iﬁ(@h%gﬂg 8}3_(/[ %%Ql@?elﬂyn)yloxy

Cl6-glkyl e.g. methyl. 30 The above embodiments relates to
co%%ﬁ%ﬁ%t‘ﬁ%i@@ﬁ jon having formula |

R'-R" are independently selected from hydrogen, halogen, cyano, Cy.g-alk{en/yn)vl,
hydroxy, Cis-atk(en/yn)yloxy and halo-Cy_g-atk(en/yn)yl;

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

R is Cy¢-alk{en/yn)yl such as Cyg-alkyl;

R? is selected from hydrogen, halogen, cyano, Ci¢-alk(en/yn)yl, hydroxy and
Cis-alk(en/yn)yloxy;

RYis hydrogen;

R%is halogen such as fluoro, chloro or bromo:

R® is cyano;

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

R¥is hydroxy;

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

R? is selected from hydrogen, halogen, cyano, Cy.g-alk(en/yn)yl, hydroxy and
Cr.e-alk(en/yn)yloxy;

R? is hydro gen;

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

R” is cyano;

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

R’ is hydroxy;

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

R is selected from hydrogen, halogen, cyano, Cy¢-alk(en/yn)yl, hydroxy,
Cig-alk(en/yn)yloxy and halo-C ¢-alk{en/yn)yl;
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16 In particular, the present invention relates to a compound having the
general formula | wherein the sulphur atom is attached to the indole as
indicated in below formulas IAto IF: R9 R1I0 R6 R1 N R2 R1t S\ R3
RiIBINR'R61/Ra R5(IA) ROR6R1I2ZRR1I0RsRNRgN2 S311R
RONVCRRS\R3RiiR1I3RaRiISBNRigR6Ra (IByR55 R (IC)RR1
R1 Rio Rtl1 NIR2 Rt3 R11 N R2 13\ S'SS R~RR' NRN7RR6
RaR9R6Ral12 RR12R5RRS8 RS?I )(ID) RRgN_R13R1 | NRB

4{\"1:\;52 h}%%:g)’en;

R" is halogen such as fluoro, chloro or bromo:

R'® is cyano;

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

R'Yis hydroxy;

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

RY is halo-Cy¢-alk(en/yn)yl such as halo-Ci_¢-alkyl e.g. trifluoro-methyl;
R'! is selected from hydrogen, halogen, C).¢-alk(en/yn)yl and C.¢-alk{en/yn)yloxy;
R*! is hydrogen;

R' is halogen such as fluoro or chioro;

R'! is Cy.s-alk(en/yn)yl such as C¢-alkyl e.g. methyl or ethyl;

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

R' is selected from hydrogen and C,¢-alk(en/yn)yl;

R¥is hydrogen;

R"Y 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 RPis
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,_¢-alk(en/yn)vl;

R" is hydrogen;

R" is Cpe-alk(en/yn)yl such as Cpg-alkyl e.g. methyl.

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



R9R106 R/Ra R (IF) 5 and wherein R'-R13 are as defined herein, in
particular wherein - R1-R2 are independently selected from hydrogen,
Cl.6-alk(en/yn)yl (e.g. methyl), C3_8-cycloalk(en)yl,
C3_%$-cycloalkyl-C1.6-alkyl, or 17 R'and R2 together with the nitrogen
form a 4-7 membered ring containing zero or one double bond, optionally
the ring in addition to the nitrogen compriges one further heteroatom
selected from nitrogen, oxygen and sulphur; R3-R12 are independently

Sei%ﬁ%@gcqﬁmtﬁé/ Pf&%&ﬂnb&lﬁgﬁ pefﬁ@ F]Blas Ol t%&%lqga)!%g_ ct:‘t;% %%‘1'% g r%n‘lnula I

alk(en/yn)yl (e.g. C1.6-alkyl, suc
(e Yraesangheymiphne 0w 5 atiaghrskin (b gt 6 arketed, im Prlengformulas 1A to IF:
C3.8-cycloalkyl- C1.6-alkyl), amino, C1.6-alk(en/yn)ylamino (e.qg.
C1.6-alkylamino), di-(C1.6- alk(eg/yn)yl)amlno (e.g. di-(C1.6-alkyl)amino),
C1.6-alk(en/yn)ylcarbonyl (e.g.FC1.6- alkylcarbon1yl) arninocarbonyl,
Cl.6- alk(en/yn)ylamlnoed hopyNe-qR 10 C1.6- aﬁylamnlnoearbonyl)
[ e.g. di-(C -"él&yl)alnlnocarbonyl))

hydroxy, C1.6-alk(enlyniioky te’g ¢ -
C1{,-alk(en/yn)ylthio (e.g. C1. 6-rlk
C1.6-alk(en/yn)yl (e.g., haloBE1.6-akylRSUCh-2
C1.6-alk(en/yn)ylsulfonyl (e.qg. trifluoromethylsulfonyl),
halo- C1_6Balk(en/yn)ylsulfarqyl 15 (e §*trifluoromethylsulfanyl), and :

3 ,é C1 6- alkylsulfonyvl)0 R18’%is selected fron

guch as methoxy)

C3és -cycloalkien)yl- Ql
the free hdse &/°a s&lt tha ridodisr
compounds of thgﬂ vention having formula IA. Any @ the above s
embodiments are also embodlments of formula IA with the pFoviso that

R12 does nonemst in compOLﬁhds of general formula IA. Another 5?1
embodtent relates togpgunds of the lnve;;ptlonFymch are not \
N

{aD) {dK)
R

' 13 1

“ "N—R 1,3

N Y
R® < R?
R?

RY 10
R R® R
R
(Ir)

and wherein R'-R" are as defined herein, in particular wherein
- R'-R? are independently selected from hydrogen, C;g-alk{en/yn)vl (e.g. methyl),
Cyg-cycloalk(en)yl, Cs3-cycloalkyl-Cy_g-alkyl, or
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25 1A. 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 R7 does not exist in compounds of
general formula IB. 30 Another embodiment relates to the compounds of
the invention which are not of formula IB. 18 A further embodiment
relates to the compounds of the inventign having formula IC. Any of the
above embodiments are also embodiments of formula IC with the proviso

that R8 doeR? @@ée%ﬁ&’ﬂh%mgg E&ngx[g? %Q@?%ég{@}é@rﬁ% &ﬂ%ﬂ%" Zgro or one

embodiment relates to the compounds of the invention which are no
formuiguete i fapiealinibe dingepefdititsstedhpaltospoomnitses tne further

inventieRrbavingdeey'adi nrp&f 6%@99%{@@13&99%6% are also

embodiments aof formula ID with the proviso that R9 does not exist in

compounds ot FATTBneEGisd KRB A asBolnes (etalloTd dhehloro),
corrl; pwndsﬂﬁhélmﬂt(ﬁmw‘ i@]@[ﬁ,g@ﬂ@ﬂjﬁﬂiﬂl&k&m&%}@,. (A_%Lﬂstlslelﬁik(en)yl
embogi t relates to.the compounds.of the invention having.formuyla IE
Iy o B L A T
the provis8iriataRirdCes akerexisyimdorsau as-dkyeméral,formula IE.

15> Anaiter cmbatpmfiee odR-compaynang! e IVERNAR NG ..

are not of formula [F. “A further embodiment relates o‘fhe compoun

the inbertBY ARy PO mimgarrbat: Sh-ailkEmove embeariastd e also
embwim@ma@xﬁﬁwmw@nl ; W)Wdh%%lk@&iﬁ?])ﬁ?ﬁh%a}(?ﬁ?ﬁ(@: existin ]
compounds of general formula IF. 20 Another embodiment relates to the
comp R AP OSSN SIS ot 6 TR o e o suct
illustraterttiboxye Aligrs kW ingulyitnitation Cthedeibnm grembadanheriisonthalo-
formula |, ithin the of the invention, n particular for the
comch%%llljﬁf'%lsIg aég/ ﬁ{égtl&eégﬁfs&eggﬁ'%gﬂg %’esru(-:%f:a { -f‘:gf)%gr}g%ﬁ' é%%(r)ldently

selecfedsfBisHydrdsdinmalsde i tyanoetdsaliylyR5ha6-6:eydkberky) yisulfanyl
C3-8-&ygl%@fk}df&ﬂeﬁrﬁﬁmkaé-mmd@Mﬁaﬂll%ﬂ%ﬁgui%{ﬁ%e%adﬁlmiﬁlﬁfonﬂ);

C_6-alkylcarbonyl, aminocarbonyl, Ci_6-alkylaminocarbonyl,

d-(ct6 iéﬁ%iﬁﬁr%%h‘?%’i%ﬁﬂhéw&%@é ViBvAfesky i@idbyhIRyHhiS methyl),
halo-C1.GeaddiktaloyQltratkyieytiomkdyhalad Cf.Scabwisulanyicandik(en/yn)yl
Ci'b'aié%l%'lch??)@i Ii\’_g%t qrﬁ(i dependently selected from hydrogen,

halogett cyaho, methyl, Hydt6Xy> 30 methoxy and trifluoromethyl;

as the free base or a salt thereof,

A preferred embodiment relates to the compounds of the invention having formula IA. Any
of the above embodiments are also embodiments of formula IA with the proviso 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 refates to the compounds of the invention which are not of formula IB.



R8-Rti are independently selected from hydrogen, halogen, methyl and
methoxy; R8-R" are independently selected from hydrogen, fluoro, chloro,
methyl and methoxy. 19 Within the invention, are embodiments where a

limited number of R8-R11 are different from hydrogen, e.g.: only one of

R8-R' 1 is different from hydrogen and preferably selected from the group
consisting of hydrogen, fluoro, chloro, methyl and methoxy, while rest of
R8-R11 are 5 hydrogen; two of R8-11 are different from hydrogen and

prefer lected.fro onsisting. .of hydrogen, fluoro, chlor,
) A X R R T oy o
ill e abeihehodimps sithcucihoditom e fotiowing eitibbdiprents oft R® does

forpidaisii DaFs DT 1he-50908:Qf Lhe invention, in particular for the
compounds as the free base or salt thereof: R8 is selected from the group

conBRRPBPRAIBERN sterés bty Bryss Ao vintien itk artapicpformula IC.

5and R7 and R9-11 are hydrogen; R9 is selected from the group consisting
of halogen ferably fluora or chloro), methyl.and 15 methoxy and R7
T L R ALAaaH, o dO PRI S ARG RGO GRRHaLD- Any o
lintiaalrrchatfolowity eabodimentsroffonfiftond/a Hbevvithin phesoaps 8F does
thgdpgﬁggig%mmg&@@%gl%@ﬁ)ﬁgwﬁynds as the free base or salt
AN )

thereof: only one of R8-11 is different from hydrogen and is selected from
the g Bsp TePedinesatirpiss Halbe epreoyndt ot d i inkisien whisthate not of formula

10 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
thérdafth25eBivoidnyorotyeRB isemethioxyidREfitametoyioB Xais @y aneuR8ES Any of
c : ' o referred embodiment, the rest of R8 to R11 are ,
e A S M e B does
folehintiamtsaeimadss besasrauferninlalB.within the scope of the invention,

15 in RasicylanfRuthefompaunds-as e e hase Abasalkiereol R9 '&éma IE.

fluoro; R9 is chloro; R9 is bromo; R9 is iodo; R9 is methoxy; R9 is met
R9 is hydroxy; in a preferred embodiment, the rest of R8 to R11 are

hydrfigeer @abddinfiufthelaity sirakecigpvRR UM NIAQIHAMIERHETo HiS1a IF. Any of
fol Wigg’em odiments of zf]j)rmulg . . . 1
he above embodiments are also embodiments of formula IF with the proviso that R'' does

not exist in compounds of general formula IF.

20 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).¢-alkyl,
25  Csg-cycloalkyl, Cag-cycloalkyl-C)¢-alkyl, amino, Cr.s-alkylamino, di~(C,_¢-alkyl)amino,
Ci¢-alkylcarbonyl, aminocarbonyl, C) ¢-alkylaminocarbonyl, di-(Cy¢-alkylamino)carbonyl,
hydroxy, Ci.¢-alkoxy, C\¢-alkylthio, halo-Cyg-alkyl, halo-Cy¢-alkylsulfonyl, halo-
C¢-alkylsulfanyl, and C;¢-alkylsulfonyl;
RE R are independently selected from hydrogen, halogen, cyano, methyl, hydroxy,
30 methoxy and trifluoromethyi;
RERM are independently selected from hydrogen, halogen, methyl and methoxy;

RE-RY are independently selected from hydrogen, fluoro, chloro, methyl and methoxy.
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IA are within the scope of the invention, in particular for the compounds as
the free base or salt thereof: R10 is fluoro; RIO is chloro; RIO is bromo;
RIO is methyl; RIO is cyano; RIO is CF3; R10 is 5 methoxy; in a preferred
embodiment, the rest of R8 to RI1 are hydrogen. To further illustrate the
invention, without limitation, the following embodiments of formula 1A are
within the scope of the invention, in particular for the compounds as the
free base or salt thereof: 10 RI1 is meth%/l; RI 1 is ethyl; R1'is methoxy;
1.is chlaro; R’ 1 is fluoro; jn a preferred embodiment, the,rest of R8 to

DI B IRHBEISR: ¥5 SRRSALS RS s SR APt Rmis et from

folbwiag, embodiments of formula 1A are within the scope of the invention,

in_particulag fqyiihe ds as.the free basg or, 15 salt thereof: R10
R R R R ey

lepassgen ofedtgefidbrorantlehlonddyTofmbdpiusthilertseoiReRfioms
Witk limitation, the following embodiments of R13 are within the scope
of the inygntion, in particular for the compounds as the free base or salt 20

erebR R135r{aragEn hisogee d0d mriratin shecteibamythe grpgngonsisting

roeihito 2én GnereMbledbmeatsielatasde cemaninsdsa afderméta A MiewRin

R13 is hydrogen or a C1 6-alkyl, e.g. a Cl_4-alkyl, such as methyl and

where R'-RI1 are as defined herein. To further illustrate the invention,
WicHedhémibaticts el fotowingétinho diniertioarehwitiilnwihg sebpiméthef formula
[ Q8. g rt mpounds. as the free base or salt thereof:
B e T AT R B TR Rl R e
wpHieg@ator CL6-alkyl, preferably C14-alkyl, such as methyl, R3-R6 are

iRdenendentiy.aelecied i ABniYEie9e Ral Bethyl 44 HRIR050 o8 G GIOIRAI ] and
fluoro, R7 is hydro%ng_ﬂ or methyl, R8-11 are independently selected from

HyERSGE AR Frettitx)4ieeRiogen, e.g. chloro or fluoro, and R13 is

2 ibyelrogarfyanchyihierp ataosh©OELAIMA Qi BBl yaTecsifteransfsnmiethyt and
hydrogen ' smost ene or.twp of R3-R6 are different from hydrogen.
Iﬁgﬁ}ﬁ%%aél}%g#fb%d%&e%t, thaer%}clﬁ‘r%ﬁ?ﬁd according to the invention is

selected from the 5 following list:
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

8-11

salt thereof: only one of R*" is different from 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; R® is 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 Hmitation, 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; RY is methoxy; R’ is methyl; R%is

hydroxy; in a preferred embodiment, the rest of R® to R'! are hydrogen.



Compound no. Compound name 1
[2-(1H-Indol-3-ylsulfanyl)benzylldimethylamine 2
[2-(5-cyano-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 3
[2-(4-Fluoro-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 4
[2-(4-Chloro-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 5
[2-(5-Fluoro-I1H-indol-3-ylsulfanyl)benzyl] %imethyl amine 6
[2-(5-Ch|oro-11-indol-3-ylsuIfanyl)benzyl]zdimethyl amine 7
Dimethyil- - -IH-indol-3-ylsulfanyhhenzyl]-amine 8 :
R e o2 grbodiments o e
[21¢5 avsetibicy el sevas|of st anybyb ém pgili divae thyltermimepobifds as the free base or
[2-(hrBuRre-IH-indol-3-ylsulfanyi)benzyl] dimethyl amine 11
[2-}%1@-Chlor(_)-'lH-lip_doI-3-y!sullgangl)benzyllg dimethyl amine 12 0. .
DifneiAAHI %R métrHo: R dde-Brmeitanyn s Baniferang R is CRy; R is

5 DimnetHoyly{ 2+(Spreatiyit drriadpiany s fan)ipéng vl amingdrbden.
[2-(4-cyano-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 15
Dimethyl-[2-(1-methyl-IH-indol-3-ylsulfanyl)benzyl] amine 16
DifsefiryiiqRil{s et tiyd-1k-entoh Svitlsuifaiyiienz i dstiineing Zmbodiments of formula

[21(-ydrsy tﬂé'&&ﬂ%‘ 'ogf%lﬁ gl%ﬂ%@ﬁb%r;f | g]u?th)lgratﬁy rc]gnl%g);unds as the free base or

[2-(6-cyano-IH-indol-3-ylsu enzy met?wry amine
[25e1-8R1876-1H-indol-3-yIsulfanyl)benzyl] dimethyl amine 20
10 Ef(g-ﬁﬁ{f}tﬁwﬁ;@gmyggﬂlﬁtil%faa@}ylﬂ%%pﬁ:ﬁ]ag meiﬁmlfkamg rfﬁl%?gl, in a preferred

-(4- oxy-lH-indo|-3;ylsulanyl)benzyl] dimethyl amine
[2-‘“’5?@?%8%}33@%%8%&4%g%ﬁzyﬁ?ﬁé?ﬁ}}?&?ﬁine 23
[2-(6-Fluoro-lH-?ndol-3-ylsuIfanyl)benzyl]methyl am!ne 24
T R S
[21f aariGrontharrdopaoyidulfaveiiveninyartathigh fmihe c@Wpounds as the free base or

15 Methvddas@ethvidn-indalrdadsRpYIRa Rl AMINe, 28, consisting of
[2-(5-Fluoro-2-methyl-IH-indol-3-ylIsul anyl)-bgnzy met yIu r%?ﬁsemtélbg of hydrogen,
vt s matAwictddol-3-yIsulfanyl)benzyl] amine 22 30
Methyl-[2-(7-methyl-IH-indol-3-yIsulfanyl)benzyl] amine 31
[2:1(3' _{ﬂt%%ﬁﬁliﬁ{}gt%%kg {X‘Ifsegtlifggy‘%%%ql%){H{E%?XIL %Eglpo?lowing embodiments of R” are

within the scope of the invention, in particular for the compounds as the free base or salt
20 thereof:

R is hydrogen;
R" is Cy¢-alkyl;
R7 is Cy.i-alkyl;
R™ is methyl.
25  One embodiment, relates to compounds of formula JA, wherein R*3 is hydrogen or a

Cie-alkyl, e.g. a Crs-alkyl, such as methyl and where R'-R'? are as defined herein.

To further illustrate the invention, without limitation, the following embodiment are within
the scope of the invention, in particular for the compounds as the free base or salt thereof:
30 the compound has the formula IA where R! is hydrogen, R* is hydrogen or Cr.¢-alkyl,
preferably Cy4-alkyl, such as methyl, R*-R® are independently selected from hydrogen,
methyl and halogen, e.g. chloro or fluoro, R is hydrogen or methyl, R™! are independently

selected from hydrogen, methyl, methoxy and halogen, e.g. chloro or fluoro, and R* is



32 [2-(7-Ethyl-1 H-indol-3-ylsulfanyl)benzyllmethyl amine 33
[2-(6-Methoxy-IH-indol-3-ylsulfanyl)benzyllmethyl amine 34
[2-(5-Chloro-IH-indol-3-ylsulfanyl)benzyllmethyl amine 35
[2-(6-Chloro-iH-indol-3-ylsulfanyl)benzyllmethyl amine 36
[2-(5-Methoxy4-methyl-IH-indol-3-ylsulfanyl)-benzyljmethyl amine 37
[2-(5,6-Dimethoxy-IH-indol-3-ylsulfanyl)-benzyllmethyl amine 38
[2-(6-Bromo-IH-indol-3-ylsulfanyl)-benzyljmethyl amine 39

thyl-[2-(6 thyI -|H-indol-3-yls benzy]] mln
Fg‘ti’%e‘bﬁﬂét‘ﬁ VOAITE (o] ?}iéﬁ’ﬁeﬁ?ﬁ %}en %f ﬁﬂh%yd&&ge“ and at st
[Rr{ Bebedhad R/ -Ikf-tnel iRyl ilfan Wybenzyl]methyl amine 42
[2-(4-Methoxy-IH-indol-3-ylsulfanyl)benzyllmethyl amine 43 .
[2-(5-Bromo-IH-indol-3-ylsulfanyl)-benzyljmethyl amine 44 ; '
fp-¢ Tintlethempoidinindo HB-ghsuttamg iseprdytiatetthpliavatien dGselected from the

[BrRit0R2r(1H-indol-3-ylsulfanyl)-benzyllmethyl amine 46

[ZCGSQP%%W-II-q:-‘?ﬁ’tiié‘lll@-mlfanyl)-benzyl]methyl amine 48
[2-(4-Bromo-TH-jpdol3nyisaasyrhpreadimeitheharmiae. 49 [2-(7-Chloro-|

H- |nd0| 3- ylsu”%)(%) cgg%?’ﬁ:}%%%h)é gnfﬁmyl 061@ l@S(hmgﬁ)yllamme

H- |ndol 3-ylsulfany |"amine

[2-(6-Cyano-IH-#d 1F§“g}l% AR %éﬁ%ifﬁ?ﬁ@hﬁwYé}ﬁiﬁIéths‘?mlne
[2-(1H-indol-3-yjaulfamidjeSmathysbenaghpibtyy R tineybanine
Methyl{2-(3-methy &H&?@?ﬂ{%ﬂm%”ﬁaﬂ%@@é&h Em%%mme

[2-(5,6-Dimethoxy-IH-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine 55
5-Fluofor2- (3 IR TSNS B ARA e 56

[5-Fluofo-2-(4-flireti- imah@cwsmwanym~&em;ﬂqnmmwéhmme 57
[2-(4-Chloro-IH- 'QQ@MME&%@M&H@Q&%&?M@@%&E qiRe 58

[2-(7- Chloro IH- |-3- Isulf - -Iu n% ln mine 59
[5- Fluoro 2-(6- trﬁﬂ%?gﬁgﬁy ofy ) fan 7 enzy almmtlﬁyl -amine

60 [5-Fifioro-2- (ﬁﬁ&h’@wiﬂmﬁﬂbﬂmﬂ%ﬁ%ﬁylb@hﬁzwlmﬂwl -amine 61
[2-(4-Bromo-IH- i[nctelc%wiaukfaﬂul)réﬂwm%&%mﬁwhamm 62

3-(4-Flygro-2-m th I Ifanryl)-2-methyl-1H-indol-4-ol
63 3- (4lel£—Iuor rlr%tﬁg?ﬁmlnrg% 1hqiillle eﬁn%} alsﬁgf%lzﬁﬁzﬂﬁwgéol 64
[5-Fluotd-2-(5-fletmstied: Hdéﬁ@%ﬂﬁhﬁgiﬁ@ﬁw&rm&wﬂm

14 £2-(4-cyano-1H-indol-3-ylsul fanyDbenzyl] dimethy! amine

15 Dimethyl-{ 2-(1 -methyl-1 H-indol-3-ylsuifanyl)benzyl] amine
16 Dimethyl-{2-{4-methyl-1 H-indol-3-ylsuifany!benzyi} amine
17 {2-(4-Hydroxy-1H-indol-3-ylsulfanyl)-benzyl]methy] amine
18 i2-(6-cyano-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine

19 [2-{7-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
20 [2-(6-Methoxy-1H-indol-3-yisulfanyl)benzyl] dimethyl amine
21 [2-{4-Methoxy-1H-indol-3-yisuifanyhbenzyl] dimethyl amine
22 [2-(1H-Indol-3-yvlsulfany)benzyljmethyl amine

23 [2-(6-Fluoro-tH-indol-3-ylsulfanyl)benzyljmethyl amine

24 {2-(5-Fluoro-1H-indol-3-yisulfanyl)benzyljmethyl amine

25 Methyl-[2-(4-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

26 [2-(4-Chioro-1H-indol-3-yisulfanyl}benzylJmethyl amine

27 Methyl-[2-(2-methyl-1H-indol-3-ylsulfanyDbenzyl] amine

28 [2-(5-Fluoro-2-methyl-1 H-indol-3-ylsulfanyl)-benzyl | methyl amine

29 Methyl-[2-(5-methyl-1H-indol-3-ylsuifanyl}benzyl] amine




23 65 [5-Fluoro-2-(4-methoxy-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
66 [2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine 67
[2-(5-Chloro-IH-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine 68
[5-Fluoro-2-(6-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine 69
[5-Fluoro-2-(5-methoxy-4-methyl-1
H-indol-3-ylsulfanyl)-benzyl]-methyl- anur}g1 70 [2-(5-Bromo-1
H- |r|dol 3 ylsulfanyl) -5- quoro benzyl] meéthyl-amine 71
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[2-(6-Bromo-IH- i ' | b‘éﬂ’%ﬁ?ﬁi’ﬁ%’éfﬁﬁléﬁiﬂ‘?e 73
[5-Fluordd2-(6- flué?dﬂFHomd%'@%ﬂshbfén@lﬂémmmmwﬂam|ne 74
%S-F:uore-zz-gg m@my@ﬁ?ﬁe?&yigﬁ;ﬁﬁgggeﬁq%wﬁm -amine 7765
5-Fluor m I nz amlne

[5- FIuor§3§ -(5- m:ﬁﬂ&i ﬁﬂ}? ol(2 - (i/?ﬁ %‘Il)}/f%jétﬂr?b T%‘\fhmﬁwﬂ :dMive 77
[5-Fluora®2-(4-méeth ﬂhi?mgﬁ@%étﬁw%@w}]um@fﬁyﬁmne 78
[5-Fluorés2-(7- me{mm-midetﬂdﬂlﬁdylsy&ﬂaﬁlﬁ%bﬁ&ﬁﬂ]lrm@m%ﬁmIne 79
[5-Puorge-(Lme-tindoldad samidanallins age 'Bé' AT, ﬂ Qmine

[5-Fluorg-2-(5-flugro-2-methyl-IH-indol-3-ylsulfany n amine
81 [5-CHlbro-2-(5! ?Ié%Po%’ﬁ%ﬂ@f-é%ﬂ%‘iﬂ’rgﬁg}ﬁf%aé%iﬁghfwégﬁWélﬁfm@ 82

[5-Chloré$2-(5-méthe:dkantolk3alisyife iyl Hoenzyiirmeihylamine 83
E gmor@gg g m@mﬁllyl[bl(mggdﬁ%m#l&w -@ﬁ%}ji %@%ﬂ?’gmnesg‘l

or m | ultan enzyll-me amine
[5- cmorg 2-(4- mz%r%‘ %‘ E‘)ﬁ%@ -] )f{aﬁ?ﬂ B ﬂﬂ‘f%ﬁ?ﬁ%%ﬁﬁ e 86
[5-Chlordl2-(7- mé?l'(é)éylﬁlh%)rﬁdblﬂgoyﬁs—uﬁaﬁa}d)’lB@%ﬁ]f]ﬁnn&eﬁmﬂimine 87
[5-Ch|or@22-(6-ﬂupmwu{agoiﬁm&uﬁwor@@ryzaﬁmém amige 88
[5-Chiorgs2-(5-uprs s et L indS R Rengy e hyk-amine

[2-(5-Fluro-2-meh{-Methass  H-deitmisn oy ez Rminsthyl-amine
90 Methy$-[5- metmym}éﬂa;mamyhddﬁah@delfambswﬁaﬁyﬁeagrgm@mine 91
[2-(7-Ethyd-IH-ind Is Or I u égg am

[2-(6- Methoxy IH- |ndo su fany
Methyl-[5.methyl-3:( %%Xé‘tﬁg?l Pé’% WP}lﬁé}ﬁi‘;‘}Fpﬁ‘aﬂﬁ}ﬁ% 94

[2-(4-Methoxy- IH{hd@Bﬁ}mtsﬂ,IHamgd) -byindthypenzyil-aeihyhamine 95

[2-(6-Brago-IH-inggk3-yisul -eth l-amine 96
[2-(6- Flus%ro IH- m& %yl?ghfgg}{gag meth%llnt?er%yl met&% g{rﬁllér:e

odo-1H-indol-3-ylsulfanyl)-benzylimethy! amine
51 [2-(6-Cyano-1H-indol-3-ylsulfanyl)-benzytImethyl amine
52 [2-(1H-Indol-3-ylsulfanyl)-5-methyl-benzyl}methyl amine
53 Methyl-[2-(3-methyl-1H-indol-2-yisulfanyl)-benzyl] amine
34 [2-(5,6-Dimethoxy-1H-indol-3-ylsulfanyl)-5-fluoro-benzyi}-methyl-amine
55 [5-Fluoro-2-(3-methyl-1H-indol-2-ylsulfanyl)-benzyl]-methyl-amine
56 [5-Fluoro-2-(4-fluoro-1H-indol-3-ylsuifanyl)-benzyl}-methyl-amine
57 [2-(4-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl -methyl-amine
58 [2-(7-Chloro-1H-indol-3-ylsulfany!)-5-flucro-benzylj-methyl-amine
59 [5-Fluoro-2-(6-triftuoromethyl-1H-indol-3-ylsul fanyl)-benzyl]-methyl-amine
60 [5-Fluoro-2~(7-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
61 [2-(4-Bromo-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
62 3-(4-Fluoro-2-methylaminomethyl-phenylsulfanyl)-2-methyl-1 H-indol-4-0l
63 3-(4-Fluoro-2-methylaminomethyl-phenylsulfanyl)-1 H-indol-6-0l

64 [5-Fluoro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyi-amine




97 [2-(4-Fluoro-IH-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 98
3-(4-Methyl-2-methylaminomethyl-phenylsulfanyl)-1H-indol-6-ol 99
[5-Chloro-2-(5-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 24 100
[2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methylan ine 101
[2-(5 -Chloro- | H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 102
5-Fluoro-3-(2-piperidin-1-ylmethyl-phenylsulfanyl)-lll-indole 103
5-FIuoro-3-(2-morpho|in-4-y|methyl-phenylsulfanyl)—lH-indole 104

[4-Chito-2-(6- :ﬁe‘iﬁ’ﬁﬂﬁ TV ERY]

[4-Chl6F0-2-(2- rﬁ@éﬂa?hlmrmlMdmi@BMﬂmﬂﬂamyb)ﬂo@rvzyiﬂlqmthmcé}mmmio7
E gm@fo g g mqmzzh%rlslmgd%aasymm‘ﬁwmmwwmﬁmmwmfgg8

0] nao met a e
[4- Chitos. (4 ﬁ:‘%ﬂ ﬂ Haors: yY?SB ié)l"be el lane o |
[4-Chl6%0-2-(5- ﬁﬁ@%@@ﬂ%@éﬁ%ﬁﬁéﬂ@&%}%&%? m%*ﬂlf?waﬁﬁﬁ?éd ffpethyl-amine
[4-Chlogo-2-(6-fipes@ibntndelh3rlisulfanyhyheniydiobethyl-antigBariih 2

[4-Chlgfo-2-(4-flugso- -yisul .
(eChigio > (7 AL g aS) iﬁﬁaﬁg}?‘%?ﬁ%g‘%’n@?ﬁ‘%@%ﬁﬁ&
-

[4-Chidto-2-(7- é?h%‘i“rrf“i’n%rfécy%éﬂf& %ér‘fﬂﬂ‘]"rﬁ%’t‘ﬁ% mef
[4-Chlaso-2-(5-Iitehoxy-Adviethyli IHiiddol-Slyisulfaryddmaytlymethyl-ami

ne 11@ [5-Fluoro-2-(6-methoxy-1H-indol- 3—ylsu1fan benz 1]-methyl-amine

[4-Chlgro-2-(5-methoxy-IH-indol-3- Isulfanyl ﬂime yl-amine 117
[4-ChldPo-2-(6-rhetiS%yArE g S st é%ﬁ?éﬁ;}f ﬁ%@isl%wekﬁﬁ &1 g
[4-Chl@6o-2-(7- dﬁeﬂhww&mmdwszﬁmmw)sw@mzwpmwwémm@mg

-Chlogp-2-(5-ore it S e eI ae 151

ro 0] | - a et amin
[4- Chidto.. (6- gﬁloro T d”‘F%}XIE%I%EnCXI% gﬁ?l %EE;B ﬂ'nzgy/l}g’rﬁﬁe-a}fﬁlf
[4-Chldfo-2-(4-dAtblen ﬁihmmhﬁy&mwf)ﬂ@@m -eathivahifrenIe3
[4-Chlgtp-2-(7- C[B@[Qyﬁhzi(lﬁQluﬁo)d&ﬂbﬁﬁfﬂlylhhﬁﬂlﬁ)d}ﬂ@ﬂw}ﬁkb&mﬁ]vﬂzﬁﬂaylmamine
[4- Chl 0" -2- (1 #~§JdH gh er%ion - E@%X rEI nel %ethyi—armne

[4- Chloro 2- (1 u an benz -amine 126
[4-ChISFo-2-(3- n&%@WPqﬁzrﬁﬁjﬁFtéowgbﬁaﬁ Praliy Ff’ﬁlpe‘tﬁwﬁrﬁ%ﬂfé’?m

[4-Chl®p-2-(5- flm}&dnqﬂmbﬂdémﬂ%&ﬂyﬁsﬂﬁa@m}bﬁmzqummﬁymine
128 2- @f Fluo r°[%&H&%@(M@HH%UMQE%@%Y{@JB%D-benzy;} -methyl-amine

85 [5-Chloro-2-(4-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

86 [5-Chioro-2-(7-methoxy-11-indol-3-ylsulfanyl)-benzyl]-methyl-amine

87 [5-Chloro-2-(6-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

38 [5-Chloro-2-(5-fluore-2-methyl-1H-indol-3-ylsulfanyl}-benzyi}-methyl-amine
89 [2-(5-Fluoro-2-methyl-1 H-indol-3-ylsulfanyt)-5-methyl-benzyl|-methyl-amine
90 Methyl-[5-methyl-2-(4-methyl-1H-indol-3-ylsulfanyl)-benzyl]-amine

9N [2-(7-Ethyl-1H-indol-3-ylsulfanyl)-5-methyl-benzyl}-methyl-amine

92 [2-(6-Methoxy-1H-indol-3-ylsulfanyl)-5-methyl-benzylj-methyl-amine

93 Methyl-{5-methyl-2-{2-methyl-1H-indol-3-ylsulfanyl)-benzyll-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-atine

97 - [2-(4-Fluoro-1H-indol-3-ylsulfanyl)-5-methyi-benzyl]-methyl-amine

98 3u(4-Methyl-2-methylaminomethyl-phenylsulfanyl}-1 H-indol-6-0l

99 [5-Chioro-2-(5-methyl-1H-indoi-3-ylsulfanyl)-benzyl]-methyl-amine




129 [2-(5-Fluoro-4-methoxy-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
130 [2-(4,5-Difluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 131
[2-(4,6-Difluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 132
3-(2-Methylaminomethyl-phenylsulfanyl)-1H-indol-4-ol 133
2-(6-Fluoro-IH-indol-3-ylsulfanyl)-benzylamine 134
[2-(5,6-Difluoro-IH-indol-3-ylsulfanyl)-be &/I]-methyl-amine 25 135
6-Fluoro-3-(2-methylaminomethyl-phenylsulfanyl)-1H-indol-5-ol 136

v es
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[2-(IH-Indol-5-ylsuifanyl)- . ell %’g’@'ﬂh&'ﬁ‘ﬁéﬁi;ﬁ]ﬂﬁ%ﬁﬁ‘ﬂm{n‘;he
[2-(1H-1A8b1-4-yIsiAfaryBBshZyndpatiknibes -medyl-benzyl]-methyl-amine
[2-(|H-|ndﬁi-6-ylsuflfﬁluyi))-benz;ﬂ}rmﬁtmwhaaﬂ@@hkﬂ@?ifanyn-1Hmindole ’
2-(1H-Ing9l-7-ylsyl b TAMINE as the free.base nasa
[2-(1H-Ingp!-7-y S%‘?\W&B-él}ﬁé(%m%mh%%iepﬁém R&r %ﬁ%fn Rf(% i

thereof, such as a pharmaceutically acceptable salt. An no

Iy ning
aspect of the invettiB Rorcarreition soRBbl ke diBraigHdam e below
embodirkénts 1-8-Ghlorel6mpbuhtirépreseritetahy thengenasalyiommuias
IAto IF:126 R9 RUORBRRY-N-geldd- IRLikam BRI )M@&%{ﬁ@%ﬂ%ﬁ\)

' R 'o R11 R13
R8 12 R RSR M—&I’S‘roz—Zﬁﬁn%etFﬁ}II —ISH-FiQnFCQI(:)glnS—ylgulfanyl)-benzyl]~methy1—arnjne

..N R12 R4
108 {4-Chloro-2-(7-methyl-1H-indol-3-ylsuifanyl)-benzyl]-methyl-amine
109 [4-Chloro-2-(4-methyl-1H-indol-3-yisulfanyl)-benzyl|-methyl-amine
110 [4-Chloro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
111 {4-Chioro-2-(6-fluoro-1H-indol-3-ylsulfanyl)-benzy!] -methyl-amine
112 [4-Chloro-2-(4-fluoro-1H-indol-3-ylsulfanyl}-benzyi}-methyl-amine
113 [4-Chloro-2-(7-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
114 [4-Chloro-2-(7-ethyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
115 [4-Chloro-2-(5-methoxy-4-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyi-amine
i16 {4-Chloro-2-(5-methoxy-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
117 {4-Chloro-2-(6-methoxy-1H-indol-3-ylsulfanyl)-benzyil-methyl-amine
118 [4-Chloro-2-(7-methoxy-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
119 [4-Chioro-2-(4-methoxy-1H-indol-3-yisulfanyl)-benzyl]-methyl-amine
120 [4-Chioro-2-(5-chloro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
121 [4-Chloro-2-(6-chioro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
122 [4-Chloro-2-(4-chloro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
123 [4-Chloro-2-(7-chioro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
124 [4-Chloro-2-(1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
125 [4-Chloro-2-(1-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
126 [4-Chloro-2-(3-methyl-1 H-indol-2-ylsulfanyl)-benzyl}-methyl-amine
127 [4-Chloro-2-(5-fluoro-2-methyl-1 H-indol-3-ylisulfanyl)-benzyl] -methyl-amine
128 2+(5-Fluoro-1H-indol-3-ylsulfanyl)-benzylamine
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)-1 H-indol-4-o0l
133 2-(6-Fluoro-1H-indol-3-ylsulfanyl)-benzylamine

134 [2-(5,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
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(I$) RSR(IC)R5 1I0R'R'" "RRN2R13R11N2 RRSR3rNSR3 N
ReR6 R4R\\IsSRR5-I/R'"RR12R5R12R85 (ID) (IE) R'Rtz R13 R
N1 NR8'R2 SR3R9R106 R/R4 5 (IF) Wherein - R1-R2 are
independently selected from hydrogen, C1.6-alk(en/yn)yl, 5
C3.8-cycloalk(en)yl, and C3_s-cycloalk(en)yl-C1.6-alk(en/yn)yl; or R" and
R2 together with the nitrogen form a 4-7 nembered ring containing zero
or one double bond, optionally said ring n addition to said nitrogen

CO 9 SNV CHCre Eroatom Erected - 6460 ars
sulphur: - R3-R12 are independenty AP assaVars sE G Halogin,
cyano, hitto, 10 G- (GElkqenFriyyblG s eyelbatinybenzyl]-methyl-amine
C3_5-cystoalk(enpHElLGralk(@niyimyl)-Boh-AmiRey Cangralk(en/yn)ylamino,
di-(Ci_6rak(en/ynjy)aming, ,( -alk( Q/ )ylearbonyl, aminocarbonyl,
C_6-a|krgén/yn)ylg%né%%@é%@oﬁ%ﬂhgﬁygl%Pgﬁéf]e)tyfjgmn%}{ﬁ%carbonyl,

hydroxy. Ci_6-aléeHA ARy e fang Dahepariiymifienine
halo-C1:46-alk(en[Bx)yikinic? G hulfeati(eatymyylstfomind

An non limiting aspect of the invention conceras such compounds according to the below

embodiments 1-87:

1. A compound represented by the general formulas IA to IF:
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C3_$-cycloalk(en)yl-C 1.6-alk(en/yn)yl; or a salt thereof. 2. The compound
of embodiment 1, wherein RI-R2 are independently selected from 10
hydrogen, C1_6-alk(en/yn)yl, C3_s-cycloalk(en)yl, and C3
8-cycloalk(en)yl- Cl.6-alk(en/yn)yl; or a salt thereof. 3. The compound of
embodiment 1, wherein R1-R2 are independently selected from hydrogen
and Cl.6-alkyl; or a salt thereof. 4. The cgmpound of embodiment 1,
wherein R' is hydrogen and R2 is methyl; or a salt 15 thereof 5. The
compound of embodiment 1, Whel{ein R'and R2 are methyl; or a salt
thereof. 6. The compound of embodiment 1, whergin R and R2 are
hydrogen; or a salt thereof? 7-Ehe& ﬁmpound of gmbodiment 1, wherein

nitrogen comprises one further hete 0gtom ed from nitrogen,

oxygen and sulphur; or a salt fhereof"s. Th smpedind of embodiment 1,
wherein R' and R2 together with1the nit@gen fRtm a ring selected from
the group cepsisting of azetidirfe, pyrolidine, piperidine, piperazine, R’
homogiperazine dt morpholiney.or a salt thereof. %5 compound of,j\

any of embodirents 18, w ereiﬁiRS-RlZ are indepéndently selsecte R’
from hydrogen, hafogen, 0, C1.6-alkyl, C3_P8-cy palKyl, R’
C3_§-cyclo1l1kyl-'\1‘ 1 6-@ &1, 2k inp, Cl_6-alkylamino,/di-(Ci_6-alkyl)a

C1.6-alkyldrborfyl, aninocarbofyl, C1_6-alkyldinocsfbomf, R’

di-(CI_6-aIkyIamino@@arbon§I, hydroxy, CIS-alkoxy, Claﬁ-alkylggio, R®
halo-Ci_6-alkyl, halo-Cl_6-alkylsulfonyl, halo 30 CL6-alkylsulfariyl, and o

Cl_6-alkylgulfony®, or a salt thereof 10. The compound of any of !
embodinte ﬁﬁaare independentiy®sel@Cted from N\Rz
hydrqgen, h Ck6-alk(en/yn)yl, (% ' ' 78
C3-8-cy yn)yl, amino, R8¢

di-(C1.6-aHefs y . gATIR [
Cl.6-aR{(en/yn yl, di-(Cj-6-alk(en)yk&mingearbonyl, e
hydroxy, C1 6-alk(en/yn)yloxy, Ct4-alk(en/yn)ylthio, halo-Cj_6-alk(en/yn)yl,
halo- C1.6-alk(en/yny{8ulfonyl, halo-Cl.6-alk(en/yn)ylsulfanff®and 5
Cj.6-alk(en/yn)ylsulfonyl; or a sag;hereof.

12
R Va N"R13

R
N
R S ‘RZ
R
R® R e »
R®
(IF)

Wherein

- R'-R? are independently selected from hydrogen, Cis-alk(en/yn)yl,
Cs.g-cycloalk(en)yl, and Cs g-cycloalk({en)yl-C ¢-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,

Cie-alk(en/yn)yl, Ca.g-cycloalk(en)yl, Css-cycloalk(en)yl-C;¢-alk(en/yn)yl,
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11. The compound of any of embodiments 1-8, wherein R3-R6 are
independently selected from hydrogen, halogen, cyano, C1.6-alkyl,
C3.8-cycloalkyl, C3_g-cycloalkyl- Cl-6-alkyl, amino, C16-alkylamino,
di-(C1.6-alkyl)amino, CI-6-alkylcarbonyl, aminocarbonyl,
Cl.6-alkylaminocarbonyl, di-(Cj_6-alkylamino)carbonyl, hydroxy, 10 C1
6-alkoxy, Cl-6-alkylthio, halo-C1.6-alkyl,J3alo-Cl-6-alkylsulfonyl, halo-
C1.6-alkylsulfanyl, and C1-6-alkylsulfonyl; or a salt thereof. 12. The
compound ghaRy ©f LMReMMSHSihS dvfe e AR Brigdependently
selected from h Ego en, halogen, C1_6-alkyloxy and t-6-alkél%lc_)r a salt
thereof. 13-TFL %}%ﬁ&dmbmwrmn@ﬁmme%mlkémﬁay iRgREYL,

are indepeddénily:1if sitetathftarbdayllpgaox Nalogen Bty and
methyl; or a.salt.thereof. 14. The compound of f embodiments 1-13,
wherein only &aL e?)t%}%yg? ]ﬁ&g%'%”ﬁa?%g(géﬂrﬁrﬁ%ph%ﬁﬁggﬁ% .(ef%h%u}f%nyl’
compound #fafy-otistanvdivents yhgidiherdin oriy)ehel finR3aR6 is
different frgm hydioaarn. E%@!)ligg}le of. e.com f.any o
embodiments %L-9, whereﬁﬁtgree of F?g?-iﬁgél %ﬁg‘%@%ﬁﬁ 52@353%%&8? ﬂ%m{

R3-R6 is hiiogerfsid e fersdtenmHe compound of any of
embodigrenislkiQravherein three of R3-R6 are hydrogen and one of

R3-R6 is,methyl; or a salt thereof 18. The compound of any of
o e P S ERIRSTIS crereit o, 28 RAgERL sFsiesid from
thereof k@lThen conapdynd ohdny of eralatimentsadd Jsf- wBRERS1S

differenhfro_g}kw £, 018 It thereof. 20. The compound of any of
embodiménts -9; W%éréinSRgﬁeéegfé hydrogen; or a salt thereof. 30 21.

The dompeaparsLahysriediouing énrdiecsio Riikéraimni RitSeiglbyitirodernedfrom

a salt themefer2adl O, SOPAHRd Of @oyaf embodiments 1-20, wherein
R13 is C1-6-alkyl; or a salt thereof 29 23. The compound of any of

embodirh&HieaPowd i srabrdenentd nmdiripindt dsadtpeseatd Baistaghyl; or a salt
compouhe-affany of embodiments 1-23, wherein the compound has the

formyla. lA; or a salt thereof. 25. The compound of any of embodiments
1 28 WS BB BN R TR o 1€ e melfo o s s
6. The compound of embodiment 1, wherein R' and R? are hydrogen,; or a salt thereof.

7. The compound 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 nitro gen 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, Ci¢-alkyl, Cyg-cycloalkyl, Cy.g-cycloalkyl-
Cig-alkyl, amino, Cy.¢-alkylamino, di-(Cy_¢-alkyl)amino, C;.¢-alkylcarbonyl,
aminocarbonyl, C ¢-alkylaminocarbonyl, di-(C;.¢-alkylamino)carbonyl, hydroxy,
Cyi-g-alkoxy, Cg-alkylthio, halo-C,_g-alkyl, halo-C,_g-alkylsulfonyl, halo-
Cie-alkylsulfanyl, and C\_¢-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, Ch.g-alk(en/yn)yl,
Ci.g-cycloalk(en)yl, C;.g-cycloalk(en)yl-Cj.¢-alk{en/yn)yl, amino,
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5 IB; or a salt thereof. 26. The compound of any of embodiments 1-23,
wherein the compound has the formula IC; or a salt thereof. 27. The
compound of any of embodiments 1-23, wherein the compound has the
formula ID; or a salt thereof. 10 28. The compound of any of
embodiments 1-23, wherein the compound has the formula IE; or a salt
thereof. 29. The compound of any of em gdiments 1-23, wherein the
compound has the formula IF, or a salt thereof. 30. The compound of any

f emb e in:.the c as 1Iftle nd
%7e|?sg%g%§{jwﬁom yg%gr%{ﬁpﬂéglr?lsfstl[gggwq@rogeﬁ {? ogeﬁ‘]"}é’n iﬁca yi
Cl-6- a|k(@ﬂy9?ﬁ§}]b€{§31 Wé]&@n(é@mmcarbonyi di-(Cy. 5-alk(en)yi)ammocarbonyl
3-cycloali@aiyl-C|. @ﬁmearymmé«ya%go?zkﬁ)é{méﬁm@/x%mchgg%nw halo
di-(Cl_6- Ik( I. 6-alk(en/yn

Cl.6- alk((gh?ynr%)(/\?lg)r%ﬂﬁ{n% Bﬁ/paé‘i’ fei 8RRyl }éﬁ%cé‘?ﬁonyl

hydroxy, @&&ﬂc{éyﬂhﬂ&yl%l@lr ﬁﬁlk(ﬁﬂ/@aﬁylthlo halo- C||f6 alk(er:j/yn)yl,

halo 6s If n lo- Ik en/ anyl, an

Cl-6 g?kghnelyn) isuiggr%il/ag ra s ere(é gfa eC r%ép 5?1?)’8?““3’
embodinilftéed Han\hdasenthel @gﬂmmn@ Ras aﬂefltdﬁmmacmlaﬁdaaz iscloatkyl-

lecteddrQraithe greup ofh e y N
?3? 6- alkqu%Céﬁ%?cycloalgplp%éJ ggé cloé{aplgg Q&IQ%Q g‘[’?‘%‘% €¥5 afkylearbonyl,

C1.6-alk§IARARSb Iy .Q@la’éYéw)a?ﬁﬁh@né @Léﬂ«w@ékw@mo)carbonyl hydroxy,
amunocamgwko@y,&:@!gylaﬁﬂn@cmaoa)ylra%(@iaﬁs@kx@wiﬁﬁwoﬁ%

d It 6-alk
E;Ioro():(Iyg%l_a guﬂlon hmfo%y W %%ﬂ?éf i’3ﬁ?JI%IC‘E}I%“%'HEyIsuIfonyl ora

salt therBlef osmmrei o6 apaiedibfdimyioé erabehiirarnks-k23. wheseindhe

3 an 7] droge Itther of
e e A e R o ereot

has thé-fohprampmansef m pf emelpgimenta lsél,t\tvth@reofRé@"’ 34 ifitiependently
compourg@fany.af BraRRdimenigd: %&m&%&f ﬁgepfdgpspéﬁ %Qré%

Wher e compound has the formula IA and are indepen ently

selecldd St IR RHHAb GRS hitrb V@Frenanz(lm%yyltwo of R™-R’is
C3_8-cyditiatisfemyh h&gBogesycloalk(en)yl-C1_6-alk(en/yn)yl, amino,

Cl 6’%%@&@@ }la%rzpnl O any of embodiments 1-13, wherein only one of R*-R is different
from hydrogen; or a salt thereof.
16. The compound of any of embodiments 1-9, wherein three of R>-R® are hydrogen and
one of R*-RS is halogen; or a salt thereof.

17, The compound of any of embodiments 1-9, wherein three of R*-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 R*-RS 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 R is Ci¢-alkyl; or a salt
thereof
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5 di-(CL6-alk(en/yn)yl)amino, Ci_6-alk(en/yn)ylcarbonyl, aminocarbonyl,
Cl-6-alk(en/yn)ylaminocarbonyl, di-(Cl-6-alk(en)yl)aminocarbonyl,
hydroxy, Cl.6-alk(en/yn)yloxy, Cl4-alk(en/yn)ylthio, halo-CI-6-alk(en/yn)yl,
halo- C1_6-alk(en/yn)ylsulfonyl, halo-Cl.6-alk(en/yn)ylsulfanyl, and
CL6-alk(en/yn)ylsulfonyl; or a salt thereof. 10 35. The compound of any of
embodiments 1-23 or any of embodiments 30-33, wherein the compound
has the formula IA and R8-R11 are independently selected from

?:Bgd rg)gelrhdh‘ﬁi@lgg?l@y ﬂE@r & hn@ﬁ@tﬂ%ﬁbrgsgﬁg??ml%?'{éas énetl}llyll; or a salt thereof.
-g-cygcloa - - , amino, Cl-6-a amino,, di- .0-alkyl)amino,
u_% i Ea%b??%“%??ﬁj i?%c%‘?%ﬁ%‘“&ﬂ%-&z%%%ﬂ&é?ﬁ&ﬁvﬁoung has the formula

di-(Cl.61alkytarsaticheastionyl, hydroxy, Cj -alkoxy, 15 C1.6-alkylthio,
halo~Clf-alkyl, -alkylsulfonyl, halo-Cl. 6-alkylsulfanyl, and
Cl.6-alkylsulfo ?lgggi&g?{t ere%c?fJ ggynll hg%’%gﬁeﬁ%%é? 3?%}%@“ s the formula
embodifRefits salt3hsiahy of embodiments 30-33, wherein the compound

has the faEssis ibng B@'E‘F&@J@diﬂiiﬁ%eﬁg?,WH&&!?&*@%FEB%@%QE%Q@%WI&

halogen, cyano, methyl, hydroxy, methoxy and trifluoromethyl; or a salt
20 therdbf $72 fbound of any of embodiments 1-23 or any of

embpliTenisi3naal wheieiNet iR ampeus hasaton il dnands the formula
R8-lelﬁr%lirgl%gﬁ?%q§5}lly selected from hydrogen, halogen, methyl and
methoxy; or a salt thereof. 38. The compound of any of embodiments
34-38.Wheminmwriydaodennf @ 8:Riklineds diffdremtfeonthhydrogandihkilehe formula
rest of %;-g'aagﬁtwgr&gen; or a salt thereof. 39. The compound of any of
embodiments 34-36, wherein the compound has the formula 1A and two of
R8-13%ard ¢ifpsratitiathany dlcgevdimenivd ePRehskiarge kythisyed ey te formula
salt thergofr 4Qqif iee@mpound of any one of embodiments 1-23 or 30-37,
wherein the compound 30 has the formula |A and R8 is selected from the

group cORS AR BRhAlGGER! FRRATImERE rieusbsrety hesampnunddrybe formula
The coripandél '0f eehhodimentsd goupesainsR: bl BeRdpvdragep: L aaalhitro,

or 2 sal e ST CAABBUNE Sy S L g emine
or 30-3%;whieirtheleompolin€ hadkte formlieniroatidR% fengelpdtedbonyl,
IL‘-’;Teg]‘c%;H{Q&HBrSQHﬁ[%99ﬁ@&%?ﬁnﬂ%@%@]%@@@%ﬁ&%)%%fnocarbonyl,
hydroxy, Cy-¢-alk(en/yn)yloxy, C_¢-alk(en/yn)ylthio, halo-Cj¢-alk(en/yn)yl, halo-
Ci6-alk(en/yn)ylsulfonyl, halo-C,_¢-alk{en/yn)ylsulfanyl, and
Ci.s-alk(en/yn)ylsulfonyl; or a salt thereof,
31. The compound of any of embodiments 1-23, wherein the compound has the formula
IA and R’ is selected from the group consisting of hydrogen, halogen, cyano,
C¢-alkyl, Css-cycloalkyl, Csg-cycloalkyl-Cy¢-alkyl, amino, Cy.s-alkylamino,
di~(Ci¢-alkyl)amino, Cy.¢-alkylcarbonyl, aminocarbonyl, Cj¢-alkylaminocarbonyl,
di-(Cy.¢-alkylamino)carbonyl, hydroxy, C;¢-alkoxy, C;¢-atkylthio, halo-C.¢-alkyl,
halo-C; ¢-alkylsulfonyl, halo-Cj¢-alkylsulfanyl, and Cj.¢-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 R7 is methyl; or a salt thereof,



44. The compound of embodiments 43, wherein R8 and R1_041 are
hydrogen; or a salt 5 thereof. 45. The compound of embodiments 44,
wherein R7 is hydrogen; or a salt thereof. 46. The compound of any of
embodiments 1-23 or 30-33, wherein the compound has the formula IA
and wherein R8-11 are hydrogen; or a salt thereof. 47. The compou_nd of
embodiments 38 or 39, wherein substituefy(s) of R8-11 being 10 different
from hydrogen is/are selected from the group consisting of halogen,

methmm&m@iﬁp&w BKYn C¥RBALRL R SAL Ehﬁ%pgﬁ?a‘f-%ﬁ%g nl(ljrnneg%uﬁgﬁt wherein

bodiment 1, wherein the compound has the, formula
ycrogen RIS JRROGHTER A SRRy R RéFaraipeinon
selected hain fydraiesn alegeniaddometiylehsieit alJadnRgkone or

two of R3-R6 are different fro drogenp; - R7 is_hydrogen or methyl -
R8-11 ar?ec e %%%%Ler‘? l'séré%gé%ﬁxy Geir HAIKGER TR ERA%and

Smethoxy divkierekémviost bneior, tye-akRE/R!) dcarbhfferemtifiembonyl,
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hydrogerny: - F j f a salt the f.49. The com nd, of
embodmart e g e L e AL C g IaD ey
hydroger-and s mdeny.CiRURG MY skhdefnédGn cali(arendficlaims

13-20; - B ismyeregamitenRERLE aras dalined inclaim,36-47 - R13
is hydrogen; salt thereof. 50. The compound of any of embodiments
1-23 or anyﬁbgié%éw@ﬁ@gﬂ%g,S\?\}hg‘f@ﬁ?fthe compound has the

formula.|AhardriRSusdytinoxyf enbosakidhereot &Q@@ﬁéﬁ%@@iﬁi_@&'ﬁ'{g@@f, wherein
any of e [ -23 ar.any of embqdjments 30-33, wherein the
co%pounq}d}%ﬁcg%g%%ﬁ%su aelfklgqr/]ugal% ?éianqéth%xﬁreolp R tRbesteged from

The combwﬁ@@fw@gm,@ummmtm;Qzagemmwe@m@mmmaoﬁ@&kyl,
wherein é%s?@QWaHﬁﬁoEﬁﬁ-fﬁﬂ@‘dlﬁ#&éé‘r% 3481.I6§am§1%§‘rl);og§laa?nailglocarbonyl,

thereof. 32 53. The compound of any of em _odiments -23 orahy o .
embodinterité syasingaaehen i Complotatrn abomibiuidtAyahd Rekisxy,
cyano; oCasaltyitgeahio-C) ¢-alkyl, halo-C;s-alkylsulfonyl, halo-Cy ¢-alkylsulfanyl, and

Cr¢-alkylsulfonyl; or a salt thereof,

36. 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, cyano, methyl, hydroxy, methoxy and trifluoromethyl; or a salt
thereof. ‘

377. 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 R*-R"" are hydro gen; 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 30-3 7, wherein the compound
has the formula IA 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.



54. The compound of any of embodiments 1-23 or any of embodiments
30-33, wherein the compound has the formula IA and R8 is CI; or a salt
thereof. 5 55. The compound of any of embodiments 1-23 or any of
embodiments 30-33, wherein the compound has the formula 1A and R8 is
F; or a salt thereof. 56. The compound of any of embodiments 1-23 or any
of embodiments 30-33, wherein the compound has the formula IA and R9
is cyano; or a salt thereof. 57. The compound of any of embodiments 1-23

or any.afherhasitnanis:39w WhsIRIkARdhe £osmpodhasdieHorRAund

IA and R9 js F; or g salt thereqf. 58. T% compound of any of

et R e Wi I e
has theadarmetlzok&; and 8 ibeBlofor a salt thereof. 59. The compound of

any of enbogi I$ & r f dimepds 30-331wherein the
compound h%s{ﬁﬁglformu g%ldﬁgr# R9Yis lr(;ﬂcl)l‘:;ﬁz;Et Saltt ere%?ﬁ?,érggénfﬁéa salt
compo&'flﬁif‘@f-any of embodiments 1-23 or any of embodiments 30-33,

whengimHbe.sgmpRUNthasdhefurmuialsand RIdsdueta saltdhereelor
61';?6 %ompound of any of embodiments 1-23 or any of embodiments
30-33;

WS AP RSB IPAdit o ind 17 70 2de s R st sesaporndhas the
salt thefenfiub2AThe! cdmpoaLRY’ biamydbgmbedimentsAw3 or any of

. embgdiments 30-33, wherein. 20 the compound has the formula A and .
0 B e R TR LA T S By 6T R B hmeiioe
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1-23 or&iffyroftdmipouidnests 30:83¢lwhetdinnttie gommpoomdstias dhiealogen,
formuaGRAhRAS IXIREY A arpelkileiRafihdy The compound of any

of embodiments 1-23 or'any of embddiments 30-33, wherein the

compdUr rrERMETRheuRodiae R 1bssem Ge sosapoindrkasfiz@muie, and

compoundofianydeégmbed tentsdo23os-any, f srhodiments 30-33,
wherein t %ggcgm ound has the formula IA and R10 is Cl; or a salt thereof.

66. The co & O SRR SPEPnBOISb e b dreseanliasmisutmAdts wherein at
30-33, whanein otfeercomopdiicRlias: thieféonmtianAane:RiL0 is Br; or a salt

thereOf'-67R.ﬂ§%x? m eo%rrmgngtfha y of embodiments 1-23 or any of

embodimentssls , wherein %0 the compound has the formula IA and
R10 is metRyl; erednstehetamstf s68:FhE oormpbupchoizmenfeetioddinientshoxy

1-23 or anyaf.emhegimess &Q%ow{“@ﬁei%mfﬁe%ap%ﬂx%g&x%%@&

formula IA apd R10 is cyano; or a salt thereof. 33 69. The compound of
any of mubdihBYHEEED3 or any of embodiments 30-33, wherein the
compousd kasttagdermula IA and R10 is CF3; or a salt thereof.

49. The compound of embodiment 1 wherein the compound has the formula IA,
- R'is hydrogen and R? is methyl;
- R*R%are as defined in any one of claims 13-20;
- R7is hydrogen
- R%-R' are as defined in claim 36-47
- RPis 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 1A 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,



70. The compound of any of embodiments 1-23 or any of embodiments
30-33, wherein the compound has the formula IA and R10 is methoxy; or
a salt thereof. 5 71. 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. 72. The compound of any of embodiments 1-23
or any of embodiments 30-33, wherein the compound has the formula IA
and R11 is ethyl; or a salt thereof. 73. The compound of any of

emboghmeftschigsuol sMnphe mbodiments39:33 ARG s 30-33 , wherein

compoungd has the formula IA and R11 is methoxy; or a salt thereof. 74.

The comPSFHTBTEA S BRBBRdAtant B3 sy oteridblipreits 30-33,
wheréif The eompatihel basdhefesaimkentAl armoRdnk i@f%‘(ﬁfd%n%dﬁ{ﬁ tes806herein
75. The ound af any of. emhodiments d-23 or any of embodiments
30-33, w ér%elrr?p&uél%g?ﬁégu%ﬁ uaasqé]ng‘r%%lﬁ a8 [AO5A aﬁf}l‘e@g or a salt

3 thereéf- Ihamivambel pounteobadimehertiSdinaentef5oHE i mtier 6 1Bewherein

rest of RAQ 5 A6, N8R, R salhnereof. 17, Thegempound of any

of embodiments 1-23 or any of embodiments 30-33, wherein the

comptund*hisetRet ARy K anborim el A s s eleunbadinrsedtéAtlyherein

from therigrespeengisingofhydaenanmethyb,iuoreandichigege; or a
salt t f. 20 78. The corgp (%f embodiment 77, wherein at least

ound .
one of R10%AHT B RY APS g MR stitshare 8F 298 O R tasifpsatimP of, wherein
10claim 1 Séliemwcfmm})mel@rﬁmplﬁ@mﬁisﬂﬂg{%f%; F; or a salt thereof.
[2'(1%23.'1%)4'&5%[%% _3_y|)%l?1 %%é%%&'&%%(%ﬂ@?%& any of elﬁgodiments 30-33, wherein

[2-(5-cyano-IH-In fanyl)benzy ime hyl'amine
[2-(4-FluBtociniegnil Bayidg farmyiibd Az RinrieBlylcamink thereof.

[2'(4'@?'@E@'éblﬂﬁqma%ﬁdﬁ'y‘l@@H&Q%X&Qi%tgygmPgmbodimerﬁ
[2-(5-Flugro-IH-indol-3-ylsulfanyl)benzyl] dlrg‘n_ethy_l amine [2-(5-C
in dol-3-ymﬁ ﬁamﬂ%%ﬂ]%r’?‘i’é‘w%ﬁﬂﬁ%’é’ R7isBr;ora s.aIt thereof.
15 Dimethy 2= chrmpeiing dfﬁ?dﬂf&y?ﬂﬂﬁéﬂﬁmzﬂ‘éyh&%mF&d@@diments 30-33, wherein
[2-(7-Methoxy-iH-indql-3-ylsulfanyl)benz imethyl amine
(o Mol PR TR ROy o smg=ot
[2-(6-Fludhs-temindoiBef Byl tivyiliseimyp ity laamifembodiments 30-33, wherein
[2-(6-ChlgrosJH-i - I ], dimethyl. amine 34
Dimethy@?ﬁ%ﬁ%ﬁ%ﬁ%@r%d%?%{%%&%]hy%bg n%é// arine salt thereof.

6Z. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein

f03r%-_313Hwherein

20 the compound has the formula IA and R” is methyl; or a salt thereof.

63. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula 1A and R’ is hydroxy; or a salt thereof.

64. The compound of any of embodiments 1-23 or any of embodiments 30-33, wherein
the compound has the formula IA and R' is F: or a salt thereof.

25 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 CI; 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 IA and R'® is Br; or a salt thereof.

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

30 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,



Dimethyl-[2-(6-methyl-IH-indol-3-ylsulfanyl)benzyl] amine
[2-(4-eyano-lllindol-3-ylsulfanyl)benzyl] dimethyl amine
Dimethyl-[2-(1-methyl-IH-indol-3-ylsulfanyl)benzyl] amine 5
Dimethyl-[2-(4-methyl-IH-indol-3-ylsulfanyl)benzyl] amine
Dimethyl-[2-(4-hydroxy-lI-indol-3-ylsulfanyl)benzyl] amine
[2-(6-cyano-IH-indol-3-ylsulfanyl)benzylkgimethyl amine
[2-(7-Chloro-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine

[2-(6sMathoxomibinindel 2hysplanybpansy il singe %I(ﬁ{a%(i'iglents 30-33, wherein

[2-(4-Methoxy-IH-indol-3-ylsulanyl)benz imethyl amine
[2-(1H-IRGSRERALF AR ?Séﬂgpﬁ%iﬁmg%?wé CF3} or a salt thereof.

%2 E@F:%@Mpﬁgﬁﬁ &Wﬂﬁ:ﬁ@ﬂﬂﬂ?}(}‘raﬂy R embodiments 30-33, wherein

2-(5-Flyoro-1H-in an y ine

Methyl-[2<(@F m%t%y lW—‘fln ?@y' t}%anf/%])%@nzﬁ/r}f Hegsalt thereof.

5 [2-(4-CHbesdHpetel Syisulfamybyivenzyinmethyt amméembodzments 30-33, wherein
Methy! [relopieiid i 'ﬁag%ﬁﬁxlﬁtfﬁaﬂwﬁeﬁmle 1% 0 alt thereot.

[2-(5-Fluoro-2-methyl-IH-indol-3-ylsulfanyl)-benzy m amlne
MetHgt-Brsamepdipf myot SWW&ﬁWBe%ﬁz?ﬂa@BhﬂfémbﬂdlmemS 30-33, wherein

Methyl-{Re(dnmaesind-te t&ﬁg%&mmﬂaﬁﬁ?)@@ @#){I!Lﬁﬁupﬁ safd thereof.

E E?gtllﬁ %Oi%gé%%?- :_3 Slpéar%ﬁg%%éﬁ ni,?t ?éé%%n}}]réle” embodiments 30-33, wherein
10 [2-(6- Méthomylﬂbbnddmbﬁaylﬁlﬂfmwl)fbeﬂa)ﬂ}m&ﬂyimn@r a salt thereof,

[2-( I IsuI nzy I amin

[2- (?gmggrg(m |ag%§ey?¥ucﬁa y)%glﬁgy yfgnn%n?efgj odiments 30-33, wherein

[2-(5- M&ﬁé&wméﬂwlthqmlelﬂm@dhyl)st@nwﬂmﬁtthryk@ﬁme

[2-( | w
[2- (?%r?r%]o% i ylfa%{m%@%%ip%%%ﬁ B R fimcnts 30-33, wherei
Methyl-f @W&‘Rﬂ s |%5P@9[§3W)§beﬁﬁﬁwéﬁﬁﬁéﬂwr@0f

15 [2-(48- mmh@&uﬂﬁwﬁﬂmm&@mum v iRe 3PR" to R" are
[2-(5- Mﬁ IH- mdgb suganyl)benzyl]methyl amine
[2-(4- Mei{ho>§/{3Ifl’-l0 “3yistiifanyl)benzyllmethyl amine
[2-(5-Braiostisindod-8f wisutfbaybedeneylirmethyt ampiofembodiments 30-33, wherein

[2-(7- M%@Q&A%ﬁ'&qﬁl HY I%ulfarﬁ}/ L? é)ﬁ}m%}(fil ﬂlagéns%igged independently from
the group consisting of hydrogen, methyl, fluoro and chloride; or a salt thereof,
20 78. The compound of embodiment 77, wherein at least one of R'® and R is hydrogen;
or a salf thereof.

79. The compound of claim 1 selected from the group consisting of:
[2-(1H-Indol-3-yIsulfanyl)benzyl] dimethyl amine;
[2-(5-cyano-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine

25 [2-(4-Fluoro-1H-indol-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-Chioro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
Dimethyl-[2-(7-methyl-1 H-indol-3-ylsulfanyl)benzyl] amine

30 [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



5

10

15

[5-Chloro-2-(]I-indol-3-ylsulfanyl)-benzyllmethyl amine
Methyl-[2-(6-trifluoromethyl-]H-indol-3-ylsulfanyl)-benzyl] amine;
[5-Hydroxy-2-(IH-indol-3-ylsulfanyl)-benzyllmethyl amine;
[2-(4-Bromo-IH-indol-3-ylsulfanyl)-benzylJmethyl amine; 5
[2-(7-Chloro-1H-indol-3-ylsulfanyl)-benzyllmethyl amine;
[2-(5-lodo-]H-indol-3-ylsulfanyl)-benzyllmgthyl amine; [2-(6-Cyano-113
indol-3-ylsulfanyl)-benzyllmethyl amine;

[2-(H-Indgda3nylsyl grmaféymmha%yfﬁ%s%aml @%ne

[2-(3-methyl-]H-indol-2-ylsulfanyl)-benzyl]m
[2-(5,6- DBk 2ermsdna-Viingamnviu o bevallipmiothyl-amine; [ 5

-Fluoro- Z%&nﬁjﬁﬁ@ylff ﬁdﬁﬁ@jd?ubﬂﬁi&%@@ﬂ%ﬁ gnadlymgtind-amine;

[5- Fluor(?D (‘% 10 IH- |nd 5% 3 fan )benk%l] methyl amine;

[2-(4-Chloro- dcg §1y Vii98% ﬁ“ﬁi’é]cﬁ?}“é"mme

[g (F7I ChBmetﬂib‘l;[ﬁdél-{ﬁejﬂsmmhmaﬁa‘L@dﬂiﬁfﬁ%ﬂﬁéﬂ?@ﬂ?&h@.ﬁme; 15
uor e ethyl-amine;

[S-Fluorags(griifluaomatintitindora tgﬁa éxrj% %@a@?ﬂ y

[5-Fluoro-2-(7-methoxy-IH-indo 3 Y Smine;
[2-(4-Brdig: %%WS%WWMEM}M@MW@W%

S (4-Fluga 2 angidiamine el R | Hhindo
[-4-ol; 3- %48%:%%@0 -2-methylaminomethyl- Eher&sulfany -1 H-indol-6-01;
20 [5-Fltk DRGSR EaYRRG P dipRtReamiramine:

[5- F'U0rdﬂﬂmﬂ?@xy%m@sul%ﬂ@%ﬁz%QKHJ&tHﬂz@EBMh@m'”e

25 Chlpr O SR S ERE e meny-amine.

[5- F|uord%@@@‘%ﬂzmmt}aqn@mgm;am)qmmmgmw -amine; 25
[5- FIuorqzchﬁ:m&W@ﬁmdm%t I;Mrgﬁg qyal)nbenzyl] methyl-ami

ne; [2-(5-Bromo-1 H-indol-3-y enzy -methyl-amine;

[5- FIuothbéiﬂ?efﬁﬁ%Wﬂ |Héélll®ly1‘sﬂﬁaﬁwybb¢myﬂ}mmtwl -amine;

[2-(6-Bramer-thiiindal:Biwtpiniaaybay 7 g l-amine;
[5-Fluorq- égf 0ro- IHImdoI Bﬁglsulfg? %%%%@%amme 30

[5-Fluoro- SO - Il gioesuiraliny oRswzyl sasyl-amine; [

5- F|uoroﬁm-(&mmemyz-ﬂneﬂhmam&&muﬁ@wabm@éﬂmwm@m@

o R

20

30

Methyl-[2- (7~methyi 1H mdol 3-ylsulfanyl)benzyl] amine
[2-(4-Fluoro-1H-indol-3 -ylsulfanyl)benzyljmethyl amine
[2-(7-Ethyl- 1H-indol-3-ylsulfanyl)benzyl jmethy! amine
[2-(6-Methoxy-1H-indol-3-ylsulfanyl)benzyl methyl amine
[2-(5-Chloro-1H-indol-3-ylsulfanyl)benzyl Jmethyl amine
[2-(6-Chloro-1H-indol-3-ylsulfanyl)benzyl Jmethyl amine
[2-(5-Methoxy-4-methyl-1H-indol-3-ylsulfanyl)-b enzyljmethyl amine
[2-(5,6-Dimethoxy-1H-indol-3 -ylsulfanyl)-benzylJmethyl amine
[{2-(6-Bromo-1 H-indol-3-yisulfanyl)-benzylImethyl amine
Methy1~[2-(6-methy1~1H-indolv?»-ylsuifanyl)—benzyl} amine
[2-(4,7-Dimethoxy-1 H-1ndol-3-ylsulfanyl)-benzyllmethyl amine
[2-(5-Methoxy-1H-indol-3-ylsulfanyl)benzylimethyl amine
[2-(4-Methoxy- 17-indol-3-ylsulfanyljbenzylmethyl amine
{2-(5-Bromo-1H-indol-3 -ylsulfanyl)-benzylimethyl amine
[2-(7-Methoxy-1H-indol-3-ylsulfanyl}benzylJmethyl amine



36 [5-Fluoro-2-(7-methyl-1l- indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[5-Fluoro-2-(1-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[5-Fluoro-2-(5-fluoro-2-methyl-IH-indo]-3-ylsulfanyl)-benzyl]-methyl-amine;
[5-Chloro-2-(5-fluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine; 5
[5-Chloro-2-(5-methoxy- | H-indol-3 -ylsulfanyl)-benzyl] -methyl-amine;
[5-Chloro-2-(7-methyl-1 H-indol-3-ylsuIfaﬁyl)-benzyl]-methyl-amine;
[5-Chloro-2-(1-methyl- IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine;

o sadfomeinons gy Lmeh amine:

[5-Chloro-2-(7-methoxy-1H-in ulranyl)-ben r’r11neethyl-amine; 10
[5-c:h|orMgtw-ﬂ%-é?dﬂf{ma@ﬁw@ﬁf@%&gﬁz&@mﬂéﬂ%&ﬁwmm;
[5-Chlores2(aniisiore-@amstiay)sJisindali-wdaamebhenayl; methyl-amine

[2-(5-FIUGE BrRs Frindplcdbsy s mihshenzs ety amsngy I]-methyl-amin
5 [e2 (|\7/|eEthll-[S-@_iédngiAJ%ﬁédﬁeikyﬁlbdlﬂdﬁ%ﬂeﬁzﬂ!rﬁlaﬂ@n%ﬁﬂﬁ&nz_yI]-arE_)ne;
(7- -IH-inda]:3-ylsulfanyl)-5-methyl-henzyl]-methyl-amine;
[2(6M;%8%Aﬁ$?rf§5¥%yy!{sﬁgﬁr§ %ﬁn%%ﬁjﬁﬁﬁ%ﬁfﬂ%thyl-amine;
[l\gitrxlf\lﬂ E3=Eﬁé¥t;i;9;l2é@§l®th§ﬂﬂﬂﬂ;§m¢)-ﬁeym1mﬂwl¥la&ﬁﬁ;?]zl]l-aml_ne;
-(4- -tHsindo Mﬁ#lﬁa samethylbRenay]-methyl-amine;
[2-(6-Br%?n%)%H-inméoﬁg;ylsul angl)-s-élrrsfgtgr%g%kﬁnz;%imrentlﬁlyl}famine;
[2-(6-FIUGTE PReHdiEB sl ar yo facsmbrpbmeiihantayl-amine; 20

10 [2-(4-FIL{Qrig’y,6|-‘Diﬁtifﬂoiy-}4|ﬁuﬂﬁ%6Mb:ﬁﬂﬂﬂﬂgtﬁﬂﬁbfﬂimmi:ﬂ{&miamine;
Isulfanyl)-1H-indol-6-ol;

-Chlorb S ey PO AR OA R a oA
[2-(6-Chlribbid-intieli@yisuifanid)-S-yhethylsh) eraylraetiny-aming;
G S T e s
5-F|uord%@zth@rpﬁéﬁmoymnémymmMyﬂhmfamph)zmmaﬁiglmme;

o ety T B LR th-amine
[4-Chlorb 2 ety ehmas] A-idelarmiandy havretiyhehinen ae;
[4-Chloriz-24(Brethyizliiind ohaaisiifanibieoslksmetvbaming.
[4-Ch|or§>_- - ﬁg}g} _yI-éL H-indo]-3- Is_IfanyI -b enz F]J-[nethyl-aml.ne; .
[4-Ch|oro-é-g-met Vi Wﬁﬁ&%%%‘?éﬁﬂﬁﬁﬁiﬁi§B€'f‘f%¥fl)f-%f@ﬂ%dﬁfﬁ@°*4“oh

3-(4-Fluoro-2-methylaminomethyl-phenylsul fanyl)-1 H-indol-6-ol;

20 {5-FIuoro~2»(5-ﬂuoro-1H~indol-3»ylsquanyl)mbenzyi]-methyi-amine;
{5~F1uoro-2-(4-methoxy-1H—indol~3-yisulfanyi)—benzyt]-methyl—amine;
[2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-flucro-benzyl]-methyl-amine;
[2-(5-Chloro-1 H-indol-3-ylsulfanyl)-5-fluoro-benzyl}-methyl-amine;
[5~F1uoro-2-(6-methy1-1H—indof-3-ylsuifanyl)~benzyl]-methyl-amine;

25 [S—Fluoro-2-(5-meth0xy~4-methy1—1H~indol-3uylsuifanyi)—benzyl]—methyl«amine;
[2~(5-Bromo-1H-indol-3-ylsulfanyl)-5-fluoro -benzyl]-methyl-amine;
[S-Fluoro-Zu(S—methoxy-1H—inci01~3~ylsulfany1)—benzyl]—methyl~amine;
[2-(6-Bromo-1H-indol-3-ylsuifanyl)-5-fluoro-benzyl)-methyl-amine;
[5-Fluoro-2-(6-fluoro-1/-indol-3-ylsulfanyl)-benzyl] -methyl-amine;

30 [5—F1u0r0—2-(6-methoxy~1H—ind01-3-ylsulfanyl)—benzyl}~methyl~amine;
{S-Fluoro-Z—(Z-methyl-1H—indoi~3-ylsu1fanyl)—benzyl]»methyi—amine;
[S~Flu0ro—2~(5—methyl—1H-indol-3-ylsulfanyi)-benzyl}-methyl-amine;
[5—Flu0ro—2-(4-methyl-1H—indoi-3-ylsuifanyi)~benzyi]~methyl—amine;



[4-Chloro-2-(5-fluoro-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine; 37
[4-Chloro-2-(6-fluoro-1 H-indol-3 -ylsulfanyl)-benzyl] -methyl-amine;
[4-Chloro-2-(4-fluoro- | H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[4-Chloro-2-(7-fluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[4-Chloro-2-(7-ethyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine; 5
[4-ChIoro-2-(5-methoxy-4-methyI-IH-indols- -ylsulfanyl)-benzyl]-methyl-ami
ne; [4-Chloro-2-(5-methoxy- 1H-indol-3 -ylsulfanyl)-benzyl]-methyl-amine;

4-Chlora-2+(6- _IH-indgl-3-ylsulfanyl)-benzyll-methyl-amine;
e Chlord e e e
[4-Chlord-2HameetHdxpethirbiodglisdid iyl beamylHmetiyil-antioe; 10

[4-Chlorg-2ifakhlere-bd:ndq3vsuianyl ke methyl-amines,
[4-Ch|org-2?(lgfﬂjl%r%—?ﬁi?dgo%g MEE%Z%PTE?E%%% tﬁé@ﬂiﬁl&w ne;

[4-Chlord 2 {¥eRiéro-upprdF-mdaband mipmdhbsm enshemimias;

5[4-Chlorg2€ifrablorg-Ikttngal B-uauifaryhieniyl-nethubamingine:

[4-Chlorg-2-(1H-indal-3-ylsylfanyl)-benzyl]-methyl-amine; 15 .
[4-Ch|org-%-(§ Prlﬁoet% |i?ﬂ%|l‘nyg‘&|al%-‘§;%%1?aﬁ{ﬂ)1%8ﬁ@fﬁf—f}ﬂélﬁg‘}ﬁ%iﬁ@}ﬂeé
[4-Chlord-2({BemeHiiixieHsintigHadplsiHidsyivtrizdl vnetbybraming;

[4-Chlorg=2¢h:fluores2-methyl-1H-indgl-3-yls fa 1)-be ylé ethyl-amine;.
2-(5-Flu§;%§la§tgc%ﬁé%§{%§{%¥r{}/ -E)%gr\%y msfhlé; %—%g%ﬁoroﬁgyr%%fﬁ%&y- 1
H-indol-33/sbieatgibewdyxmbthiidahmindsupfanyl)-benzyl]-methyl-amine;

10[2-(4,5- DiﬁL@lﬂ&ﬂcﬂzL’(@@llﬁgf&d?Wf%l)ﬁﬁgéﬁgﬁ@ﬂ!%!fﬁmyhamine;
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[2-(4,6-D'Lféu§ro-lH-indol-3-ylsuIfanyl)-benr?gl-meth l-amine;
3-(2-Methyl

Wﬁ’ﬁ%ﬁ‘f&f@f—%ﬂgﬁﬁgﬁlﬁ WDL AT yI}-benzyl]-methyl-amine;
2-(6-Fludib¢ti-Finctel-Brytshiianyhraenzyyamlingy 3= (B ifuary sy domine,
o-Fiuoro S SR R ey Bt - apine
[2-(4-ChlBré?HEthiylddi-Bagid i faislfmsmethybibeiRzyllyiiethybdminas; [2-(1
:: : Egg:: ?‘Eh&}%ﬂﬁ;}%gﬁﬁé}lﬁggﬂgﬁzﬁrﬁmg?I%'e(t%yl-benzyl}—methyl-amine;
[2-(1H-IntfsHelslistmeh )2ﬂgﬂﬁyﬂiﬂré{ﬁ9n@sﬂﬁé§sa}fwﬂbb enzyl]-amine;
[2-(1H-I nM4Méswi®nw4ﬁa6¥¥l]ym¥EWWm%ﬁfb%§ﬁ -&Q@ﬂ%@jamine;
{2-(6-Bromo-1H-indol-3-yisulfanyl)-S-methyl-benzyl]-methyl-amine;
{2-(6-Fluoro-1H-indo!-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine;
[2-(4-Fluoro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl ]-methyl-amine;
3-(4-Methyl-2-methylaminomethyl-phenylsulfanyl)-1H-indo}-6-0l;
[5-Chloro-2-(5-methyl-1 H-indol-3-ylsulfanyl)-benzyl |-methyl-amine;
[2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyi-amine:
[2-(5-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl|-methyl-amine;
5-Fluoro-3-(2-piperidin-1-ylmethyl-phenylsulfanyl)-1 H-indole;
5-Fluoro-3-(2-morpholin-4-ylmethyl-phenylsulfanyl)- 1 H-indole;
5-Fluore-3-(2-pyrrolidin-1-yimethyl-phenylsulfanyl)- 1 H-indole;
[4-Chloro-2-(6-methyl-1 H-indol-3-ylsulfanyl)-benzyl-methyl-amine;
[4-Chloro-2-(2-methyl-1H-indol-3-ylsulfanyl)-benzyll-methyl-amine;
[4-Chloro-2-(5-methyl-1H-indol-3-ylsulfanyl)-benzyl )-methyl-amine;
[4-Chloro-2-(7-methyl-1H-indol-3-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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80. The compound of any of embodiments 1-23, wherein the compound
has the formula IB and R12 is hydrogen or methyl; or a salt thereof. 38
81. A compound of any one of embodiments 1-80 or a pharmaceutically
acceptable salt thereof for use in a medicament. 82. The use of a
compound of any one of embodiments 1-80 or a pharmaceutically
acceptable salt thereof for the preparat?gn of a medicament for the
treatment of 5 affective disorders. 83. The use of a compound of any one
of embdfiritits?1(BH Y Hﬁ“é?i‘ﬁ?é“@éﬂﬁ%}gﬁ?/y%@@@ﬁ‘fgHfé‘g‘éﬂtaﬂﬁé‘i%of for the
preparptignefamedicament-faddhe- leaimsnt e depsessioamanxiety
disorders includi neraj anxiety.disorder, .social anxi disorder, post
(ot R PR
disordé#-Palio 2dekbybpeifidoptictimdiaspbiabphdbisctyhgoiaghobia.
84. Th%4%3&?1&%@&‘3%‘&%&‘}2@&%@&%&8@@9&Eﬂ%&ﬁy,'é%ﬁﬁ%ethyi-amme;

pharmaceutically acceptable salt thereof for thé Ereparatlon of'a

medicdhEM s THe resirrent/bfindehi cdsifrngh-banmidtmesdhdrape:
treatmenicafiqo-affective disordengampyising Adminisierined lanine;
therapeutically effective amount of a compound of any one of |
embodHEME -8R AR Haleatically Aees Pante S T et 156, A
method4artihectrbatmerioaf dépiedsionyaitiatyl disprdenadisiushiige;
genera iety disorder ial anxiety disorder ttr atic stress
Ciaordar S e R e R R T e
specifid phbbies2 doaiblopid biargo 28-sigovaphotiercdnpeibirigumine;

adminisierig, Neransioal elestie. AmANDbaLanSAMARYA Ol any

one of embodiments 1-80 or a pharmaceutically acceptablé salt thereof.

87. A pHatiieedtidatderpdsiten comprising D eerrputsitrbraiiFone of
embod m@r_&ﬁg gr@q@hgrpm@gﬁg&&@g&%@@ﬁeagﬁﬁherec%ﬁ h25 The
present inyention compris efr ses of the compounds of the
oo R R AP A AR HOHD B ARE s 5 e
compoihazh k-t ([Freesthidnl Aypdodllyy RhHamadceeticiiynahebpiabte salts.
Such salts.incl rmasceutica e e ,acid addition salts .
e S e
ammordciirSaike-Abdndelditipius ey linbtude snitsiof inorganic acids as

well as BrgamMGoro-4-methoxy-1 H-indol-3-ylsutfanyl)-benzyl]-methyl-amine:

[2-(4,5-Difluoro- 1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine;
[2-(4,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine,
3-(2-Methylaminomethyl-phenylsulfanyl)-1 H-indol-4-ol;
2-(6-Fluoro-1H-indol-3-ylsulfanyl)-benzylamine;
[2-(5,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine;
6-Fluoro-3-(2-methylaminomethyl-phenylsulfanyl}- 1 H-indol-5-0;[2-(4-Chloro-1 H-
indol-3-ylsulfanyl)-5-methyl-benzyl}-methyl-amine;
[2-(1H-Indol-5-ylsulfanyl)-benzyl-methyl-amine;
[2-(1H-Indol-4-ylsulfanyl)-benzyl}-methyl-amine;
{2-(1H-Indol-6-ylsulfanyl)-benzyl]-methyl-amine; and
[2-(1H-Indol-7-ylsulfanyl}-benzyl]-methyl-amine;
or a salt thereof.

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.



acids. 39 Examples of suitable inorganic acids include hydrochloric,
hydrobromic, hydroiodic, phosphoric, sulfuric, sulfamic, nitric acids and
the like. Examples of suitable organic acids include formic, acetic,
trichloroacetic, trifluoroacetic, 5 propionic, benzoic, cinnamic, citric,
fumaric, glycolic, itaconic, lactic, methanesulfonic, maleic, malic, malonic,
mandelic, oxalic, picric, pyruvic, salicylic3&uccinic, methane sulfonic,
ethanesulfonic, tartaric, ascorbic, pamoic, bismethylene salicylic,
etharfadidareung I‘?fc‘%ﬁ‘ﬁi&%ﬁff&%ﬂé&%@ﬁ&ﬂﬁ@? Stexpherpansyitiealbyeptable salt
glycolic, peaspitebeRrznknghitamig:. benzenesul.fonie, p-toluenesulfonic
acidsgéhﬁ:é?%hglllir%e aceticuﬁ%idfs, as wellfs he 8 10 halotheophyllines, for
example 8-bromothsOPIIh S aRd THE FhE ATl Q& pharmaceutically
pharmacegtivabrcokphalsis’ ficithadditiantialtsfaradiiednarateshavbiebrihe of
5 present gﬁg@gggﬁﬁgﬂﬂg able to form. 15 Further, the compounds of this

invention may exist in unsolvated as well as in solvated forms with
pharracEifiesiRf aceaprmboisenns ofienbximsms leifianoldndtheuikelly

In geneRbegnrolymigd oS @S considsrest epavRlen, 190 Re treatment of

unsolvated forms for the purposes of this invention. 20 The compounds of
the presSRTHVERHBRIFRY RIS HS B RS &) wimvistidisenigesosil apricty
intendeddtkatiany@ptieahiskmesss dicodeanbemers QintiafieLRRmpars) Bsic
separate re or_partially purified opgical isomers and any mixtyres
10 ot T e SRS RO Ry R ERRCHA B are
includéd Vhithise tHe scopeuod tifedinvertidie@bddaoenit-forms pamieceutically

resolved,into, the.Qpi ?@r%@?ﬂ%?@f}m@g{p £ B@Qﬁ?&rﬁ%ﬁ%@ﬁl@ @éaﬁryent d)f

separation of diastereomeric salts thereof with an optically active acid, an
liberating'tA&sBpftically active amine compound by treatment with a base.

Anothgr mathasdfer igsabinseriaseR AR O M6 AR ARIROAES Sstering a
based upon chrom ;{oeg aphy on an optically active matrix. Racemic
e

13 compouttfieBFtiHE SHHTRARRIGH ehh 0B BRd o divaeriib MmandypaRL) 1 -80 or
30 antipaddsyeageltidilaciionabiolysinliizaton. The compounds of the
presept ipventi Iso be.resolved by the formation of . .
it o B e ) AP s T i eenerl
optical isoyrers disauian teritlosaiskilibsbidah eattiranmatbesussdli Sudt, obsessive

methods,jpgiide daassidisgissad fel: gga_a%ﬁaéks,Cr‘s]s@%%%ﬂg%wsaéﬁpma or

"Enantiomers, Racemates, 40 and Resolutions”, John Sons,
20 New YorlepIEBtP iR afreitste mthsear el sEpibaraamont a
optically astiyeustesting Matefighsbodiments 1-80 or a pharmaceutically acceptable salt
thereof.
87. A pharmaceutical composition comprising a compound of any one of embodiments
1-80 or a pharmaceutically acceptable salt thereof.
25
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
30 ammonium salts. Acid addition salts include salts of inorganic acids as well as organic

acids.
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Furthermore, when a double bond or a fully or partially saturated ring
system is present in 5 the molecule geometric isomers may be formed. It
is intended that any geometric isomers, as separated, pure or partially
purified geometric isomers or mixtures thereof are included within the
scope of the invention. Likewise, molecules having a bond with restricted
rotation may form geometric isomers. Th&se are also intended to be
included within the scope of the present invention. 10 Furthermore, some
oftiepenypouiatlofntraateseds indedtdndmallexishinioiffereint hydroiodic,
taiamesic. fmeanditisiniendedithatanyctargomeric forms that the
compounds are able to form are included within the scope of the present
invention. 15 The invention also encompasses prodrugs of the present
coxpeiads; svhiehenatnbdstialiom yoeacgache miclcORVarS IR oacetic,
metabolic processes before bec%?én p?arn?acolo%i?ci;ally active .
SR S e PG B8 o R teh B sshiaie
comipounds oithegensradébcmutdic, picrlB phepis, grliEyidighdrécreadibne
comgiblednWRIpe e Feaitse compaund of. ihe formula LA 1B, ey ponic
IE or IF."20 Conventional procedures for the ‘se ectioh and preéparation oF ’
slsBIECp PR Gefhpatie stears. deblei e 8 X6 A exbynpie nratDecignzofc, glutamic,
Preghsigsudich-Bundeansch ElRRMShed AR1inENEIVEIHO Qﬁlﬁ% as the 8-

S

encompasses active metabolites of the present compounds. 25
dBEHIERXBES thE RIMps ST Br e mhvERESRd the like.

2-(1H-indolylsulfanyl)-benzyl amine derivatives, are serotonin reuptake

inhjbitors. Accordingly, one embodiment of invention relates t )
B S B o A S e Ty sy abicn e
baxeeot eowatthérofiemhlereifoR1.-R13 are as described 30 herein, which
compounds are serotonin reuptake inhibitors, i.e., e.g., having a binding
affinity (IC50) of 5 M or less, typically of 1 M or less, preferably less than
SOBRIAT o fecmaeaAdt Of thiviiayqeiéentiman s0sh M uprefurtsdigsaschhesdisudented

byothe wmethad-arssiRedin.Eyampla R enld ansPtesbinding A538¥h ke, In

One embodiment of invention relates to compounds of formula |, IA, B,

|G i PRI IO MR TR S A e sQ Bsert Fosthedmiebtstod frsresidor the
Riufigdaréths desatibed herein, which compounds are norepinephrine
reuptake inhibitors, i.e., e.g., having a binding affinity 5 (IC50) of 5 pM or

less, typically of 1 M or less, preferably less than 500nM, less than 100
nihordeustndndthaivrepralfaredpijoasnaehsur edey therenstiodettseniltes and it is

In e RIPIR Panyl EARSRAGIGRWIN A58 ¥ers or diastereomers), as separated, pure or
partially purified optical isomers and any mixtures thereof including racemic mixtures, i.e. a

mixture of stereoisomeres, 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 crystailization. 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 I. Jaques, A. Collet and S. Wilen in “Enantiomers, Racemates,



A further embodiment of invention relates to compounds of formula I, 1A,

IB, IC, IE or IF 10 (e.g. formula (IA)) as the free base or salts thereof,

wherein R'-R'3 are as described herein, which compounds are dopamine

reuptake inhibitors, i.e., e.g., having a binding affinity (IC50) of 5 M or

less, typically of | M or less, preferably less than 500nM, less than 100

nM or less than 50 nM, preferably as me#sured by the method described

in Example 9 - Transporter binding assay. 15 In particular, the invention

prévoReseoHeUIReE ke seih§otke MomBimkd 188 eLtQftsetytactine compounds can

reuntake RBIRUORANS, NeePIREPH AR URIRKRINiDIton. Accordingly, a

preferred embodiment relates to.compounds of the invention (i.e. the -

compounds of formula I, 1A, 1B, IC, IE or IF (e.g. of formula IA) for which

R m&arm@@@das@rdbeﬁm@r& QQ_‘UDE/ @ﬂﬁ&r@ﬁiﬁ%ﬂ@@ﬂéﬁ%ﬂ% system is present in
5 notgeprg@gcqilenee‘g%] tf;lkg(}m@rlbltors6 |.§. coan;fo,unds of the invention which

are both norepinephrme TaubtARe hITBRETs AfdSEHTE At A piRetric isomers,

inkivitprsatedghicf winkch dlepdidd fieedaaboise naronargpahediheentt dtdSncluded

PrefeilEshiae cempavnda e e ninaRRssasng e Ao combincd

effect of serotonin reuptake inhibition and norepinephrine reuptake

inAAsHIOR B8y dese spedchibbvengialEien woripoinesiatoristintbaled within the

doRapinere pRiake ihikiars. 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

préfethedhatc)east2d te 3onipoasihighies phasdhainding.ailinity feutherent

B B e 4 R B ave able to

described in Example ransporter binding assay.
théoimverstioplphelivid toimponnd$ thossessirgvingiaambined effect of
serotonin reuptake inhibition, norepinephrine and dopamine reuptake
inhibition. 42 Accordingly, a preferred embodiment relates to compounds
15 of The ImNRHRB Rl nenenRestpRIaATe o f Siermsent rRMBuEs| Flgehpte g,

formutaitden whish RRbdArQ Arrfleaeilad hRIR %}(Q%Hggs HiRlee becomin g
|

serptonin, nore 'inephrine and dopamine reuptake inhibitors, i.e.

cOPRPOIHTALBIPHE ATURRSUR RHEh e ae e Reh RS e TEVE b fupFiamal
redptiakevssinfitbitorsysenotoninbregpitakefinibiidrs AQmel HOP@BHIE which are readily
re Lnhipitors,. each of which are as defined.aboye, P eytic
i e Al IR e S St R N Gt

20| Crnveptiopebprifced @ fansee aslertinadichpreprration of suitable prodrug derivatives

are described, for example, in"Design of Prodrugs", ed. H. Bundgaard, Elsevier, 1985.
The invention also encompasses active metabolites of the present compounds.

25 As described above the compounds of the invention, 2-(1 H-indolylsulfanyl}-benzyl amine

derivatives, are serotonin reuptake inhibitors,

Accordingly, one embodiment of invention relates to compounds of Formula I, 1A, IB, IC,
IE or IF (e.g. formula IA) as the free base or a salt therof, wherein RI-R" are as described

30 herein, which compounds are serotonin reuptake inhibitors, i.e., e. g., having a binding
affinity (IC50) of S uM or less, typically of 1 pM 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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As mentioned above the compounds of the invention are inhibitors of the
serotonin transporter. In particular is provided compounds of the invention
which are dual inhibitors of the serotonin and noradrenaline transporters.
The compounds of the invention may thus 15 be useful for treatment in a
disorder or disease wherein the serotonin and/or noradrenaline are
implicated. Accordingly, in a further aspggt the invention relates to a
compound of the invention as the free base or a salt thereof for use as a
medicament, i.e. in particular a compound represented 20 by the general
fo mulaé, IA, IB, IC, IE or IF, e.g. formula IA, wherein - R'-R2 are

indepERAEHTAIE LT Y e Sy ErmesBdai GUpHIE 14, 1B, 1C IE or IF (e
CBrudydloalk (bafide and @Sg]}&m@lﬁatkﬁeﬁlwig%;aue(mmﬂsee hEBe@)dhich
R r Wi e nitrogen form a. 4-7/.membered ring.containjng zero
org%}ﬁig%tlghﬁb% E)%%% ,‘“g&mn%ﬁ?/“ al r‘uﬁ%ﬁ@éﬁdﬁm%gm %gﬁ%grﬁﬁ?@égﬁ affinty
chtaphistisiaid fuiekeryReatbabiniddlectes, porferittpentioxyigoniarids2 Gan 100
ssiuichich Soaalthicius s subsiluleny/ ynsiiRitiiRd AxAssaibed. o -

herein; - R3-R12 are independently selectéd from hydrogen, halogen,
cyAHGPARFD PIesingE akeEn/yn)yl, C3.$-cycloalk(en)yl,
C3.8-cycloalk(en)yl-Cl-6-alk(en/yn)yl, amino, CI-6-alk(en/yn)ylamino,
diz(¢l.6-alk(en/yn)yl)amino, Ct.6-alk(en/yn)ylcarbonyl, aminocarbonyl

o B R B Lo PNy GRS TBOIC TE or
h{elzokyn®la Galk ertiriyytobase Gl sdeediémnlymiyitbio R\-R 1 are as described herein,
h =6 \: - C1-6-alk(e /in Isulfonyl, avi . .
h%@f@é@%ﬁ%ﬁgﬁﬁﬁyléﬁ%t%ﬁ%’i%‘l‘ﬁ{éﬁsfjhﬁyfs O S Srvdrdis e fipity
is(Kelttdd fr¥heHgeidyRisald! o6 lalil(erriesyy hréBradiy yesp tikSiiylMands than 100
CadgreloalsbemiihRalkieniioasdbs HERBA%E SLaRRN MRtERh. o -

wjr(t{h the proyijsgs that: 5 - when the sulphur'atom is attached via atom
2 PR A NEE 8% does not exist; - when the sulphur atom is
attached via atom nr. 3 of the indole then R12 does not exist; - when the

s&:}l}pg%c% g{ﬂtis i’:lntégcped via %:om nr. 4 of the indgle then R8 does not _
R AT SRR P SO SSUHREHEY DRSSESmBAPe STRHed isH of serotonin

thevpRBedokibition exdstorepidiphiine suiphivriatdritiimanachenylia aieekened
éist' 1t0 a hen the sul r ato

6 i . : d-
éﬂ%gﬁﬂﬂﬂp@g%%%%gi 8&?}@8}% Imv 10 %[e. %ﬁ’e com ouné%% )(/)rtzﬁlelllyl, 1A, IB,

is attached via atom nr. 7 of the indole then does not exist.

eXpri&siol & corfforme piah&mvbistidh B Treans denpidrd bétie) being dual
eﬁﬁhﬁ&hﬁﬂ%ﬁ%@fepinephﬁne reuptake inhibitors, i.e. compounds of the invention which are

both norepinephrine reuptake inhibitors and serotonin reuptake inhibitors, each of which are
as defined above.

In one embodiment, it is preferred for the compounds of the invention possessing the
combined effect of serotonin reuptake 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.



formula 1, 1A, 1B, IC, IE or IF, in particular formula IA described herein. 15
The present invention also relates to a pharmaceutical composition
comprising a compound of the invention as the free base or a salt thereof
and a pharmaceutically acceptable carrier or diluent. 20 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

Comewﬁﬁf}t thedpyeiat Qﬂb@&m&%‘ E%ﬁt@%%i?ﬁ@oﬁ"f’d& there %JQ&#&? ége the

preparation of a pharmaceutical composition for the treatment o

diS8TR VI RIIIR v hdfeifPalSefbionih feapfateiafisifor midrRi&ialare as

Thixsueslicamnen baay epBRESLARY QR embedipants-atistrtBilibitors,
IAi L:B OII% {Inl%ngg (I)I;t gscrib%d h(i%rlie'n. Thegp_resent Invention also, relates to
usé of a compound of tHE HVEHYSH 48 Thi' ¢ ae 5L SPsrHsRiipeheTaike

5 forthibipreprratimmoteppianniabietical C drppositionsfosidbhmtiibasmentbawhich
diseaseREdisQrdet, 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,
IB piarimaiuticslaseribed herein. 44 The present invention also relates to

use of a ompouni}of the invention as the free base or a salt thereof for
3o B OPe pAPRIAEETRE S UBRITEH 6 tFeckohahelt & oD IE or IF
10 didense ey disatidamdiie combined effect of serotonin reuptake inhibition
and norepinephrine 5 and dopamine reuptake inhibition is beneficial. The
medicament may comprise any one of the embodiments of formula I, IA,
|BAQneRtignd dbese titrech rpreind o ftirthier enibodien enbabthef itieaatiomin
fe'@éﬁﬁa&?téh%%%ﬁaﬁﬁ%% QSJ%HHJ@ J)’f e ﬂ@e#gdnl I\%hl'?:ﬁ ok 'cEasz fnhibitors
the preparation of a pharmaceutical composition flor the treatment of 10
affichigaThEsigeryd peririenadite FEOADHES ahte svewswds afthn sormitienowy thus

15 In padtieulabtnedmventien s 6! alemta s $ehefem RPN OINS: noradrenaline
inventiorl.as tge free base or a salt thereof for the preparation of a

phag%rg%é% iICal composition for the treatment of affective disorders. To
further illustrate without limiting the invention, the affective disorder 15 to

e B R R B B Ao s e
Coﬁ?ﬁ@@?ﬂﬁbﬁ fothibgeeniliar 1Be 1S aDedicaorctR, for ithpapieparattompdumd represented

20 phwm@%%%iﬁﬁfd}ﬁﬁ&m,sﬂ@ 'Ié?fdb%%??ﬂ%‘?é‘.tf%ﬁ%'i%%%%rem
RI-R? are independently selected from hydrogen, Ci.¢-alk(en/yn)yl, Css-cycloalk{en)yl,
and Czg-cycloalk(en)yl-C; g-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 ting in addition
to said nitrogen comprises one further heteroatom selected from nitrogen, oxygen and

25 sulphur; which ring structure is substituted or unsubstituted as described herein;

- R*-RMare independently selected from hydrogen, halogen, cyano, nitro,
Ci-alk(en/yn}yl, Cy.g-cycloalk(en)yl, Cs.s-cycloalk(en)yl-Cy.¢-alk(en/yn)yl, amino,
Ci-alk(en/yn)ylamino, di-(Cy.¢-alk(en/yn)yl)amino, C; g-alk(en/yn)ylcarbonyl,
aminocarbonyl, Cy.¢-alk{en/yn)ylaminocarbonyl, di-(Cy-alk(en)yl)aminocarbonyl,

30 hydroxy, Ci-s-alk(en/yn)yloxy, C)¢-alk(en/yn)ylthio, halo-C)_s-alk(en/yn)yl, halo-
Ci-¢-alk(en/yn)ylsulfonyl, halo-C).¢-alk(en/yn)ylsulfanyl, and Cr.s-alk(en/yn)ylsulfonyl;

and
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20 disorders. Typically, the depressive disorder to be treated is selected
from the group consisting of major depressive disorder, postnatal
depression, dysthymia and 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
major depressive disorder; another embggdiment concerns the treatment of
postnatal 25 depression; another embodiment concerns the treatment of

dySﬂIYH\iasaB@Han&m@ﬂﬁiﬁéﬁnCIQ,OJ]E&{IU%%@ treatnentQtARpragsion
assoeated gﬁ fnﬁ % J m% Eelmers psychosis or parklnsons To
further gLt S it 11? vention, an embodiment of the
inveigdreebacerns sttiiethtfeatfnent of depression associated with bipolar
diggidey gt&% gﬁnbodlment concerns the treatment of depression

assomated with alz eimers; another_ 30 embodiment concerns the
treatifesht Bedulnussiom assbeibed dwrtrmsychosigeandileshen Mbdatimentxist;

canceans e aMRPeRkLABRIESSIAR ASsosiated with paLkinsors. afjo%s #{%&xrst

further embodiment the invention also relates to use of a compo

inverltioT 4% SHPhHE atyads iashed Vihansb frof tdbsiageleiben %PGS not exist;
pharmﬁ@eﬁmmli;ﬁﬂﬁmmtﬂ@ﬁltﬁméhefxif@t@m}&ns of dRprRsRieReRN@B LRI st

embodiment the invention a orelates fo use compound of the ,
invention %{i ft“r’écee‘t lgsftsaaorag Sa|¥lﬁ1%lpé%f]‘f0§ﬂ€éh§rlg %(\i%ﬂ?ﬁﬂ Ryt goes not exist;

pharm?éceutlcal composition for the treatment of anxiety disorders.

Typicaly, theaa A ders 9 Oe Ueaied argrselesisrd (§(°”h"“$&mu exist,
consisting of general anxiety disorder, social anxiety disorder

traumatic stress disorder, obsessive compulsive disorder, panic disorder,

pw&a@p@s@amﬁw&mw@é;M@AQJ@%&@I@M@@RHQ%A&&M of

htrther 2 diment h:ee invention also relates to use of a compound of
&g’th% & BE<E B dosrats Hordeeheddisiion of a
pharmaceutical composition for the treatment of general anxiety disorder.

l"ﬁ?fu{gggﬁt emb dlm nt the% |Snt\6e£1tlfl)n also rela1 es to use of a compound
oft

mventﬁ%‘ﬁ%ﬂhﬁ HEETRS R THEFR T YOPINY P EpapLioe grogmpound
phEfhsaeeatical @dhqib@ﬁmsﬁfm iselttbetrnimidd fisosialidnkiettceptable carrier
disqiggLsdn 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 post

traj ki SR tisare ghatth 2 BUEBAT SMBAGRMSME B8 PraRe B IYERNIAR on is

also relates to use ompound of the invention as the free base or a
T P YL BT BT B oL B a5t

treatment 20 of obsessive compulsive disorder. In a further embodiment
rention, also relates se of a eompound e invention as, th
fre Jesei it sa?t tli'lt% Pg or ff% %h% ugFe%%aar o |r('§1|I|)0 % rehe mvention as the gee baseor a
salt thereof for the preparation of a pharmaceutical composztion 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 I, 1A, 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, 1A, IB, IC, IE or IF described herein,



pharmaceutical composition for the treatment of panic disorder. In a
further embodiment 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 panic 25 attacks. In a
further embodiment the invention also relates to use of a compound of the
invention as the free base or a salt theregj 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

phER e SN BE BT o s elr srepp wndsdidepRvien helfadise pase or a

30:gmhadinpntiberipreniian plsshiaitentR A$6nlRioMRPIREOf e of 2
inv1 Srétailggloa?.tshedfreﬁ baseb.or §L e%ﬁlt thé(ereof for the preparation of a ) )
pharmaceutical CompPoSTEHFor ThE LR AL FRigars sHEB R g daporepinephrine

5 furihvé derspaot ofubtekinirdiiticor el dtesfioid. Mbthodifomntbe theaumeptiof ay one of
carashRafisRlINTIRIBH SR e fIanoplsiaing glan affective.
disorder, such as depression, anxiety disorders including géneral anxiety
disorder, social anxiety disorder, post traumatic stress disorder,

ob&g@ﬁw@ @gﬁ?@;ﬁgﬁyﬁomﬁgm@én@@ﬂ}gém S i RREAL | damﬁ, .| Q%lﬁm LIA,
phabias, socjal phopia and agoraphobia in a living animal body, including
afﬁ%n@n@c@%&&% B rrrRaEIn ol S Blat i Hleempraiiir far the treatment of
10 theffipautidatydeffeptivelnmaes} Abaampawntahibeiinventioras the
free base or a salt thereof, i.e. in particular a compound represented by
the general formula |, IA, 1B, IC, IE or IF, e.g. formula IA. 10 In a further
enbodiicslar the ipvesiaot itsantites telatestte thepsadbisoimpation Bfthe free base
fOrPULR L théfbo el the RPEMEAS IS JREEPRSE 0N A sl here ?{l;rfa{et{}gatment of
prggﬁ%é@wjlg)n‘of a pharmaceutical composition for the treatment of pain
di > diRpraetheralfighendlvrgsuvibnininrng e thalsaffective disorder
15 disotardndig SEeRife i GRIGRIERHPMBANS A GRBIISUNG O ders and anxiety
fib(riomlyalegia syndrome (FMS), overall pain, back pain, shoulder pain,
hea‘ﬁ%gﬁr ‘as well as 15 pain while awake and during daily activities. To
further illustrate without limiting the invention, an embodiment of the
invent s the treatment of fibromyalgia ,syndrome: anothe
e e R DY e B, e or
cofedhasienamgerpichplfbactupedh campoisisioe b dui tmetneondates dhdve
20 realaiank oty plaid el R AN RIPRUNERL SPRGEINFHNE SEAITS B,

of headache; another 20 embodiment concerns the treatment of pain

wHIPESISHARS e A oA TR AR SHata AentssdonpBraniated depression
presenijrderntiobiyelaten dathe useifba GANBONEd iRt Mol AwtBy Gustrate

ID ar,lE as the free base or a salt thereof for the preparation of a
ph\g}’%%%%gllﬁ%%a ﬁle nvention, an em odgment of'the 1?1veretion concerns the treatment of

major depressive disorder; another embodiment concerns the treatment of postnatal

25  depression; another embodiment concerns the treatment 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

30  embodiment concerns the treatment of depression associated with psychosis; another

embodiment concerns the treatment of depression associated with parkinsons.
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composition for the treatment of attention deficit hyperactivity disorder. 25
In a further embodiment the present invention relates to the use of a
compound of formula I, IA, IB, IC, ID or IE as the free base or a salt
thereof for the preparation of a pharmaceutical composition for the
treatment of stress urinary incontinence. 30 Pharmaceutical composition
The compounds of the invention as the free base or the salt thereof may
be administered alone or in combination with pharmaceutically

ageeRtable GArUarS O BXSiReisy ms%lilafa&eﬂaqlse QF m%g&gooéﬁﬁem%mmn as

pharmaceutlca compositions accord |ng to the invention may
fohRitFs AT NER pHaMRECs ftichnyReaEsRIbY %aha@r@w@w@ﬁt@mw@lf@@he

amyaeiRer okaewesagiuvants and excipients in accordance with
conventional techniques such as those disclosed in Remington: The

Science and Practice of Pharmacy, 19 Edition, Gennaro, Ed., Mack
PubliSiingy Goboliastuirth@ibyy &905.a8aN mmammmﬁwlﬁahpmnﬁ)esmem&zentmn as

wﬂoe% 8Reg J%%'Ayt tggp&l%m dministrat gfiﬁ an &lﬁ;ﬂgﬁ%@;ﬁyo& for the

such as the oral, recta nasal,p onary, topica
stigifEyuant apsiSipaEl e FARISHEDn Hheinmrapiariiopdats Wabiriadatmiare selected

PREgNRE 3L Gigrbading: lapg %%e@tm&?%&zak%ﬂg§%order ost traumatic

intravenous and intradennal) route, the oral route 10 being preferred. It will

b%rsifﬁé%ﬂ%é&?ﬁaism%ﬁsmﬁ@a fGtaShinan Siserdsy. g atfasky, specific
cpinditiorsadiel uebif the ubjsieiin. e ireathe: dhodmiuR okthe $e0diteD rolats

be tr ted and ctive ingredient chosen. Phar eutical .
c%mposn?ocr?s r ora?fad%ll}ﬁg }?01 ion fﬁcl%r %sbso 3r0%%r£%§?5ﬂﬁg’gﬁﬁ?’ée§arat101‘ of
15ptapsadestitabletspahitige 6, thilssdozengdypowders apdigraletlésa further

Vgﬁll%%ﬁ{%ﬁ{?l&['ﬁl%nmaig;@%ﬂ%soﬂ?gger %Fa\'\@gfho%g cpgig‘tﬁ‘él ﬁw ?’1%1 erp ggrt 1e ffree base

coatings or they can be formulated so as to pr e controlled rélease 6

1196 Bt BSHMGIhE stritation aftaipkararqstoien genpesiinsefon Suodhtry ¢or of
r@@&mgﬁﬂ\é@}l KB |H1$ﬁ1ﬁﬁ%r%913&ﬂﬁi@eﬁ@cﬁ@%@fm§ 406 QdAkes to use ofa

admlnlstr? include solutions, emulsions, suspensions, syrups and

efiospRo CBUEREPRARIBO SISt S farthisrsp b pnihssrrarmativrlde

stériteagu et s@npb st &Qllﬁeﬂﬁjﬁﬁi&bf@ﬁﬂktﬁ@ﬂﬁ&tldﬁﬁ@i@@@ﬁer In a further
susgegsug or emul ions Il a e 25 owderst

t
he pres 1nven %a% F.e?so rsl St e”co us a Comﬁcs’uf)‘?i 83‘ Be dggentmn as the

I‘ECOHS uted In ste rie injec 10Ns or |sperS|o
Diegsdtassj et tagsls fﬁ@mﬂdmnspar@lats@f coritemptatetdsdnmgtwitHfur thetreatment

S@&%&Eﬂ@c@ﬁ%ﬁﬁ&% disorder. 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 panic disorder. In a further embodiment
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 panic
attacks. 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 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.



invention. Other suitable administration forms include suppositories,
sprays, ointments, cremes, gels, 30 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. 48 Conveniently, the compounds of the
invention are administered in a unit dosagbe form containing said
compounds in an amount of about 0.01 to 100 mg. The total daily dose is

usmﬂxﬂ@r%gaw%flm%&@rg@ 209 ajgy% gr %ag(ﬁ 'Saéfé or
y Welg

the range of from about 0.001 to a out 1 per ay,

préfsEabsientehbom Doz pptisbe m@@kgmmmp@ﬁdw depression,
admsiestd8rsane B QLR HASRLRSSHEH 88, | Q. 319083RUCEs g eﬁiﬁﬂr&umaﬁc

dosage will depend upon the frequency and mode of administration, the

Ky f’dh??ﬁﬂ”@’éﬁ%%‘%%ﬁ%lﬂi%@?{ﬁ@i@%ﬁ’é&tﬁ?@é@éﬁ%ewmf e
5 nathwbian doseN etithiafaitagongitin tiealedm hiany sancanitanidiseasss
to her f ctor evident t ose skjlled in the art. The
or%%%?%%ga r%g%i%%ﬁl\i} r?lentﬁ/ Bet ll%engg%tgg "I U uml‘%%%wgc r#%f/twe amount of a
métHapsheiiheovendioa @Mh@&m taee ant a Aaly ficadotiniie. dopagedtum dompound

or%@é@@@%@@g@g@ﬁ&m&nﬁﬁmn@ﬁSzﬂ%@efEd@Mﬁ%gly 49 times per

day may contain from 0.01 to about 1000 mg, preféra rom about 0.05
to about 500 mg, and more preferred from about 0.5 mg to about 200 mg.

10Fan [aa’fﬁm@rahmdtﬁﬁ:r&uﬁ@ﬁ&mgﬁg\b@ﬂ%ré[bI{]@t%%@ué?H%M%%#?ﬁrc?&F’fomum 1,
Sl Istration,.t 0ses In the order of about half the
dcz%aéBmp oyed for &rdf é/Z%e %%ﬁ?n%ﬁé?%r%%% SR lipR 5 a pharmaceutical
invemjonitare @eﬁm&ﬁﬁm&hleﬂmﬂrmﬁt@sﬂﬁb&ﬁﬁﬂ@ﬁﬂﬁﬁ&t& Saliatinias, the
a phArmACeHL fg@%ﬁ%@&&%@ Sell R EaL ORESAMPIE B ARA e of

addition salt of a compound havmgt e ut| tyo a free base. WHEY
colbpinrat w&%@ﬁ%mgﬂé peipsiack m:s@mapsaaus dradache as well as

15 Preparediin AvaREYENHORAL MADRes Y drepl m&%u&%%ﬁ&&%ﬁﬁtﬂ% ale

a free base of the invention with a chemical equivalent of an acid such

a PHEHRCAL fERN et pARteEoR SoRssRIR R S apenyal gia

meniibned; anoter Exabaamter@l@ﬁmtﬁ@tfaatﬁfensgwi@m 9ﬁﬁhemother embodiment
compound of the, inv ntil% nsterlle ‘g%ﬁfgo solution, a eous

eing thﬁ/ {reatment o au, rg?nﬁ 8%%{‘18;' gﬁﬁtgleﬁt of

propylene giycol, agueous VI
entpioidad PSuchmatme@ubcstmmm msmhmsl thbersuitebly bhuffdueitifanother

20NeGRESANANELIhe liguid n%ﬁ&ﬁ&&%%sm%ﬂgﬁs%ﬁa RIonie with syficient ies.

saline or glucose. The aqueous solutions are

In a further embodiment the present invention relates to the use of a compound of formula I,
IA, IB, IC, ID or JE as the free base or a salt thereof for the preparation of a pharmaceutical
composition for the treatment of attention deficit hyperactivity disorder.

25
In a further embodiment the present invention relates to the use of a compound of formula L,
IA, IB, IC, ID or IE as the free base or a salt thereof for the preparation of a pharmaceutical

composition for the treatment of stress urinary incontinence.

30 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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particularly suitable for intravenous, intramuscular, subcutaneous and
intraperitoneal 49 administration. The sterile agueous media employed
are all readily available by standard technigues known to those skilled in
the art. Suitable pharmaceutical carriers include inert solid diluents or
fillers, sterile agueous 5 solution and various organic solvents. Examples
of solid carriers are lactose, terra alba, gycrose, cyclodextrin, talc,
gelatine, agar, pectin, acacia, magnesium stearate, stearic acid and lower
a f callulose. Examples of liquid carriers are syrup, peanut oil,
AT R R i e =
afBOWARHUSHHHARY ctvipicalriororadilamsnt ithyrinchntierahiedustainadch as those
relRarRA R KROWTIR g Ak a%cﬁrééiQ&Wﬁﬁ%ﬁﬂ?f&’ﬁ&?ﬁéﬁ‘}%@ﬁm Ed.,

glyceryl distearate, alone or mixed with a wax. The pharmaceutica
cOMPOSHINSE g ety eeRBiniA85the compound of the invention and the

pharmaceutical acceptable carriers are then readily administered in a

v%gtghgf dapcggggai forms sutlitable for the disclosed routes of administration.
The formulations may convenishoy bePpf et iiedios adergstipgn by any

natkibésriviowrebrastibeantabfrpttalmaay,. piimbasmutatien siafitien presestand
iINYSmt y;}glpblg far.or. inistration be presented as discrete . ..
units s%gl?lﬁas g:ap?su gg’, %lrn?ggle%l ,a Eéé%ﬁag%gﬁgf%%ﬁ % 16?23% fminee .I Gincluding
a%&ﬁ@ﬁ%ﬁei%@ﬁww%méﬁﬁwu iwx_ﬁmm;ahddmd@@samaM@ the oral route
exeipianbrirahaRMATS: H3s-aralu avalalie farmiations may i I e seneral

form of a powder qr granules, a solution or suspension 20 in'an aqueous

of HEHSR ARG BRI (R, BPIsHt dn bR ratked: hapateiciod dielrguritiomt doeared and
sdiidacard érdedisaccfaisaral administration, the preparation may be

tablette, e.g. placed in a hard gelatine capsule in powder or pellet form or
e.g. in the form of a troche or lozenge. The amount of solid carrier may
vahpimacewitlaab oetiy détifronfoalboutadmimgitoiab aulhidg s@h I @ digUichaariier as

[ t j ' f a.syrup, emulsion, soft .
e A S MR B, they
nEALEEBEBIS AU csatpsnuioh s eatiitioratBasTdhshiaambe utivdited 5o as to

fosvtationtaldedaxention.-naxbs penaied by canusniongl, MethofR case
in the&?rt. 50 F ;)(%)](am le: Tablets may be prepared by mixing the active

infgreHiEH: RO SRS # & or diluents and subsequently

compressing the mixture in a conventional

Liquid dosage forms for oral administration inclhude solutions, emulsions, suspensions,

syrups and elixirs.

Pharmaceutical compositions for parenteral administration include sterile aqueous and
nonaqueous injectable solutions, dispersions, suspensions or emulsions as well as sterile
powders to be reconstituted in sterile injectable solutions or dispersions prior to use. Depot

injectable formulations are also contemplated as being within the scope of the present

ivention.

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.



tabletting machine. Examples of adjuvants or diluents comprise: Corn
starch, potato starch, talcum, magnesium stearate, gelatine, lactose,
gums, and the like. Any other adjuvants or 5 additives usually used for
such purposes such as colourings, flavourings, preservatives etc. may be
used provided that they are compatible with the active ingredients.
Solutions for injections may be prepared,py dissolving the active
ingredient and possible additives in a part of the solvent for injection,
preferably sterile water, adjusting the solution 10 to the desired volume,
sterilising the solution and fillin & it in suitable ampoules or vials. Any

sutebienisativiecornRenafiiha ssgmHameraadminjsisecd delegnidorngs form

toBiGHMAGENS, cPIGRRABINGS ANliRXidaNuteL01 i 0VHRETRASREAINE dose is
prese t| ntlon relgag% to #n thod of preparing a compound of the 15
olld

invention as%lrea%lgF B Ve iMy 51 Methods of preparation of the
5 compounds of the |nvent|on The compounds of the invention may be

Pesrdaslons: s NEDAd (on SarRo A DS S AR i

an amine of formu atlng erlvatlve ormu
RARBYCPRERLIY ﬁpmﬁbM@/&ﬂ RO @@@éﬂq&/{qg)b(qﬂy O ghvherelRY; RdBinistered in

argnasdalinad Hereithand s PASayinoTgnuR s Heas 68 d%ﬁéé?«?sﬁc?%r%etg

mesylate or tos yate whereupon the compound of formula |

PELBLLEGF 8 saéﬁ%waﬁaagraﬂmﬁsm%em%y%e@mbr@%mn of the

10 ach‘ﬂij@cﬁ sadtdhieheahihdiethedAtfor compindsiebiarmdadM RedHsiotiseases
of an (;e deriv '[IV%. Iform l\{ R9 1&){%@ RRONW R11SR3
{0 be aC ent to those skilled in the art.

ed and o OFS evl

The formulations may conveniently be presented in unit dosage form by methods known to

those skilled in the art. A typical unit dosage form for oral administration one or more times
15 per day such as I to 3 times per day may contain from-0.01 to about 1000 mg, preferably

from about 0.05 to about 500 mg, and more preferred from about 0.5 mg to about 200 mg.

For parenteral routes such as intravenous, intrathecal, intramuscular and similar

administration, typically doses are in the order of about half the dose employed for oral

20  adminmistration.

The compounds of this invention are generally utilized as the free substance or as a salt such
as a pharmaceutically acceptable salt thereof. One example is an acid addition salt of a
compound having the utility of a free base. When a compound of the invention contains a
25  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
30 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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R12/''R6, R Ra 5 (IV) where R'-R13 are as defined herein; 52

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 3 (for compounds of formula IA, also for compounds of formula IB
when R12 ~ 5 hydrogen) Reacting an indole of formula V with a reagent

of formula VI by the use of a catalystt R@R 106 RR N SRB R11R12

N R6 Ra R13, R75R (V) (VI) where R'-R'3 are as defined herein;
wiieretgponsheTbompdurguebiomudia thgibike aenipadaityeltorbielby Bandard

hen R12#.19 hyd{ﬁ)(%e is, isolated as the free base or a salt such as a
\S%glrmmlgléeuﬁtﬂ:ﬂ@ gcceﬁt%%?é%alc?ﬁ%%ition salt thereof. Method 4 (for
compounds of formula IC) Reduction of an amide derivative of formula VII:

F@iﬁt&?@%ﬂ&%%@l@é LamibR Eﬁ&i‘é’é i%ltt %‘1@1 %ﬁfeﬁ&&qlgg sterile aqueous

solution and various organic solvents. Examples of solid carriers are lactose, terra alba,
sucrose, cyclodextrin, talc, gelatine, agar, pectin, acacia, magnesium stearate, stearic acid
and lower alkyl ethers of cellulose. Examples of liquid carriers are syrup, peanut oil, olive
oil, phospho lipids, fatty acids, fatty acid amines, polyoxyethylene and water. Similarly, the
carrier or diluent may include any sustained release material known in the art, such as
glyceryl monostearate or glyceryl distearate, alone or mixed with a wax. The
pharmaceutical compositions formed by combining the compound of the invention and the
pharmaceutical acceptable carriers are then readily administered in a variety of dosage
forms suitable for the disclosed routes of administration. The formulations may

conveniently be presented in unit dosage form by methods known in the art of pharmacy.

Formulations of the present invention suitable for oral administration may be presented as
discrete units such as capsules or tablets, each containing a predetermined. amount of the
active ingredient, and which may include a suitable excipient. Furthermore, the orally
available formulations may be in the form of a powder or granules, a solution or suspension

in an aqueous or non-aqueous liquid, or an oil-in-water or water-in-oil liquid emulsion.

If a solid carrier is used for oral administration, the preparation may be tablette, e.g. placed
in a hard gelatine capsule in powder or pellet form or e.g. in the form of a troche or lozenge.

The amount of solid carrier may vary but will usually be from about 25 mg to about 1 g.

If a liquid carrier is used, the preparation may be in the form of a syrup, emulsion, soft
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.



(VII) 15 where R'-R13 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 53 Method 5 (for
compounds of formula ID) Reduction of an amide derivative of formula
VIII: R1 R11 RioON.z Rt\N S3 R7 R$R5 Rq R1z RS (VIII) where
R1-R13 are as defined herein; 5 whereu the compound of formula ID
is isolated as the free base or a salt such as a pharmaceutically '

i itl It thereof. Method 6 (for.compounds aof formula
) B e P S R
S 3dRyarRePREbRy IR RigERyuaDly e RERIBareas defineventional

herginswheraunag he.semnausLoffars l&'%@m&%&ﬂdlﬁa{?@ ASHNG.[GERARE starch,

or a salt such as a harmaceuticalléacceptable acid addition salt thereof.

9 ! ’ .
MRy T ESHID SGHAE ofFaFGIS Hiop R 8Bt tivH dredikantiors e diivesnts or
Sof teldiives Xsually Bsédl@Ruch purposes such as colourings, flavourings, preservatives etc.

may be used provided that they are compatible with the active ingredients.

Solutions for injections may be prepared by dissolving the active ingredient and possibie
additives in a part of the solvent for injection, preferably sterile water, adjusting the solution
10 to the desired volume, sterilising the solution and filling it in suitable ampoules 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 method of preparing a compound of the

15 invention as described in the following,.



R'3 N-RIONR2 8 SR3 R9 RIO R6 R4 R5 (X) where RL-R13 are as
defined herein; whereupon the compound of formula IF is isolated as the
free base or a salt such as a pharmaceutically acceptable acid addition

- salt thereof. 5 Method 8 (for compounds of formula 1B with R12 =
hydrogen) Reduction of an amide derivative of formula XI: R Rs R12 N 1
R2 sO \R10(NS\R3 R11 13 Re/ R45 (XI) where R'-R13 are as
defined herein; 10 whereupon the compound of formula IB is isolated as
the free base or a salt such as a pharmaceutically acceptable acid
addition salt thereof. Method 9 (for compounds of formula IC with R2 =
hiknibgdny Dusreeatiionobtie compounts ditiorimueation: 55 3R9R12:63 Ra
RLE&ApnaNeraRin R 3 48 a5 gafined hgisinand R is a protection
group such as a carbamate- (such as methyl-, ethyl-, tert-butyl-, allyl-, or
benzyl-earbamate); whereupon the compound of formula IC is isolated as

5 tiMetiar] igser ovBaliBUaN @M@ IA) Alkylating an amine of formula 111 with an

alkylating derivative of formula II:

L
R? R
HN_
R* R’
R5
(I ()

10 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,

15 Methed 2 (for compounds of formula IA) Reduction of an amide derivative of formula IV:

(Iv)

1l .
where RL-R'? are as defined herein;



5

10

15

5 pharmaceutically acceptable acid addition salt thereof. Method 10 (for
compounds of formula ID with R2 = hydrogen) Deprotection of a
compound of formula Xlll: R R11 R101 N 1\N SR3 RW R$ Rs Ra R12
R5 (XIII) 10 where R’, R3-R13 are as defined herein and R is a protection
group such as a carbamate (such as methyl-, ethyl-, tert-butyl-, allyl-, or
benzyl-carbamate); whereupon the compgund of formula ID is isolated as
the free base or a salt such as a pharmaS@eutically acceptable acid

addijtion salt thereof 15 od 11 (for compounds of formula IE with R2 =
SR B ERUREST A BB b o HGHRL I B8 ek Rk 4
R'phaibRBIRIRgcRatiRdaRIZIRach \ewbiere R', R3-R13 are as
defined herein and R is a protection group such as a carbamate (such as
methyl-, ethyl-, tert-butyl-, allyl-, or benzyl-carbamate); whereupon the
coMpbedd cfooremuauEssidotandd Hs the fleepapeuodcos fitsuchBsvacbR ¥ #

DW%MHMMH@%%%WW %ﬁ%‘)&épgeﬁﬁ%ff AMEINRAABIRE use of a

com of fonnula IF with R2 = hydrogen) Déprotection of a
cofiioiihd of formula XV: R7

V) (V)
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:

R0 R? o {Eﬁ 2
R" S ia
RYE-N_ _~ R12 = R
R R’
(VID)

1 .
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,



10

“carbodiimide.

R'2RN-R3N RaSR3 RR9RioR6 Ra Rs (XV) 10 where R', R3-R13
are as defined herein and R' is a protection group such as a carbamate
(such as methyl-, ethyl-, tert-butyl-, allyl-, or benzyl-carbamate);
whereupon the compound of formula IF is isolated as the free base or a
salt such as a pharmaceutically acceptable acid addition salt thereof 15
The alkylation according to method 1 is G nveniently performed in an
organic solvent such as a suitably boilinggalcohol or ketone, preferably in
th rganic. er ingrganic hase (potassium carbonate,
A L oL bt o formuta
AREHkatively, 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 formgmide 57R(DMF), dim%hylsulfoxide (DMSO0),
or N-methylpyrrolidin-2-one%N P), preferabl n e presence of a base.
The alkylating derivatiyes of fo Q. |l can be deriveftfrom the
corresponding benzylic alg % i are sygfhesised from the
corresponding benzoic aqids by-stgndard rg pn methods e.g. by the
Ading benzoic acids can
be synthesised by methods apatogous®o thosé desBribed in e.g. Hamel,
P.; Girard, M.; Tsou, N. N.; J.Heterocycl.ChenR® 36, 1999, 643 - 652. The
amines of formula 11l are commercially available. The reduction according
to method 2 is performed by standar J\iftﬁ{ature methods i.e. by the 10
use of a reducing agent like borane, alang or lithium aluminium hydride.
Ami@e%?éﬂiﬁemﬁﬁmﬁmﬁdamhe prepared by coupling of the

c i ' ids_(synthesised by methods analogous to
T TR LB K ot s as
JRaterseseieheasoeBBbiosd] @dBies52 dhertdamel, P.; Zajac, N.;

Atkinson, J. G.; Girard, Y.; J. Org. Chem.; 59; 21; 1994; 6372-6377) with
azﬁ%]}i‘?e of formula 11l by standard 15 methods e.g. via the carboxylic

aCtF b Ador s dtod Seerstsr By Redugderotfcar borgdiderivitisant formula IX:

combination with a coupling reagent such as e.g. dicyﬁlohexyl

'S) /
"

e T e
, N S RS

RN\
oR° R*

R K R
R R®

(IX)

t o3 .
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:



The reaction in method 3 can be performed by reacting a
N-alkyl-2,3-dihydro- benzo[d]isothiazole of formula VI with an indole of
formula V in the presence of an 20 activating agent like e.g. an lewis acid
or e.g. an oxidising agent like e.g. N chlorosuccinimide.
N-Alkyl-2,3-dihydro-benzo[d]isothiazoles of formula VI can be prepared
by methods analogous to those described in the literature e.g. Hoffinann,
R. W.; Goldmann, S.; Chem.Ber. 111, 1978, 2716-2725 and
Kanakarajan, K.; Meier, H.; Angew Chen. 96, 1984, 220. Indoles of
fonnula V are elther commercjally available or can 25 be prepared by
standard methods as.gescribegd in stquard work®'like e.g. Houben -Weyl,
Methoden der organische 4 s

Georg-Thieme- Verlag, Stuttgar{ and Organr Reagfions, John erey &
Sons, Inc. New York.Rthe_ péduction-a g.lo method 4 is performed
by standard literature methds_i S 3e of a reducing agent like
borane, alane or lithium gduminitum, Jﬁyﬁs de. Amides,of the formula VIl can
be prepared by coupling of the c&respondrn 2- m%rcapto benzamides
(synthesised by reduction of the correspondRig 2,2'-dithiobenzamides
analogous to those described in egg) Elworthy, T. R.; Ford, A. P. D. W.;
Bantle, G. W;; Morgans, D. J.; Ozer, R. 58 S.; et al. J.Med.Chem.
40"1‘9@7{{2@74 E\ﬁﬁ‘l‘l‘fié‘qeﬁ‘alo or 4- pseudohalo indole by methods

anﬂh@@ﬁp&}tmﬂ’wﬁﬁ)&ﬁﬁ%m&ﬂﬁime |t paitiee 8 eheIRRAMR o\ kalt such as a
bac Tetrahg ron 57,2001, 3069-3073, where "halo" is either

brgmo BFSBs a.%cse HROhaT ai%algoé} WA S nonaflate. When R13 =
5 hydrogen in formula VII, then this position is 5 protected prlor to the

vl each o0 AR eRialsaion AR NG ISR AT AR
standard Irterature proce res with standard protectron’groups
A-fsetrliveHdpgaal?dhyl group or a tert-butoxy-carbonyl group The
reduction according to method § is performed by stagdard literature
methods i.e. by the 10 yse of 3 redua?‘?g agent Iikeagorane alane or
lithium aluminium hydrides Amides of the formuiaVH| can be prepared by
coupling of the correspond r er tcgbenz mrde83(synthesrsed by
reduction of the corresponé thiobens Jes-Bnhalogous to those
described in e.g. Elwékthy, T. R.; Forrd1,3A. P. Bantle, G. W.;
Morgans, D. J.; Ozer, R. S.; &'hl. JVied®CRemz40,4897, 2674-2687)
with a 5-halo- or 5- pseudohalo indole by 15 methgds analogous to those
described in the literature e.g. Schopfer, U.; Sclﬁapbach A. Tetrahedron;
57, 2001, 3069-3073, where "halo" is Q%Her bromo or iodo or "pseudohalo”

is ygetiflate gt ponatiaten¥hen R13 = hydrogen in formula VIII, then this

posrtron is protected prior to the coupling reaction and deprotected after
th@’%ﬁ‘ﬁ?m’d & 5pgRund of formula IB is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof.

Method 9 (for compounds of formula IC with R* = hydrogen) Deprotection of a compound
of formula XII:



according to standard literature procedures with standard protection
groups, e.g. a 4-methyl 20 phenyl-sulfonyl group or a tert-butoxy-carbonyl
group. The reduction according to method 6 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 IX can be prepared
by coupling of the corresponding 2-mercapto-benzamides 25 (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.; Morganso David g8 Ozer, Rachel S. Fét al. J.Med.Chem.
40, 1997, 2674-2687) with a 6 halo or 6- pseudoha 0 ndole by methods

hydrogen in formula IXgthep this, =
reaction and deprotected afterthe c pllng reactln actording to

standard literature proceduresgvith standard protéﬁlon groups, e.g. a
4-methyl-phenyl-sulfonyl group or a tert-butoxy-carbonyl group. 59 The
reduction according to method 7 is peffdiined by standard literature
MEHIAR .5 By MR USRI [RAE 09 LG RAIANS, AlANG O MMM .oy
aluminium hydride. Amides of the formula X tan be p epaﬁe%i y coupling

of the s ndthy-2 (rckebptolshzantenss s @hamhtsdised by reduction

of»&h@&@fdﬁﬂﬂ@cﬂﬁﬂ@&%@oﬂ!ﬂﬂﬁ&lﬁ@éﬂﬂ%ﬁ&f@'ﬁ%%é@%% sHeseaPed,
5 EIW(%%L?{ giord P. D W.; Bantle G. W.; Morgans, D. J.;
Ceg}' §Iaﬁc?\ﬂ@ eHaf oot bereat 12687) with a 7-halo- or

7- pseudohalo indole by methods analogous to those described in the

lit hopfer chla '{et edro 57,2001,
3(%%‘%(?7@0 §e%re ??1 is e%ﬁnu romo Or |odofl f”ﬁ%%?%%"g feetigmefa, g.
trﬁmwﬁ@ﬁﬁmela\k&ﬁén R13 = hydrogen in formula X, then this position
is protected prior to the coupling reaction and deprotected after the
coupling reaction accordlngéo standﬁﬁd literature'procedures with
standard protection groups, €.y, a 4smethyl-phenyit.sulfonyl group or a
tert-butoxy-carbonyl g;{tiQp 15 duction ag cordlﬁg to method 8 is
performed by standard litegatd hodS e, by the pse of a reducing
agent like borane, alane o I|th x-aluminiu dride. Amides of the
formula X can be prepa ed DY g.g. treatment in a
solution of trifluoroacetic acid) f amid&s of for ula TV analogous to
methods described in the literature (Hamel, PRGirard, M.; Tsou, N. N.; J.
Heterocyclic Chem. 36, 1999, 643-652; 20 Hamel, P.; Girard, Y.; Atkinson,
J. G.; J. Org. Chem. 57, 1992; 2694-28%%)5.

10 where R', R*-R" are as defined herein and R is a protection group such as a carbamate
(such as methyl-, ethyl-, fert-butyl-, allyl-, or benzyl-carbamate);
whereupon the compound of formula ID is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof,

15 Method 11 (for compounds of formula IE with R? = hydrogen} Deprotection of a compound
of formula XIV:
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The deprotection according to method 9 can be performed by standard
techniques, known to the persons skilled in the art and detailed in the
textbook Protective Groups in Organic Synthesis Greene, T. W.; Wuts, P.
G. M. Wiley Interscience, (1991) ISBN 0471623016. The 25 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-ha® indole or 4-pseudohalo indole,
where "halo" is either bromo or iodo and "pseudohalo” is e.g. triflate or
nonaflate, according to Schopfer, H.; Schlapbach, U.RTetrahedron 2001,
57, 3069-3073. When R13 = hyydrogen in formula Xlnthen this 30 position
IS protected prior to the couﬁllng reaction and depfotected after the
coupling reaction according\Q stasdard literatureprocggures with
sulfonyl group or a

(2-mercapto-benzyl)-methyj‘carbarmic add gan beﬁgrepared from the
properly 60 substituted @-brom&-aoenzyl)-methyIFe;Sarbamic acid ester or
properly substituted (2-iodo- benzyl)-methyl-carbamic acid ester in a
palladium catalysed coupling reaction withng trialkylsilane thiol with
sg{&;equgntpeglylaﬂon with a fluoride donor such as
tetRBESIafhAfonfintHETHEE povsimatg Retb & PotRitien enupushea gebamate
4393H40811y [T hehglB protantion, aliedding:teynethnehd@ycan be performed
as described in method, 9..The protected.amine can be prepared from the
B S S et o e Bekrediar e
thehpro penlyisllysticepdbs: heilb additie orlb theruliohalo indole, where
"halo” is either bromo or iodo and "pseudohalo” is e.g. triflate or nonaflate,
as 10 described in method 9. When R13 = hydrogen in formula XIlI, then
thid ssbestith @irermaeispideradisd iRy ThabnesmReriepesietdd compound
afterdhegoupting reaction according to standard literature procedures
with standard protection groups, e.g. a 4-methyl-phenyl- sulfonyl group or
a tert-butoxy-carbonyl group. 5 The deprotection according to method 11
can be performed as described in method 9. TheRbrotected amine can be
bstitatBd (2-mercaﬁto-benzyl)-methyl-
carbamic acid ester and the operly substituted 64halo indole or
6-pseudohalo indole, Rhep "hato" is-&ther Bromo g¥ iodo and

aflate, aj ribed in method 9. When
R13 = hydrogen in form IV, Xh IS4 is protected 20 prior to
the coupling reaction and deprotdgted after the codpling reaction
according to standard literature procedures with standard protection
groups, e.g. a 4-methyl-phenyl-  (xv)

where R!, R*-R'® are as defined herein and R is a protection group such as a carbamate
(such as methyl-, ethyl-, rert-butyl-, aliyl-, or benzyl-carbamate);
whereupon the compound of formula IF is isolated as the free base or a salt such as a

pharmaceutically acceptable acid addition salt thereof.

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 tricthylamine) 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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sulfonyl group or a tert-butoxy-carbonyl group. The deprotection according

to method 12 can be performed as described in method 9. The 25

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. ififlate or nonaflate, as described

in method 9. When R13 = hydrogen in formula XV, then this position is

p . DI . ipg-reaction and deprotected a e coupling.
e e SR o

pPBtERHGIY bRdEps, Byl datinatbgivpiiany bidattonlt grenpodeived from the
tegsrRUENIARTNARY S ERROTE R IRV ENtRR Q&g?l%%ggéﬁfﬁé@niﬁqwéﬁ%épondm
ples.

illustrated by the following non-limiting exam 61 EXAMPLES Genera

MO RITE RSP VRS aea WehoSbtanky bnuse kiur Appipgor kydride.
ingieumectpequippbehwdiihabdp h&i@@@j&@ﬁ@&é&ﬁ’ﬁﬁﬂ%@cﬁ%ﬂﬁ%@ﬁdo those
Shimadzu.LC-8A/SLC-L OA L stem. T C, gonditions (Symmetr
c18Column ‘Z%%Elfgmf)m @J."t *%a?%fa:ﬁ%?él’siz o ’S’r’%y\xr]e é“’ﬁﬁe%@ 1909, 643 -
gfédidieaintion witlhrolulerits se Wwateesortainngadl€5% TFA) and B

(acetonitrile containing 5% water and 0.035% TFA). Gradient

(time[min]/%B): (0.00/10.0); (4.00/100.0); (4.10/10.0); (5.00/10.0) with 2
misiRiusiphypshas e mateef Byismedraneh bnosendeed Uteratteenethadsrg. by the

anék BLSréSRRE RES EREY AR Wi HRI BN £030:600HerBatA HIS of the

r tentlgrglmesﬁ, Rt, are Ekrig?ressed in minutes. Mass specfra were obtained

bl HA St r ARG R EBH T At YR GiO e S G RP RO BE S AR Sy iiesised by
motdeudanioioghis o ivae dbiaibetliat|gvtarifitervaitage, (BV)Tane NN
fragmentation-at hi ifigevqlte 1 . Preparative. ., . . .
LR R0 ALl 200 Sl TOAION : i . G Girrd,

canditions (aymnidid! P94 RIS ITY Xvsthraminviser efliiveanigi@idiertandard

et ith ) i) L0 nir.lrxic
i ke R0t L S T

(P08 1065 ERLIOII6 B ¢euptrEaaRwmRts S AR Bt heedimsdeide.
was performed by split-flow MS detection. For column chromatography
sqﬁ'{a geltof formulﬁﬁ ieselgel 60 30-% 0 mesh ASTM was used. For
ol & PR 5T 55y RS Yy o A Bobar BNty
Chron{déiskth2EdatoNam2RO VI Sjitvas iiglett S fordaluseith@Séceluas

WEIR RiRzRRAiiRRc A RelvIon of cali.adidn methang! (3 mb).
chlorosuccinimide. N-Alkyl-2,3-dihydro-benzo[d]isothiazoles of formula VI can be
prepared by methods analogous to those described in the literature e.g. Hoffmann, R. W.;
Goldmann, S.; Chem.Ber. 111, 1978, 2716-2725 and Kanakarajan, K.; Meier, H.;
Angew.Chem. 96, 1984, 220, Indoles of formula V are either commercially available or can
be prepared by standard methods as described in standard works like e.g. Houben-Weyl,
Methoden der organischen Chemie (Methods of Organic Chemistry), Georg-Thieme-

Verlag, Stuttgart and Organic Reactions, John Wiley & Sons, Inc. New York.

The redﬁction 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. I.; Ozer, R.



Preparation of intermediates 30 Example 1 2-(]JH-Indol-3
ylsulfanyl)-N,N-dimethyl benzamide
N,N,N',N'-Tetramethyl-2,2'-dithiodibenzatnide (Elworthy, Todd R.; Ford,
Anthony P. D. W.; Bantle, Gary W.; Morgans, David J.; Ozer, Rachel S.;
et al. J.Med.Chem. 40, 1997, 62 2674-2687) (12.80 g, 35.5 mmol) was
dissolved in 1,2-dichloroethane (200 mL) under Ar, and sulfurylchloride
(2.9 mL, 4.84 g, 35.9 mmol) was carefull?%dded with stirring under Ar.
Th§]rea tion mixture was stirred for 15 min at room temperature and the

resuitthg $8fadrarad GdI8d &k Q8o pitise fHerln fedosiendehalivndde by

of inettel{ 8ndlggdfit.i ammmad&bemxﬂ%ﬁi(éﬁ&mwgmi%ﬁﬁg; ﬁ-@@(ﬁ%ﬁ‘*ﬁ% A.
e adaiuon o

ti t et Ar for.2.5 hours ang then quenc . )]
A S s b
enflsitifiaiee adadttetiWherBiate {REOgnLn Thendaga] ﬁhﬁh@lﬁe@d:ﬁ@ is

i i ine. The water phase was further
T e R b s e

phaseeipg e wansdsehlimerusaReosesares Wileatovierdnysodoarmospasag atdemethyl-
in mmémm@a@e&f@ag@r@l-WMWEEﬁwﬂ%gdbpon standing. The
|

product was purified and isolated by recrystallisation (acetonitrile) to giv.e
5.53 g (26%) crystalline product (m.p. 195.6-197.6C). From the motherliq.

weBhfurthertieh 45cgr{2if) prabod Bisobaishtin by kOABriI0AB)hRAASs i.c. by the

followi unds were prepared in imilar way: . ) .
R L A Bl . s ot

2- (erryvie réLiHeads! meey sedramyl) NN difiieehyl trepaatinigle-mercapto-benzamides

Z'Q%{M%éﬁﬁgg@éﬁaﬂwwé’%&ﬂmf g}ﬁ"'@ﬁﬂ%@éﬂ%ﬁuﬁ s analogous to those

2-(5-Fluoro-IH-indol-3-ylsulfanyl)-N,N-dimethyl benzamide 0

2@%%‘1)8%%%86793%&%%&% FnEthW-bRpstmIEY 3 Morgans, D. J.; Ozer, R.

N, 8l Rirnefnt2 &Zeﬁilﬂ@)d@ﬂ;@@@@ﬁglﬁl&!fﬁﬂﬁ'bbﬁﬂi %quseudohalo indole by
N RS, s s, o

2- (6O HiaforESTh Q6D B-HIEGHEIW) sdhdedimakihid Herz amigde ?50do or “pseudohalo” is

NN-Din: -2-(2-methyla|H-indal-3-ylsulfanyl) be i :

o s R 3 1St K R B i postion i

2-Provtegsos HoifdsiosisakastinaNniN -dinveteybbefigeimideupling reaction

N, N3 tnes s senldar BN RdAlRrisWiiany ) BRAZAMIGE groups, e.g. a 4-methyl-
N,I\L—Di ethyl-Z-(?-nitro-l17-|ndol-3-ylsulfanyl) benzamide
20 'phenyl-sulfonyl group or a tert-butoxy-carbonyl group.

The reduction according to method 6 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 IX can be prepared by coupling of the corresponding 2-mercapto-benzamides

25 (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. Chemn. 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

30 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 afier the coupling
reaction according to standard literature procedures with standard protection groups, e.g. a

4-methyl-phenyl-sulfonyl group or a fers-butoxy-carbonyl group.
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30 2-(4-Hydroxy-IH-indol-3-ylsulfanyl)-NN-dimethyl benzamide
2-(4-Cyano-IH-indol-3-ylsulfanyl)-N,N-dimethyl benzamide
2-(6-Cyano-11-1-indol-3-ylsulfanyl)-N,N-dimethyl benzamide 63
2-(7-Chloro-IH-indol-3-ylsulfanyl)-N,N-dimethyl benzamide
2-(6-Methoxy-IH-indol-3-ylsulfanyl)-N,N-dimethyl benzamide
N,N-Dimethyl-2-(1-methyl-IH-indol-3-ylIsulfanyl) benzamide
2-(4-Methoxy-IH-indol-3-ylsulfanyl)-N,N-dimethyl benzamide 5
N,N-Dimethyl-2-(6-methyl-IH-indol-3-ylsulfanyl) benzamide Example 2
2-(113-Indol-3-ylsulfanyl)-N-methyl benzamide Carbonyldiimidazole (11
pipivascadyeerding isoratbado? B-peHointd! 18- sisulfahlilerberszoihadid.c. by the

(ayeeh RauGHAId M HEIRNa. M SIRIQRMSHGIGH, @%nag%@féo the
652) 10 10 mmol) in dry THE (200 mL) and refluxed for 60 minutes under

86‘?1“ O memahna@fﬁhy ARSI S oI aeP thr vezattides
niistuhesand iheahixtiseoias saﬁr@g@mma T@iﬂﬁ%@%ﬂﬁ%f@és HBaMUANE: to those
T (%C%xtdjreewaﬁev%or e r},o r%c%o %uc purified by column
fomatograptiy on sitita gerusing et yldc t’a Caff elieMoggmpHd I3 Ozer, R.
f(ﬂl@@'\ﬁhd Mﬂﬁﬁb@mdé@v@@ﬂaﬁéﬁé{wm wigimileravayr 7-pseudohalo indole by

Ziéﬁm%éﬂg% ?chygf'?ﬂgmgﬁn%%tﬁ%r%%nezam'gampfer U.; Schiapbach, A.

6-Fluoro-IH-indol-3-ylsulfanyl)-N-met enza

ARG SABE SR TATS AT Heglamideo o odo o “psedoflo” i

Ze(ér -Menyéd %Hﬂﬁ@%é&“ﬁ@gﬂé%ﬁgﬂxh%%%ﬁ%g this position is protected
-(4- Chlgbo -|H- doI 3- sulfa )-N-methyl benzamide Exam ?

prior to | tSOB% I}%/F)e?ﬁ %?Et%@?égpﬁﬁwpgggpactwn accordmg to

m ercal
(maodméuamw)mmhy&mmammaﬂuﬁdqmmtwregﬁ@ip@ Qg A4 Aobhinyi-

d om Iace in two Emrys Optimizer EXP 20mL tubes.
T%ﬁg%ﬁiagﬁné gléatlﬁ%zﬁ)engyﬁeon aillvc,gé?oﬁe)dlpalladlum (66 mg, 0.072

mmol), bis(2- diphenylphosphinophenyl)ether (78 mg, 0.14 mmol),
triige RIQRYISHABEINIR o fo 4 eth o/ R8s B%W@Qn @%f&gﬁ%@éﬂgrgytomd gs i.e. by the

&
mg, 9.36 mmpol) were added sequentlag The tubes were seale

sHisjebedecihecrarvalis Tt drapod fsrmslvminies hytddeduligtieé he

mmuna thenpEadieh wasts) u&ﬂam%{g(egg@}ﬂq% Stganuitheiflution of
%) o

ate- hé—:t tane fﬁ)ﬁ ve 5.2

oo cros il eyt h e buinrecsad i e,

Thitks gpvooiibindLdisEolwb dvin TdE, (\YQﬂT‘r,LJ) anebengled thek:.36, 1999, 643-652;

RRDIRma T Rl Bl (G 57 Tb R, digggived in
The deprotection according to method 9 can be performed by standard techniques, known
to the persons skilled in the art and detailed in the textbook Protective Groups in Organic
Synthesis Greene, T. W.; 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
iodo and “pseudohalo” is e.g. triflate or nonaflate, according to Schopfer, H.; Schlapbach,
U.; Tetrahedron 2001, 57, 3069-3073. When R = hydrogen in formula X1I, 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



64 0C and the mixture was stirred at this temperature for 15 minutes. The
crude mixture was poured onto a plug of silica gel and the product was
eluted with ethyl acetate-heptane (1:2) to give 3.2 g (100%) of
(2-mercapto-benzyl)-methyl-carbamic acid tert-butyl ester contaminated
with traces of triisopropylsilane fluoride. 5 Example 4 Compounds of the
invention of formula | Synthesis of 1. [2-(IJH-Indol-3 ylsulfanyl)benzylJ dim
ethyl amine 2-(1H-Indol-3-ylsulfanyl)-N,N-dimethyl benzamide (1 mmol)

was . dissol in dry 10 tefrahydrofuran (30 mL). To the mixture was .

A R 2 RN R DR SEHCEH o B A e @riode

robenzEpetiatirerfomiddapirseiie thamiah mmkjalyast adﬁiﬁdlg&@&ﬂgﬁ_ with a

mi ' re. min. ang th vaporated in

e o e e R

waEHRRY At eRirmdir et N iy Mo gt al calrBémateh20 200}, ¢idd Bvet03).
5anhydrous MgSO4 and evaporated in vacuo. The 15 product was

crﬁg%ized as.an oxalate salt %dissolution in acetone and addition of

one ehVATSHY b BR&fC A dnethed dfcamy esHIsBGAas Werdbpddparadad 9 The
a giitatedayian daaelytigatdbt@artcJroped yinipilaidd @Ondercapto-benzyl)-methyl-

2- -|Haindol-3-ylsulfanyl)ben dj amine 3. .
B e B R SRR gt e
[2XBeahibrbrTHE indet-Brytsuifaivdyied 2 Wiaimbahy] amineifate or nonaflate, as

2 g b3wisuiany ' %81 tis position is
ol S TR s s

DifiEthy - oyl yrastintanBsratresA i )f eonnties gaction according to
[chZnMﬁﬂhQKMtUﬂeiﬁﬁ)@&ﬁtﬁé§bﬂi‘@l§f&hﬁf@¥ﬂ)ﬁé&l@%ﬁ&! &, %'4-methyluphenyi—
[2- %J\/IeIhox -IH-indol-sglsulfan%enzyl] dimethyl amine 10.
[2-8%-&‘?50%9%-%36?%"%% UAFRTHBEA Z R imethyl amine 11.
[2-(6-Chloro-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 30 12.

Dimethyl-[2-(2- -H-indol-3-vIsulfanylh)benzyl] amine, 13., ..
L A RSl Rl in method . The

[2 RAIEGEA GBI P3-BAepAtah fipbetheyiT eienbtiyb titiné (EBiercapto-benzyl)-methyl-
Di%ﬂiﬁlﬂﬂ%c(éféﬁ@lﬂﬂﬂh Izl B%%ﬁsb’éﬁt!éfﬂﬂbéabﬁﬂé%'hﬁmm 6-pseudohalo indole,
where “halo” is either bromo or iodo and “psendohalo” is e.g. triflate or nonaflate, as
described in method 9. When R" = hydro gen in formula XIV, then this position is protected
20 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 fert-butoxy-carbonyl group.

The deprotection according to method 12 can be performed as described in method 9. The
25  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
30  standard literature procedures with standard protection groups, e.g. a 4-methyl-phenyi-

sulfonyl group or a fert-butoxy-carbonyl group.

The invention disclosed herein is further illustrated by the following non-limiting examples.
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65 16. Dimethyl-[2-(4-methyl-IH-indol-3-ylsulfanyl)benzyl] amine 17.
Dimethyl-[2-(4-hydroxy-IH-indol-3-ylsulfanyl)benzyl] amine 18.
[2-(6-cyano-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 19.
[2-(7-Chloro-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 5 20.
[2-(6-Methoxy-IH-indol-3-yIsulfanyl)benzyl] dimethyl amine 21.
[2-(4-Methoxy-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine Example 5
Compounds of formula | Synthesis of 1602, [2-(JH-Indol-3
ylsulfanyl)henzyljmethyl amine 2-Methyl-2,3-dihydro-benzoisothiazole (VI)
(Hoffmann, R. W.; Goldman, S. Chem. Ber. 111, 1978, 2716-2725) (75
g AMPLAES ol) was dissolved in THE (1 mL) and added to indole (V)
(&gﬂqul\q ,qumol) under Ar. Tricloroacetic acid (90 mg, 0.55 mmol)
was a eg and the reaction mixture was stirred at room temperature for

Heabie] 2mMiNats waohtgrpdwas EldedeEAiactBi iittretiyit agelened with

(R b AkekiBR dapuificationLy JM&{H@JM@&!@BM%@H@S&?&E&%'*ﬁﬁ@ie
ethyl acetate then e% acetatehnethanol/triethylamine) gave 88 mg

[SOPAIPRE 6P ISty b thiethif! BERinath G porigieriae 06 3rhem) were linear
folQUERG-CHMPAUAGRWRI & PieRa eshili &SN IR WEY 3 RdaD plvticalHata

are shown in Table 1° 23, %g-(og-Fluoro-lH-indol-3-y_|sugfany&k;§nzglémethyl
e & PR G KT R R A R ATV )

ey 1-02-@4-phe diyd-(ht- (5 dol-3)- piswitazyhibanay [P anmnes? Be?@mined by integration
[2+4- o-CIH-' 0l-3-yl ] ing 27. :

e e P AP BRI SR 55 o 830 coting
[2aB)Flberisionieatiylel-Rindrs Suyleskidmy notezyJmethyl amine 29.
Methyl-[2-(5-methyl-1H-indol-3-ylsulfanyl)benzyl] amine 30.
Methyl-[2-(7-methyl-IH-indol-3-ylsulfanyl)benzyl] amine 30 31. _

[P BASERASHG- EFSh BRI S PR ) A PRty BAdi o gig e molecular weight
[Zn{driatinyh] Mo deiylsubianvibe Rz lmetiaxh amiReodfee voltage (5V) and

[%— 6-Methoxy-|lﬁl.-i dol-3-ylsulfan Izgﬁnzyl]methyl amine 34.

(248 ! }%E&E’éi-ﬁﬁi‘{ﬂ?‘ﬁﬁfng methyl amine 66

Preparative LC-MS-separation was performed on the same instrument. The LC conditions
(Symmetry C18 column 10 x 50 mm) were linear gradient elution with eluents A (water
containing 0.05% TFA) and B (acetonitrile containing 5% water and 0.035% TFA):

(time[min}/%RB): (0.00/20.0); (7.00/100.0); (7.10/20.0); (8.00/20.0) with 5.7 mL/min

Fraction collection was performed by split-flow MS detection.

For column chromatography silica gel of formuia Kieselgel 60, 230-400 mesh ASTM was
used. For ion-exchange chromatography (SCX, 1 g, Varian Mega Bond Blut®, 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 $.; et al. J.Med. Chem. 40, 1997,



5

10

15

20

25

30

35. [2-(6-Chloro-IH-indol-3-ylsulfanyl)benzyllmethyl amine 36.
[2-(5-Methoxy-4-methyl-1H-indol-3-ylsulfanyl)-benzyllmethyl amine 37.
[2-(5,6-Dimethoxy-IH-indol-3-ylsulfanyl)-benzyllmethyl amine 38.
[2-(6-Bromo-IH-indol-3-ylsulfanyl)-benzyljmethyl amine 5 39.
Methyl-[2-(6-methyl-IH-indol-3-ylsulfanyl)-benzyl] amine 40.
[2-(4,7-Dimethoxy-IH-indol-3-ylsulfanyl)-benzyllmethyl amine 41.

[2 (5-Methoxy-IH-indol-3-ylsulfanyl)benzytimethyl amine 42.

nd yl]meth | amine 43.
S Y. e 000t e
[2-?(ﬁ’d|‘€léﬂ30&§}%1bﬁd¢d@|93¥§lsﬁl BaryDbonzydin @ﬁbybaﬁﬂﬂg 48ded with stirring under

[5 &hl?ﬁg @a&%:{qgﬁlnﬁemg %{"}HXH 'fgf :? _§ 3rn]n1 thé( Ine 4§ure and Raf: resulting

Methyl-[2-(6-trifluoromethyl-]H-indo any fﬁﬁ amine
[54%%5@%-@}14%égwstwgmm})ab@mwmémm@é@g&fmdole (8.4 g 717

| :
[2 ﬂﬁn%f)oﬁ] ﬁ? _é)(}'}‘xlx%)l léﬁ@g )Agenzyﬁmgﬁﬁy %.[;nslp rre%gt 690 under Ar for 2.5

[2-(7-Chloro-]H-indol-3-ylsultany amine
[2-t8urs gBd] s et Bhpb hifadgiirerizyiierddBf wiined 54, aqueous NaHCO; (150

[Zdﬁpyﬁﬁﬁeﬂésmﬁ%@mﬂﬁwmé@am%m %H%YAté“(ﬁ%i “The organic phases were
[2-(]H-Indql-3- IsquanyI) -5-methyl-benzyllmethyl amine 53.
[z.?'léﬂ}h@ﬁﬁw YA gﬂ%@}@%@ﬁyﬁmmmrm%% Buther extracted with

E*ﬁﬁxﬁ -boimed 5 hm%ﬂinh Eplfbﬁfhylsuhlianﬁéh &ﬁw@é%ﬁ@ww@ﬁéﬁwﬁayéﬁgﬁéﬂ%ﬁém
rQ- t indal-2-ylsulfa thyl-amine

g e RS ISR RO ey gt lized wpon
[ZM@@rﬁhﬁ-pm@thwﬁ&n@Iafﬁ ﬁumt@dﬁarwﬂymﬂgg{dmmmetoﬁﬂmle) to give
[2-47%-Chloke ll;methyl-amine 25 5

[5 %ﬁ% g/(—gz![rrilﬁ%gro é?ﬁ'é %)ﬁd E#S %I)ﬁnenzy TSE ﬁry qa%e?ﬁgurther
604 E@EI%F@)@@WﬂQWM@WMS&H&ﬁM) benzyl]-methyl-amine 61.
[2-(4-Bromo-IH-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine 62.

3-(4-Fluoro-2-methylaminomethyl-phenylsulfanyl)-2-methyl-IH-indol-4-ol
63 ke (ellopBiw compewRgrarsionspersd-ivresiyidatamy)- 1 H-indol-6-ol 30 64.

[5—ftuqcﬁr&daﬂuﬁa@rlﬁymgmrﬁyylwwé "grllmeibyl-amine 65.

o T SR A B3 G e 67
yl-amine 67.

[2 A54ileno-Hrndol-3-yisutfapywaviliasethe By krwgthyl-amine
2-(5-Fluoro-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
2-(5-Chloro-1 H-indol-3-ylsulfanyl)-N,N-dimethyl benzamide
N, N-Dimethyl-2~(7-methyl- 1 H-indol-3-ylsulfanyl) benzamide
2~(5-Methoxy-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
2-(6-Fluoro-1H-indol-3-yisulfanyl)-N, N-dimethyl benzamide
2-(6-Chloro-1H-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
N,N-Dimethyl-2-(2-methyl-1 H-indol-3-ylsulfanyl) benzamide
2~(6-Hydroxy-1H-indol-3-ylsulfanyl}-N, N-dimethy! benzamide
2-(7-Methoxy-1/1-indol-3-ylsulfanyl)-N, N-dimethyl benzamide
N,N-Dimethyl-2-(4-methyl-1 H-indol-3-ylsulfanyl) benzamide
N, N-Dimethyl-2-(7-nitro-1H~indol-3-ylsulfanyl) benzamide
2-(4-Hydroxy-1H-indol-3-ylsulfanyl)-N, N-dimethy] benzamide
2-(4-Cyano-1H-indol-3-ylsulfanyl)-N, N-dimethy! benzamide
2-(6-Cyano-1H-indol-3-ylsulfanyl}-N, N-dimefliyl benzamide



67 68. [5-Fluoro-2-(6-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine
69.
[5-Fluoro-2-(5-methoxy-4-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-ami
ne 70. [2-(5-Broino-ITI-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
71. [5-Fluoro-2-(5-methoxy-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 5
72. [2-(6-Bromo-IH-indol-3-ylsulfanyl)-5-fluoro-benzylj-methyl-amine 73.
[5-Fluoro-2-(6-fluoro-lH-indoI-S-yIsuIfanﬁ?—benzyl]-methyl-amine 74.
[5-Fluar -2-%??me oxy-IH-indol-3- Isulfanyls-benzy[]-methyl-amine 75.
[?—g@%@: -Fﬁré({%ﬁ' 1!3’%%%%@“—&@3??8??9’ YsBrR)ifmethyl-amine 76.
[3-Fiidioh2x(b It ethipHH ol 34ylatifatimythenzyifameihyl-amine 10 77.
[SyRueERg:{(f-methyllt-ingol-3-ylsulfa Iligy nzyll-methyl-amine 78.
[5-’FIuoro?z-%-irgethylﬂﬂ-?r%go?%}y%sﬁ?g% -Eg)r?% -%égthyl-amine 79.
[S-Eidrsbossr I andplbyisaieraipdiiaimithdiepiamattyl-amine 80.

5 [vhhuskacd(bAluaeenmeyldsl-ndeldylay amhenzyli-methyl-amine
81. [5-Chloro-2-(5-fluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 15
82. [5-Chloro-2-(5-methoxy-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine

8BxjmpleDro-2-(FHeth3lvkodehd)yisuianyd haepamisnethyl-amine 84.

[5:Chloro-2-(1-methyl-IH-indol-3-ylsulfany)-benzyl]-methyl-amine 85.

e e H AT AR St A A e

[Begtiisracil (Faneth BxyGiruih dd); TapisLiNany] ) tmna kel ethylarej 10920633 .— 652)

[ {85 i -3 -benzyll-meth -an;irtl)e . .
g o e S PAa th aine

ggM in THF; 40 ml) was added slowly to the reaction mixture and the mixture was stirred at

[2otBrftbuasa=dnraathylsl ibindlai3-wisuianyl Sunpiadaas w2yl methyl-aming
90. l\gg I-ﬁ-meth I-2-(4-methyl-IH-indol-3-ylsulfanyl)-benzyl]-amine 91.
(27 {%r 1??%’8’6ﬁé@ﬁ%ﬁ%ﬁ%ﬂ@?ﬁé‘fﬁ@lﬁ@eﬁ%m{w%%Fﬁél%h%.t-
[2-(6-Methoxy-IH-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 93.
-methyl-2-(2-methyl-IH-indol-3-ylsulfanyl)-benzyl]-amine 94.
B [2- %‘Yé}{e%ﬂéﬂ 9%}}?&8&“%ﬁ%tﬁfaeﬂ?/ﬁ%pmaes[%ﬁ e‘}r% []-methyl-amine 95.
[2-(6-BrsmolfitindabB dyld tafayl-Buatholiydszeniid]-methyl-amine  96.

[2-4@-Fiori-nslal3odsuliany i S:0eihilpanayll-methyl-amine 30 97.
[322-(%-Fluoro-lH-|_ndol-3-ylsuIfan{g'lk);;g-methyl-benz_yl]-methyl-am|ne 98.

Wsthyl->iriadelRrindmeiini-predny Berreampicl H-indol-6-0l 99.
[5-ChiasarR-(Gmetiyt-Yisindal$-Mswianyhshengyd-methyl-amine

20 2-(4-Chloro-1H-indol-3-ylsulfanyl)-N-methyl benzamide

Example3  (2-mercapto-benzyl)-methyl-carbamic acid tert-butyl ester
(2-lodo-benzyl)-methyl-carbamic acid rert-butyl ester (5.0g, 14.4mmol) in dry toluene
(30mL) was placed in two Emrys Optimizer EXP 20mL tubes. To each tube

25 tris(dibenzylideneacetone)dipalladium (66 mg, 0.072 mmol), bis(2-
diphenylphosphinophenyl)ether (78 mg, 0.14 mmol), tritsopropylsilanethiol (1.44 g, 7.56
mmol) and sodium sert-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

30 give 5.2 g (88%) of methyl-(2-triisopropylsilanylsulfanyl-benzyl)-carbamic acid rert-butyl
ester, This product was dissolved in THF (70mL) and cooled to 0°C. Tetrabutylammonizm

fluoride trihydrate (4.21 g, 13.3 mmol) dissolved in THF (40 mL) was added dropwise at



100. [ 2-(6-Chl o ro-1 H-indo |-3 -ylsulfanyl)-S -methyl-benzyl |
-methyl-amine 68 101.
[2-(5-Chloro-IH-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 105.
[4-Chloro-2-(6-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 106.
[4-Chloro-2-(2-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 107.
[4-Ch|0ro-2-(5-methy|-|H-indol-3-ylsuIfany:%-benzyl]-methyl-amine 5 108.
[4-Ch|oro-2-(7-methyl-|H-indol-3-ylsulfan9 -benzyl]-methyl-amine 109.
[4-Chlorg-2-(4-methyl-1H-indol-3-yIsulfanyl)-benzyl]-methyl-amine 110.
[4-CHIBE Be @it BrauRs SHEel sLYI AeampRtyen By |- riaimyis Fheerddemixture was
[4@@&[%&0(@13‘!@&%651@&'a%zylﬁyF%Mér*%@ié%k’ﬂfé@%l@/'é MiBEtekd-Beptane (1:2)
[4-@@10@-2-%2158@0-%&-indol-3-_y|su fanyl)-benzyl]-methyl-amine 10 11%.
[4 CAIGT 62 & F LGV 2rﬂb%?%°%?r§&ﬁ%¥%¥?}!ﬁ@ﬁ%§ﬁt‘?ﬂ@tﬁﬂﬁl&r{ﬁfﬁé’um&.ster
[4 Chilonin2d vathytdddsindoliSeyispiiaiyi)-Beszyl-methyl-amine 115.
5 [4-Chloro-2-(5-methoxy-4-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-ami
ne 116.
[4 Eperde 2 (5-fhethpsynds-if dod-Brydstivarnflfavendyl]-methyl-amine 117.
[4@};}95%}6-methoxy-lH-indol-3-ylsuIfanyl)-benzyl]-methyl-amine 15
118. [4-Ch|oro-2-%7-methox -IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine
110, [4-CHidrt'o-Grofetiasljberaibénmd araing)-benzyl]-methyl-amine
120(14-Chtars-AsiBrabinrssNidneald yisulfamd) Dzl s ABING dry
101 1t'r{1§' %Iﬁrrgﬁi(- -C }o;io-IEIf;indol-C%- Isulf yl§-benz []-methyl-amine
133 a3 ARt E RS LRI 1) B ot SR e i uran
128 d[thahivigsE-ghiorbatbind oladpytsulfa iyl Pbanzg Vet nod 1 e was added
124 4[¢:Ghigna2:4 1 Erindal-3-ylsulfanyl)-benzyll-methyl-amine 125, .
[4-c_h|oro-2-(1-methy|-|H-in%o%%‘%%ﬂ%%r?ﬁ)%@éﬁ% -(riné?ﬁy M OFﬁ%eedi%‘?C”O‘ The
[4TERIBIOYAS Sersthyed KL ipibiv) 2z sjase 40y emdyiashedhyitamine @ Fodium
[245531;&1[!3)@@;1%&56@%@2@m&me%mglﬂ%alﬁuéfm“@éb?%%m%ﬁ'z%y.%. The
P [z%%ﬁm%%&!}ﬁ@llﬁa%?fﬁ@iﬁﬁ%&@%ﬂ@&ﬁ%w—%ﬁmwwmﬁ%mfone
[2 eghibDifludradiieiaddl-3-ylsulfanyl)-benzyl]-methyl-amine 131.
[2-(4,6-Difluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 132.3
-(ZMstvdam thyl-phenylsulfanyl)-1 H-indgl-4-01 134, )
oY S B e e AR gt ave
5.88mb B 3bhlo Imethylaminomethyl-phenylsulfanyl)-1H-indol-5-ol 136.
20 [2-(4-Chiprqiisiadal3rvisulfanyllRameyl e oAdlsivamine
3. [2-(4-Fluoro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
4. [2-(4-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
5. [2-(5-Fluoro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
6. [2-(5-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
25 7. Dimethyl-[2-(7-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
8. [2-(7-Methoxy-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
9. [2-(5-Methoxy-1H-indol-3-ylsulfanyl)benzyl] dimethy! amine
10. [2-(6-Fluoro-1H-indol-3-ylsulfanyl)benzyl] dimethy] amine
11. [2-(6-Chloro-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
30 12. Dimethyl-[2-(2-methyl-1H-indol-3-yisulfanyl)benzyl] amine
13. Dimethyl-[2-(6-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
14. {2-(4-cyano-1H-indol-3-ylsulfanyl)benzyl] dimethyl amine
15. Dimethyl-[2-(1-methyl-1 H-indol-3-yIsulfanyl)benzyl] amine
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Example 6 Compounds of formula | 69 Synthesis of 102. S-Fluoro-3-(2
piperidin-I yIntethyl-phenylsulfanyl)-IH-indole 6 mL conc. H2S0O4 was
added to 2,2'-dithiodibenzoic acid (20 g, 65.3 mmol) in 150 mL methanol.
The reaction mixture was refluxed for three days, cooled to room
temperature and 5 neutralized with sat. agueous NaHCO03. Methanol was
removed in vacuo. The residue was extracted with ethyl acetate. The
organic phase was washed with brine, died with MgSO4 and

concen gt 7.8.g dimethyl 2,2'-dithiodibenzoic acid

%d in ag otogivell r

ester (532 %ﬁnrre]tgpf oy e I TR R N s A B ¥as added
to 5.00 g7dibiehir 2[2:dithiodibarzaiaacid Batemn(lbammning0 mL dry
1,2-dichjgrogths nelgr A% 06 [Ehe 10 reagtion mixture was stirred 15
min at ?(i)%r?tg&;%%r’étgﬁe 1§%rcaf§dy§eéf%y g Wﬁu‘gro% ihdofe (30.3
mmol) iA%02rhl-ERpFIE dndid r3Avs Tk rdaction Intixtethe wasstirred for 2
hours abopmdamagIAe: MAIISRGHENGNIRI.LN afdiian ghaat aqueous

NaHCO3. Ethyl acetate was added, the two phases weré separated and
the orgarid phasieassndste Wi soifme nsaey Wiimeh B omiand
concentrated in vacuo. 8.30 g 2-(5-Fluoro-IH-indol-3 15 ylsulfanyl)-benzoic
atichmplh§| estesripommnodioPaUe) was isolated after flash

cgﬂroi%a}% raphy on silica gel. 4.15 g
2-(%- uoro-1H-indol-3-ylsulfanyl)-benzoic acid methyl ester (13.8 mmol)
iP5 L idp ddhB-wadfadubbrdoopuidetedib8g LiAIH4 (15.4 mmol) in 20

Wﬂ-}\@éﬁuﬁ'ﬂ%@%ﬁ%ﬁé-ﬁ&&%s&éﬁ@a%k @'@X)Yﬁ?fﬂ%%ﬁnaid%? aag dhe feaction, &,

mixture was stirfed 16 hours at room témperature. The faction was

qliEhdfdt witP12 0 Wt Oefanmal) ey dissoiMedTind TERCtion. haixtadded to
wiagoséi (e fa0 & RaVEOthERNB- Sk Xateric WA Added apsh SHEINgVAS o1 was

codii ued for another hour. The mixture was filtered, dried with MgSO

P L LT VB 4O BTS00 oo BB G R N

E)N@W]EM@WHrﬂdd(iﬂl E}aﬁ‘miﬂn 8000313 Patgine TDenasuiemyichipigen by flash
tp,0.37

chéé{éjgc{)%y% ﬁwﬁﬂ%})%%%)%gﬁﬁﬁmﬁp%%% -?ﬁaéﬁwﬂéﬁ%F@%? mmol) in 5 mL 25

degertsgteaelriattion sived®nel <liHddd hduisubhOd)smdheathy] amine

aggfeqlyirid) 75 mmol piperidine in 10 mL dry THE 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

whih SR grererds WitremEse s hinrcipilasraBand oaplybicsl data are
Féovar 3a(2apiedridin-1-ylmethyl-phenylsulfanyl)-IH-indole was isolated

a&tgr fﬁ‘i@*ERI(%‘IE)[?ﬁgﬁgg{gP}Hgfﬂ?a%yl)benzyl]methyl amine
24. [2-(5-Fluoro-1H-indol-3-ylsulfanyl)benzyljmethyl amine
25. Methyl-[2-(4-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
26. [2-(4-Chloro-1H-indol-3-ylsulfanyl)benzyl [methyl amine
27. Methyl-[2-(2-methyl-1H-indol-3-ylsulfanyl)benzyl] amine
28. [2-(5-Fluoro-2-methyl-1H-indol-3-ylsulfanyl)-benzyl jmethyl amine
29. Methyl-[2-(5-methyl-1/-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 Jmethyl amine
32. {2-(7-Ethyl-1H-indol-3-ylsulfanyl)benzylimethyl amine
33. [2~(6—Methoxy~1H—indol—3-ylsulfanyl)benzyl]methyi amine
34. [2-(5-Chloro-1H-indol-3-ylsulfanyl)benzyl Jmethyl amine
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The following compounds were prepared in a similar way and analytical
data are shown in Table 1:
103.5-Fluoro-3-(2-morpholin-4-ylmethyl-phenylsulfanyl)-11J indole
104.5-Fluoro-3-(2-pyrrolidin-1-ylmethyl-phenylsulfanyl)-1 H-indole 5
Example 7 Compounds of formula I Synthesis of 128.
2-(5-Fluoro-]H-indol-3 ylsulfanyl)-benzylamine 4.50 g NaBH4 (119 mmol)
was added in portions to 7.50 g allyl brorfifde (62.0 mmol) and 10 8.35 g
2,2'-dithiodibenzamide %%%7 .4 mmol, prepared from 2,2'-dithiodibenzoie
acit viet 2SR &&%@Eﬁl%@limgbmthanol at 0C. The

reaetiqn- mmgaoxtegas -Slbrsd Mh%mm@t%gﬁﬁaﬁ%%@%@}m%@ﬁ Ak H 531
was,a stirri ontin r. Methanol was removed in
vsg:slljo?gri%ﬁfegs %\k‘rgév@ﬁﬁ&détédf Wff‘%i’ﬂ%%’%@f?%é“@f&amc phase
wakd wisteBwith- E)Hﬂﬁd;ﬂﬁblgl}wiﬁad‘ﬁ%@éy&]iﬁbﬁ@ﬂlﬁlﬁﬂ%at?d in va(:uoI to
1 m 94%). 2.1 g LiAIH4
Sl S SRR il e (g

(55 mmol) was ad nae (31 mmol) in 50
mUry2ri4e- Qﬂl@@hWeHéa%drdﬁmiS@Lfﬁ@stelmﬂwtfoﬁ aBihours at room

temperaitraictis fearinbIASIAHERCNSWiN4 Mk wajer and 3 mL 2N

NaQH. The reaction mixture was stirred for'1 hour, then 9 mL water was

ad%l?ed[aﬁéfl\éﬁ‘il?ﬂ% Wdndshtintedtior Bhetrdimehy! FRBmixture was
fulteseo[zdﬂ&mnm Mgﬁﬁnaﬂ@@ﬁ@psaﬁﬂm@emmmﬂ@ to give 5.05 g

2-allyl I enz lamin I 910 D| tert-butyl
dlc%a%rbiyg mmo dv@aggla‘é@%] Cgfﬁe‘:ﬁ}’w Hsnyl-benzylamine
(781 Mboaha é’b’amalyhé-ahubfm&b#ﬁ&ﬁklyﬂmwmymfmnino pyridine in
204'3‘“1&3'1@1%@(6@%&&%%%%}’%3‘%2@ géiu %E;]mu s at room

temperature. 10 mL 20% citric acid w crtnon mixture

stﬁﬁ’éﬁ’“fﬁ?xz'ezr{ﬁﬁu@*ﬁrﬁéSt‘éﬁ%ﬁ’@nhﬁmﬂﬂﬁéé\ﬂﬂdé@ﬁ@xtracted with
ethﬁ' G[Qe(ﬂﬁ@soﬁh&mm%eﬁléﬂﬁﬁﬁ 9@@}%@@91%94 ganic phase was
431 @_V\?:[%k"nne drie &804 and concentrated in vacuo to give
15 o &y l&iffa OrBelrE% Shrpdfienzii ieredimatedianiRquantitative yield.
0. ml? Nazwéammmmmmammwa@ﬁw@memeo 0.75¢g )i 20
2 e tert ster (2.7 mmol) in 20 mL
Enghgt?%gsgg%%rr%%yﬁgf %%jﬂ%a"rls% r ben %gr eturegnfhe reac'2|on

miéure 36 vi qmmwﬁmmémwmﬁm@mﬂmmcuo The residue
wass exsaeiadivith athdoas %&aﬂ-ﬁﬁ% Shasyes washed with

brine, dried with MgSO4 and concen uo. T e residue was

20 edissbived |P@ﬂ°ﬁ@%%ﬁdﬂ&%ﬂ%ﬁ%@?&¢%ﬁd@l@% 7minmol)
ansb0. GERgubiellqEorRaBlic 1Rl 4L MMeRip Pyal: A HE.ane stitred for 16

ho%g P&I Fluoro-2-(4-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
57. [2-(4-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl }-methyl-amine
58. [2-(7-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
59. [5-Fluoro-2-(6-trifluoromethyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
60. [5-Fluoro-2-(7-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
61. [2-(4-Bromo-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
62. 3-(4-Fluoro-2-methylaminomethyl-phenylsulfanyl)-2-methyl-1 H-indol-4-ol
03. 3-(4-Fluoro-2-methylaminomethyl-phenylsulfanyt)-1H-indol-6-ol
64. [5-Fluoro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
65. [5-Fluoro-2-(4-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
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
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71 50C. Sat. aqueous NaHCO3 and ethyl acetate was added, the two
phases were separated and the organic phase was washed with brine,
dried with MgSO4 and concentrated in vacuo. The residue was purified
by flash chromatography and 0.1579g [2-(5-fluoro-IH-indol-3-
ylsulfanyl)-benzyl]-carbamic acid tert-butyl ester (0.42 mmol, 16%) was
isolated after 5 recrystallization from ethégacetate/heptane 8 mL diethyl
ether saturated with HCl was added to 0.157g

[ H- id, tert-butyl est
S B e D T Bt v
néatréﬁfémﬁ@Nneﬂbz@ﬁ%m@thxhh%mwshymmﬁmpbmymhamsgamme
Pheseaasasieg B bInR. i wikh MaR0s and cqneenigld i

vacuo tﬁ?we 0.112 g uoro-IH- mdol 3-y benzylamine

(989%)> f8r%&é.ﬁ@e%t9mbbﬁnadﬁh§ bh%ﬁaréfébnnglmaﬁawa@rm

iﬂ&lé{w-iﬁb&l&r%hﬁiﬂéﬁﬂaﬁ%ﬁ ﬂuortla—benzyi] 1rréet|151y1 amilnes
I n n n min m

L2 aieren s R el ERATHE

[ﬂ@lHﬁﬁﬂ@bﬁyISLﬂfm&ﬂi)}neMMﬂémeiwhiﬂfmﬂQ -benzyl]-methyl-amine

e N R e e

30mmol) in dry 20to uene

20fLl momr%@rwwh%n%mwlmuwlm]emmm7 mmol),

bisf2 gmpm@fmmtmﬁm? RPhERYBRbAL AT glge&g; gpm ¢
tent-butyl-5-bromoindole-I- earboxylate g 8 ) and potassium
tei% b&%}fb"é"(ééé TYLYA Mﬁf&n’vﬁﬂéﬂl AP TRY FeegtrrevEseel is

sévaleps ditabaubjeiciaetiolmicigwsve Naalingah 468G -ferly 2 minutes.
I|n ixtur f silica and the product is
elute 1% )ﬁs érL%ce?acfe 'ﬁngt(ﬁé' 29(1“%06%63;5@1? 3p08)0spzyll-methyl-amine
54b- [Eﬁeﬁblblm%ﬁééﬁmnyl%athylé y]sulfanyl)—benzylj—methyl -amine
a@yn%@ﬁm&b@%ﬂé{iﬁ%{ﬂmﬂ%&oj Out iSrY IS, 2q0 tef-hutyl ester is

isolated and used In the hext step whi ca ion.

585 [{feRDinitoky é sty idudpl-3- ylsulfanyl) benzyl]-methyl -amine

aging¥-ortiibrhensulianyiin 111@95 &QJEB T ester
Q gz%r_%%‘l 43nunol) in methanol ( and die yI ether saturated with
Jarochioneadd (f‘ﬁ’r‘i‘ﬁ)‘ylégfﬁ‘?@%l St Hipetatliressetawiae and

c@ﬁcquaﬂecbm vamwwmas@dﬁ@dimm%@}spmﬁ ARE8%
o s B A B S o é?a%xertfe%‘“ﬁ.‘fh
Nﬁ}gd’)&(}hloro -2-(5-fluoro-2- methyl 1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

89. [2-(5-Pluor0-2—methy1~1H—indol-B-ylsulfanyl)—S-methyl-benzyi]-methyl—amine

90. Methyl-[5-methyl-2-(4-methyl- 1H-indol-3-yisulfanyl)-benzyl}-amine

91. [2-(7-Ethyl-1H-indol-3-ylsulfanyl)-5-methyl-benzyl-methyl-amine

92. [2-(6-Methoxy-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine

93. Methyl-{S-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-yisulfanyl)-5-methyl-benzyl]-methyl-amine

97. [2~(4~F1uoro~1H—ind01—3—yisulfanyi}-S—me{hybbenzyl]-1nethy1~amine

98. 3-(4-Methyl-2-methylaminomethyl-phenylsulfanyl)-1 H-indol-6-o0l

99. [5-Chloro-2-(5-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

160.[2-(6-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine
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72 and concentrated in vacuo. The product is purified by silica gel
chromatography eluting with ethyl acetate-triethyl amine (100:4) followed
by ethyl acetate-ethanol-triethyl amine (100:5:5). Upon evaporation of the
volatiles, 40 mg (10%) of [2-(1H-indol-5-ylsulfanyl)- benzyl]-methyl-amine
is isolated. 5 The following compounds are prepared in a similar way: [2-(
1 H-Indol-4-ylsulfanyl)-b enzyl]-methyl-amine
[2-(1H-Indol-6-ylsuIfanyl)-benzyl]-methyl§§mine [2-(l .
H-Indol-7-ylsulfanyl)-benzyl]-methyl-amine 10 Table 1. Measure

mi?e{jc a(?ylg §?’rﬁgﬁ§% g’lﬁgﬁ@—@féﬂﬂﬁ'iwrﬁ'é“(l&lt],“ﬁﬁﬁbyhﬁ‘&lﬁﬁv- and
ELlBD{pe@lﬂeﬁa(g/q)s-hh\ﬂgmwnfzaﬁﬁmmwm}ﬂ%hgyfgg(gg 0
M 79 97.9.. 10 --1.7580.6 96.5 307.9 .., ---.- 3. 1. :
o7 Lo et 2 PR G e e s a1 1

_-107.[4-ChloroR2d Hm@Byl Db B13-Yisulfanyl)-Fe () @7y DFMR97.2 ...

i (ﬁzghi&&-Q%ﬂn%ﬁa%3@1%%%1’53%%&1%8%%&98ﬁ?e?h?ba%%&e-91 99.5]
109. [4-Chlore-2-(4-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
110.[4-Chloro-2-(5-fluoro-1H-indol-3-ylsul fanyl)-benzyl]-methyl-amine
111.[4-Chloro-2-(6-fluoro-1H-indol-3-ylsulfanyt)-benzyl}-methyl-amine
112.[4-Chloro-2-(4-fluoro-1 H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
113.[4-Chloro-2-(7-fluoro-1H-indol-3-yisulfanyl)-benzyll-methyl-amine
114.[4-Chloro-2-(7-ethyl-1H-indol-3-ylsulfanyl}-benzyl ]-methyl-amine

115.[4-Chloro-2-(5-methoxy-4-methyl-1 H-indol-3-ylsulfanyl)-benzyl-methyl-amine
116.[4-Chloro-2-{5-methoxy-1H-indol-3~ylsulfanyl)-benzyl -methyl-amine
117.[4-Chloro-2-(6-methoxy-1H-indol-3-ylsulfanyl)-benzyl -methyl-amine
118.[4-Chloro-2-(7-methoxy-1H-indol-3-ylsulfanyl)-benzyl -methyl-amine
119.[4-Chloro-2-(4-methoxy-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
120.[4-Chloro-2-(5-chloro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
121.[4-Chloro-2-(6-chloro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
122.{4-Chloro-2-(4-chloro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
123.[4-Chloro-2-(7-chloro-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
124.{4-Chloro-2-(1 H-indol-3-ylsulfanyl)-benzyl ]-methyl-amine
125.[4-Chloro-2-(1-methyl-1 H-indol-3-ylsulfanyl)-benzyl }-methyl-amine
126.[4-Chloro-2-(3-methyl-1H-indol-2-ylsulfanyl)-benzyl]-methyl-amine
127.[4-Chloro-2-(5-fluoro-2-methyl-1H-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-1 H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
132.3-(2-Methylaminomethyl-phenylsulfanyl)-1 H-indol-4-ol
134.12~(5,6-Difluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
135.6-Fluoro-3-(2-methylaminomethyl-phenylsulfanyl)-1 H-indol-5-0l
136.[2~(4-Chloro-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine

Example 6  Compounds of formula I
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163 §-Fdmpro-3-(2-piperidin-1-plmethyl-phenylsulfanyl)-1H-indole

6 mL cone. H,80, was added to 2,2'-dithiodibenzoic acid (20 g, 65.3 mmol) in 150 mL
methanol. The reaction mixture was refluxed for three days, cooled to room temperatuse and
neutralized with sat. aqueous NaHCO;. Methanol was removed in vacuo. The residue was
extracted with cthyl acetate. The organic phase was washed with brine, dried with MgSO,
and concentrated in vacuo to give 17.8 g dimethyl 2,2-dithiodibenzoic acid ester (53.2
mmol, 82%). 1.20 mL Sulfurylchloride (15 mmol) was added to 5.00 g dimethyl 2,2'-
dithiodibenzoic acid ester (15 mmol) in 40 mL dry 1,2-dichloroethane under Ar at 0°C. The
reaction mixture was stirred 15 min at room temperature and added to 4.10 g fluoro-1H-
indole (30.3 mmol) in 50 mL dry THF under Ar. The reaction mixture was stirred for 2
hours at room temperature and then quenched by addition of sat. aqueous NaHCO5. Ethyl
acetate was added, the two phases were separated and the organic phase was washed with
brine, dried with MgS0, and concentrated in vacuo. 8.30 g 2-(5-Fluoro-1H-indol-3-
ylsulfanyl)-benzoic acid methyl ester (27.5 mmol, 92%) was isolated after flash
chromatography on silica gel. 4.15 g 2-(5-Fluoro-1H-indol-3-ylsulfanyl)-benzoic acid
methyl ester (13.8 mmol} in 50 mL dry THF was added dropwise to 0.58g LiAlH, (154
mmol) in 20 mL dry diethyl ether at 0°C. 150 mL dry THF was added and the reaction
mixture was stitred 16 hours at room temperature. The raction was quenched with 1 mL
water and 1 mL 2N NaOH. The reaction mixture was stirred for 1 hour, then 2.5 mL water
was added and stirring was contitued for another hour. The mixture was filtered, dried with
MgS0O4 and concentrated in vacuo to give 3.00 g 2-(5-fluoro-1H-indol-3-ylsulfanyl)-
phenyl}-methanol (11.0 mmol, 80%). 0.275g p-Toluenesulfonylchloride (1.44 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
orgarnic phase was washed with brine, dried with MgSO; and concentrated in vacuo. 5-

Fluoro-3-(2-piperidin-1-ylmethyl-phenylsul fanyl)-1H-indole was isolated after flash
chromatography.
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103.5-Fluoro-3~(2-morpholin-4-ylmethyl-phenylsulfanyl)-1 H-indole
104.5-Fluoro-3-(2-pyrrolidin- 1-ylmethyl-phenylsulfanyl)- 1 H-indole

Example7  Compounds of formula I

Synthesis of

128, 2-(5-Fluoro-1H-indol-3-ylsulfanyl)-benzylamine

4.50 g NaBH; (119 mmol) was added in portions to 7.50 g allyl bromide (62.0 mimol) and
8.35 g 2,2"-dithiodibenzamide (27.4 mmol, prepared from 2,2"-dithiodibenzoic acid via 2,2%
dithiodibenzoic acid chloride) in 80 mL methanol at 0°C. The reaction mixture was stirred 1
hour at room temperature. 50 mL 1N HCI was added and stirring was continued 1 hour.
Methanol was removed in vacuo. The residue was extracted with ethyl acetate. The organic
phase was washed with brine, dried with MgSO4 and concentrated i vacuo to give 10.0 g 2-
allylsulfanyl-benzamide (51.7 mmol, 94%). 2.1 g LiAlH, (55 mmol) was added to 6.0 g2-
allylsulfanyl-benzamide (31 mmol) in 50 mL dry THF at 0°C. The reaction mixture was
stirred for 16 hours at room temperature. The reaction was quenched with 4 mL water and 3
mL 2N NaOH. The reaction mixture was stirred for 1 hour, then 9 mL water was added and
stirring was continued for another hour. The mixture was filtered, dried with MgSQ, and
concentrated in vacuo to give 5.05 g 2-allylsulfanyl-benzylamine (28.2 mmol, 91 %).2.05 g
Di-terz-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 MgSQ, and concentrated in vacuo to give (2-allylsulfanyl-
benzyl)-carbamic acid zers-butyl ester in quantitative yield. 0.70g NalO4 (3.3 mmol) in 20
mL water was added to 0.75 g (2-allylsulfanyl-benzyl)-carbamic acid tert-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 vacuo. The residue was extracted with ethyl
acetate. The organic phase was washed with brine, dried with MgSO; 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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%gé%gs%?lg '\Qras purified by flash chromatography and 0.157g [2-(5-fluoro-1H-indol-3-
ylsulfanyl)-benzyl]-carbamic acid tert-butyl ester (0.42 mmol, 16%) was isolated after
recrystallization from ethyl acctate/heptane. 8 mL diethyl ether saturated with HCl 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-indo!l-3-ylsulfanyl)-benzylamine

Example 8 Compounds of formula I

Synthesis of

[2-(1H-Indol-5-ylsulfanyl)-benzyl]-methyl-amine

(2-Mercapto-benzyl)-methyl-carbamic acid fers-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), tert-butyl-5-bromoindole-1-
carboxylate (2.38 g, 8.03 mmol) and potassium ferz-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]-phenylsutfanyl}-indole-1-carboxylic acid tert-butyl ester is isolated and
used in the next step whithout further purification. 5- {2-[(zert-butoxycarbonyl-methyl-
amino)-methyl]-phenylsulfanyl }-indole-1-carboxylic acid rerr-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 MgSO,
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with ethyl acetate-triethyl amine (100:4) followed by ethyl ‘acefate-ethanol- -triethyl amine

(100:5:5). Upon evaporation of the volatiles, 40 mg (10%) of [2-(1H-indol-5-ylsulfanyl)-

benzyl]-methyl-amine is isolated.

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-purity | ELSD- |
compound g (min) (%) | purity (%)
1 1.79 97.9 100 283.2
2 1.75 80.6 86.5 3079
3 1.83 98.0 97.1 300.8
4 1.91 954 08.2 317.1
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 2972
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 09.1 297
13 1.82 98.7 100.0 2972
14 1.56 95.2 100.0 308
15 1.88 98.3 100.0 297.1
16 1.81 992 100.0 297.1
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 £8.7 96.0 313.1
21 1.75 87.3 96.9 313
22 1.79 G8.5 97.5 269
23 1.95 100 954 287
24 1.64 992 958 286.8
25 1.3 97.2 97.0 2833
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29 1.85 98.0 99.9 283

30 1.89 98.1 99.8 283

31 1.72 97.9 99.7 286.9

32 2.02 97.9 100 297.1

33 1.72 89.5 99.9 299.1

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 30.6 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 98.7 348.8

44 1.78 93.7 993 299.1

45 2.45 84.3 854 303.3

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 99.6 305.1

31 1.62 86.1 98.5 293.8

52 1.82 97.0 99.7 283.3

53 2.04 05.9 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

37 1.88 30.25 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 9991 321.1

67 1.97 93.68 100.00 3209

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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73 1.85 05.67 100.00 305.0

74 1.76 96.68 99.95 317.1

75 1.82 97.23 100.00 301.1

76 1.91 97.71 100.00 301.1

77 1.89 97.73 99,96 301.1

78 1.93 97.79 99.95 301.1

79 1.96 98.85 99 .95 301.0

80 1.88 99.01 99.86 319.0

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 09.69 333.0

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 98.16 100.00 297.2

91 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 02,77 100.00 313.1

95 2.11 90.80 100.00 363.0

96 1.94 89,78 99,94 301.1

97 1.84 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 0401 317.0

102 2.00 82.20 80.30 341.1

103 1.86 90.90 82.40 342.9

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 3209

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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317.0 76 Example 9 Transporter binding assay Measurements of
[3H]-5-HT uptake into rat cortical synaptosomes Whole brains from male
Wistar rats (125-225 g), excluding cerebgllum, are homogenized in 5 0.32
M sucrose supplemented with 1mM nialamid with a glass/teflon
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pellet is homogenized (20 sec) in this assay buffer (6 mg original
tissue/mL = 4 mg/well). Test compounds (or buffer) and 10 nM
[3H]-noradrenaline are added to deep 96 well plates 25 and shaken
briefly. Composition of assay buffer: 123 mM NacCl, 4.82 mM KCI, 0.973
mM CaCl2, mM MgS04, 12.66 mM Na2HPO4, 2.97 mM NaH2PO4,
0.162 mM EDTA, 10 mM glucose and 14pM ascorbic acid. Buffer is
oxygenated with 95% 02/5% CO2 for 10 min at 37 C and pH is adjusted

7.4 Th i’@@ubaﬂ%ﬂsj& @pgﬂ‘w}?ggﬁ? tissue to a final assay volume of

1 ml. After 15 min incubation witlf radidligand at 37 C, samples are filtered
30 directly on Unifilter GF/C glass fiber filters (soaked for 1 hour in 0.1%
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wigtar.tats kider 299 abargsastiicrdnd %&?&%ﬁ&%ﬁ%&%&'&}%ﬁg ¥ Pr)-s-

dissected out and placed in 40 vol (w/v)ice cold 0,40 M sucrose.
tisShete 268y RB B ek angrhakerhtr Nofometisen efmgstydmfer: 123 mM

10 fracsion 4aa@biarir1de©1,bof9¢9 mwmé%n .ﬁgoﬁﬁldgﬂéé)d?iw.@ﬁﬁmd&%f?@492§9 mM
mi 4 ed in 560 10 volumes of a madifie )
Kr@%%s}fa?ﬁg@r%%@ﬁf%ﬁe P RS REUPBYD B LR SN 4By s oxyeenared
(oFgfin &’ tsuiEiS tnifeed Gvith te STSWTSpehiD iy Afteted MANTIRS ncubation is started by
presi ion 1 M.3H-dopamine is added and the mixture is . -
b e R S T s ovnd
thé samisiaslenaerircelidireniiowgH whtienaly GElGs fiBefifidrsswithiadvash hour in

15 of L1y ﬁﬂ%yi@ﬂﬁnﬁ%r&ﬂ@ @J&ﬁ&ﬁ&@!ﬂ%ﬁ’i%ﬁ@g \%ﬁéﬂgﬁ%ﬂ%ﬂy @2 ?Flleas say buffer.

(%)ﬁtiphase Supennix) is added. After storage for 2 hours in the dark
c

R P S dRIA A IS BURe RSy e Sritirfies eangmmigiion). Citalopram is
Upitakeldg alretiesbdin subiiastingthes aor-spgrificchinding and passive
transport measured in the presence of 100 RM of benztropin. For
determination of the inhibition of uptake ten concentrations of drugs 20

co%ﬁﬂgrMadégﬁmwséwnaﬁaaﬂptakﬁn(tmﬂcﬁnﬁga khalgrasoines

0 A e S el el Y U
glass/teflon homogenizer. The homogenate is centrifuged at 600 x g for 10 min at 4 °C. The
pellet is discarded and the supernatant is centrifuged at 20.000 x g for 55 min. The final
pellet is homogenized (20 sec) in this assay buffer (6 mg original tissue/mL = 4 mg/well).
Test compounds (or buffer) and 10 nM [*H]-noradrenaline are added to deep 96 well plates

25 and shaken briefly. Composition of assay buffer: 123 mM NaCl, 4.82 mM KCl, 0.973 mM
CaCly, 1.12 mM MgSQy, 12.66 mM NaHP Oy, 2.97 mM NaH,POy4, 0.162 mM EDTA, 10
mM glucose and 1 mM ascorbic acid. Buffer is oxygenated with 95% 0,/5% C0, 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 mi. After 15 min incubation with radioligand at 37 °C, samples are filtered

30 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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25 Hyttel, Prog. Neuro-Psychopharmacol. & bil. Psychiat. 1982, 6,
277-295; Hyttel & Larsen, Acta Pharmacol. Tox. 1985, 56, suppl. 1,
146-153. 78 CLAIMS 1. A compound of the general formula I: 13 R11 R1
R7NRto NR2 SR3 R9R12 R$ R5 (R 4 R5 wherein the sulphur atom
is attached to the indole via any ring carbon of the indole and wherein -
R'-R2 are independently selected from,hydrogen, C1_6-alkyl,
C2_6-alkenyl, C2. 6-alkynyl, C3.5-cycloalkyl,
C3.8-cycloalk(en)yl-Ct-6-alkyl, C3_8-cycloalkyl-C2. 6-alkenyl and
C-8-cycloalkyl-C26-alkynyl or R1 and R2 together with the nitrogen form
Befulneéthberedvimgissheaininyas droterteiroapamdudribe ippronalipdbidhe
Eg}%&gqgglg& Mmgrf&%mr@%@%fg@mm heteroatom
selected from nitrogen, oxygen and sulphur; - R3-R12 are independently
selected from hydrogen, halogen, cyano, nitro, C1.6-alkyl, C2_6-alkenyl,

Y79 @&M@uk&ﬁﬁﬂwﬁwﬁﬂb @&ﬁeﬁydﬁd@hﬁlﬁaﬁkﬁs

C3.5-cycloalkyl- C2 alke I C2- amin
CEBEAMAEIAIRG: A o B AT g i e AL and s

_qﬂﬁ;ld])gimmeqtdd-(@ﬂ ﬁ}éli&blnyﬁ)amiﬁomﬂl{@@ Gcalkyi@/@aﬁﬁ)nhb B®dge. The tissue is

Alerand. GaOaleryicathond (a0 Gaben b aminose b by

mihocar aminocarbonyl, C2-6-

aHWﬂ?iﬁ?ﬂﬂib@&%ﬂyll%F{@W@MIW@C@B@HWE& tt&glj gud suspended in 560

@MSH&Q%MW&@M&@%& -sbymdianinecarponyl, hydroxy, C_6-
alkyloxy, C2_6 allzg@/lox 6-alkynyloxy, C1 -alkylthio,

Es Wﬁ SURLIOBEE iR Eﬂa%r&lt%ﬁoam"eﬁﬁw minutes

@%q&@a&aikymylnmm GoPantingd suufavl halohe 226ralkenylsibifedyhr 5 minutes at
halo-C2.6-alkynylsulfonyl, halo-C-6-alkylsulfanyl,

0-C2-6-alkenylsulfanyl, halo-C2-6-alkynylsulfanyl, Ct_6-alkylsulfoyl,
CReAralketiptsidfonyhand GP BteatiogribeFanyles under vacuum through Whatman GF/C

filters with a wash of 1 ml buffer. The filters are dried and appropriate scintillation fluid
(Optiphase Supermix) is added. After storage for 2 hours in the dark the content of
radioactivity is determined by liquid scintillation counting. Uptake is obtained by
subtracting the non-specific binding and passive transport measured in the presence of 100
uM of benztropin. For determination of the inhibition of uptake ten concentrations of drugs
covering 6 decades are used.

YH-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;

)

Hiyttel, Prog. Neuro-Psychopharmacol. & bil. Psychiat. 1982, 6, 277-295;

Hyttel & Larsen, Acta Pharmacol. Tox. 1985, 56, suppl. 1, 146-153.



79 provided that R10 is hydrogen; and R13 is selected from hydrogen
and C1.6-alkyl; 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 R7
does not exist; - when the sulphur atom is attached via atom nr. 3 of the
indole then R12 does not exist; - when the sulphur atom is attached via
atom nr. 4 of the indole then R8 does ngt exist; - when the sulphur atom
is via atom nr. 5 of the indole then R9 does not exist; - when the

?pi; om is attached via atom nr. 6 of the indole then R10 does not
exist; aAd-emylendthitisuiphearbformigadttached via atom nr. 7 of the indole
then R'1 does not exist. 2. A compound according to claim 1 wherein R1
and R2 are independentlg t/lecte from hydrogen,C1.6ralkyl,

C26-alkenyl and C2.6-alkynyl; or
form a 4-7 memberedyi
the ring in addition to the m\{ro coprises ohe further Rferoatom

selected from nltrogen oxygen an sulphsbr 3.A #ompund according to

from hydrogen, halogen, cyano, C1-6-alkyl, C26-alkepyl, C2.6-alkynyl,
hydroxy, C1 6-alkyloxy, C2 6-alkenyloxy, &2 6- alkeﬁ’yloxy, halo-
C1.6-alkyl, halo-C2.6-alkenyl and halo-C2-6-alkynyl. 4. A compound
accordingeteiarhy: cuipiot elaims iH8cviibieiheRBHRG Arenindepentiently the
selecteq from hydragen, halogen, C1.6-alkyl, C26-alkenyl and C2.
6-alkynyl. 5. A compound according to any one of claims 1-4 wherein

R7-R12 arR Rdupeiiserteabiculsaedommyniden Kaloghal &andkenyl, Cs.
Cl_6-alkyl, G Gealkenvl, 801, 6-Alky Ryl VS RXG, G-Iy cloalkyl-C,.
C2.6-alkenyloxy, C2.6-alkynyloxy, halo-Cl- 5
¢-alkenyl and Cs.g-cvcloalkyl-Ch¢-alkynyl 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;

- RRYare independently selected from hydrogen, halogen, cyano, nitro,
Cigalkyl, Cog-alkenyl, Cog-alkynyl Cs.g-cycloalkyl, Ci.g-cycloalkyl-Ci.e-
alkyl, C3“g~cyckoalkyi-Cg-ﬁ-alkenﬁ, Cs.s-cycloalkyl-Cqg-alkynyl, amino,
Cis-alkylamino, Co¢-alkenylaminoe, Csg-alkynylamino, di-(Ci4-
alkyDamino, di-(Ca¢-alkenyl)amino, di-(Cos-alkynyllamino Ci.g-
alkylcarbonyl, Cs¢-alkenylearbonyl, Cog-alkynylcarbonyl, aminocarbonyl,
Cre-alkylaminocarbonyl, C; ¢-alkenylaminocarbonyl, Cog-
alkynylaminocarbonyl, di-(C,.¢-alkylDaminocarbonyl, di-(Csy¢-
alkenylyaminocarbonyl, di-(Co¢-alkynylaminocarbonyl, hydroxy, Ci¢-
alkyloxy, Cos-alkenyloxy, Cy¢-alkynyloxy, Cig-alkylthio, Cy ¢-alkenylthio,
Co.¢-alkynylthio, halo-C;_g-alkyl, halo-C;4-alkenyl, halo-C; ¢-alkynyl, halo-
C;s-alkylsulfonyl, halo-Cs¢-alkenylsulfonyl, halo-C¢-atkynylsulfonyl,
halo-C;¢-alkylsulfanyl, halo-C,.¢-alkenylsulfanyl, halo-Cs.¢-alkynylsulfanyl,
Cig-alkylsulfonyl, Csg-alkenylsulfonyl and C,.¢-alkynsulfonyl;



6-alkyl, halo-C2-6-alkenyl and halo-C2-6-alkynyl. 6. A compound
according to claim 1, said compound being selected from the following list
of compounds: Compound Compound name no. 1
[2-(IH-Indol-3-ylsulfanyl)benzyl] dimethyl amine 2
[2-(5-cyano-IH-indol-3-ylsulfanyl)benzyl] dimethyl amine 3
[2-(4-Fluoro-IH-mdol-3-ylsulfanyl)benzyl] dimethyl amine 4
[2-(4-Chloro-IH-indol-3- squanyI)benzyIYalmethyI amine 5

[2-(5- Fruo%qﬁdﬁ%ﬁ'ﬁyléﬁﬂﬁﬂ%’éﬁ@l] dimethyl amine 6

[2-(5- Ch|0w3lquw&Mlﬁui§@WQ@Mﬂ dimieshy! amine 7

Dimeth ethyl-IH-i d I3 Isulfanyl)benzyl]-amine 8
[2-(7- w%t %%x% Fﬁ"‘fﬁd%ﬁ %S Hbenzyl] dimethyl amine 9

[2-(5- Mﬁﬂﬁﬂhy-lbkbvmmltl&tylsulfanyl)benzy]] dlmethyl amine 12
Dimethy!-[¢: H-indol-3-y 7
}f&xr@lgts ﬁls m 1 enzyﬁ \3@ ?ﬁly Z?myﬁle ?éloie then R’ does

[2-(4-cyano-IH |ndo ary amine 1
Dimethyl-[2etB¥sEthyl-IH-indol-3-ylsulfanyl)benzyl] amine 16

Dimethyl-[s{4s @ﬂ@mﬁﬂﬂ ndal:3avisulianyd henzyll @-Wf”ﬁ% ihdole then R does
[2-(4- Hydr;é{ﬂlH -indol-3-ylsulfanyl)-benzyllmethyl amine 19 [2-(7-Chloro-I

H-indol-3 ¥atyl)benzyl] dimethyl amine 21

[2-(4- Methwxynlﬁhd@dmh&ytsuifmyﬁbmyﬁ dispethyh amirand@e then R® does
[2-(1H-Indol-3-ylsulfanyl)benzyllmethyl amine 24

[2-(5- FIuoroﬁle{ndol 3-ylsulfanyl)benzyllmethyl amine 25

Methy!-{2- (dhemetinydulbhindalnd iylstdthngl)irea] mniingii26ndole then RY does
[2-(4-ChloroalEl g{dol -3-ylsulfanyl)benzyllmethyi amine 27
Methyl-[2-(2-methyl-IH-indol-3- -ylsulfa yl)benzyl] amine 28

[2-(5-Fluorstenfsthyipimrings)-5-gieairedhyiy benzyl hefils avmelsm BRY does
- Methyl-[2-(RaegtityirlgH-indol-3-ylsulfanyl)benzyl] amine 30

Methyl-[2-(7-methyl-1H-indo]-3-ylsulfanyl)benzyl] amine 31 "
[2-(4-Fluord - tRE SHBIIRES I STar A R AtRdrhinat 9 indole then R does

[2-(7-Ethymbtedidol-3-yIsulfanyl)benzyllmethyl amine 34
[2-(5-Chloro-]H-indol-3-ylsulfanyl)benzyl]methyl amine
2. A compound according to claim 1 wherein R' and R? are independently selected
from hydrogen,C.¢-alkyl, Cs4-alkenyl and C,¢-alkynyl; 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.

3. A compound according to any one of claims land 2 wherein R*-R'? are
independently selected from hydrogen, halogen, cyano, C;.¢-alkyl, Cog-alkenyl,
Cyg-alkynyl, hydroxy, C,s-alkyloxy, Cs.¢-alkenyloxy, Cag-alkynyloxy, halo-
Ci-¢-alkyl, halo-Cy.s-alkenyl and halo-C,.¢-alkynyl.

4. A compound according to any one of claims 1-3 wherein R*-R® are _
independeritfy selected from hydrogen, halogen, C,.¢-alkyl, Cp4-alkenyl and C,.
g-atkynyl.

5. A compound according to any one of claims 1-4 wherein R’-R*? are

independently selected from hydrogen, halogen, cyano, Cy¢-alkyl, Co4-alkenyl,



36 [2-(5-Methoxy-4-methyl-IH-indol-3-ylsulfanyl)-benzyllmethyl amine 40
[2-(4,7-Dimethoxy-IH-indol-3-ylsulfanyl)-benzyl]methyl amine 41
[2-(5-Methoxy-IH-indol-3-ylsulfanyl)benzyllmethyl amine 42
[2-(4-Methoxy-I H-indol-3-ylsulfanyl)benzyllmethyl amine 43
[2-(5-Bromo-IH-indol-3-ylsulfanyl)-benzyllmethyl amine 44
[2-(7-Methoxy-|H-indol-3-ylsuIfanyl)k%%nzy]]methyl amine 45

[5-Chlero- - -3-ylsulfe - I ine )
[2-(5-F%dﬁr%&%mf?rg%@gy%m%ﬁgaf%@?énr?%(ﬂlﬁ}]?nﬁet y@?ﬁ?;r?éﬁélﬁéyff E—%r}cl)%oo-cll'
H-indoj=akyls fiffkenybstsdeeayl siethslodminalkags-(7-Chloro-|
H-indol-3-ylsulfanyl)-benzyllmethyl amine 50
[2-(5-lodo-1F1-indol-3-ylsulfanyl)-benzyllmethyl amine 52
[2-(IH-Indol-3-ylsulfanyl)-5-methyl-benzyllmethyl amine 53

Methyld 2<@pnathybibtdigab 2pisuifasyt) denaydhabring &fected from the
[5-FIu%q}-ZV-VE:%-rﬁgttg}ll-lH-{i)ndgljz-ylsuIfanyl)-benzyl]-methyl-amine 56
[5-Fluoro4%- A% uoro-?ﬁﬂ%dﬁ-é’-ylsuIfanyl)-benzyl]-methyl-amine 57

[2-(4-Chlorgpduddindpk@eptsuitaryl)-5-fluoro-benzyl]-methyl-amine 58
[2-(7-ChlorgsIH-indo]-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine 60
[5-Fluoro-2-(7- j =3- -amine—61

[2-(4-BromotIH-indb- @ﬁﬁﬁa}ﬂj\ﬁ ?IEY&I%)FB%EH% ?Mé’fﬁiﬁﬁamine 62
3-(4-Fluoro-2-methjdfriramEthipipheniyldaianyd28 dethaivl lkindo]-4-01
(5 Fluoro-2 {5 Uor | ok LSt b e LA ne 62, 65
-Fluoro-2-(5-fluorg-l H-jndol-3- nyl)-be - -amine

[5-FIuoro-2-%4-metff%ﬁ(é/:-| ﬂfﬁalgfrg”ﬁﬁ‘éﬁ gé’%%@%%ﬁﬁﬁﬁgﬁ;a%ﬁ% 67
[2-(5-Chloro3IH-ind 8:-G-{jluenfamly B lfiprulsen2ymietaprthrhianss 9
[5-Fluoro-2-¢5-methoxy-dsmethylnbbindatndsubiany) deaey omethyl-
amine 70 [2:(5-Bromo-IH- -3-yIsulfanyl)-5-fluorg-benzyll-methyl-amine
71 [5-Fluoroi-(2-(5-m6;1t e?%ﬁﬁ%%ﬁs{%&ﬂ 2%%%eaﬁ§%§r{#yeﬁaﬁfgémine
75 [5-Fluoro®2-(2-métiyptpmid bi-sdgistikHiprpdisea eyl amitte 76

[5-Fluoro-2-6-methyles-Methdal-3isuifanyd)ditenzyth e thytbmminee 77
[5-Fluoro-2-(4-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 78
[5-Fluoro-2-(7-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine

12 Dimethyl-[2-(2-methyl-1H-indol-3-ylsulfanyl}benzy!l-amine
14 [2-(4-cyana-1H-indol-3-yisulfanyl}benzyl] dimethyl amine
15 Dimethyl-[2-{ 1-methyl-1H-indol-3-ylsulfanyl}benzyl] amine
16 Dimethyl-[2<(4-methyl-1 H-indol-3-ylsulfanyl)benzyl] amine
17 [2-(4-Hydroxy-1H-indol-3-ylsulfanyl)-benzyllmethyl amine
19 [2-(7-Chloro-1H-indol-3-ylsulfanylybenzyl] dimethyl amine
21 i2-(4-Methoxy-1H-indol-3-ylsulfanylbenzyl] dimethyl amine
22 [2-(1H-Indol-3-ylsulfanyDbenzylimethyl amine

24 [2~(5~Fluoro-1H—ind01~3 ~ylsulfanyl)benzylmethyl amine

25 Methyl-{2-(4-methyl-1H-indo}-3-visuifanyYbenzyl] amine
26 [2-(4-Chloro-1H-indol-3-visulfanylbenzy!lmethyl amine

27 Methy!-[2-(2-methyl-1H-indol-3-ylsulfanyl)benzyl] amine

28 [2-(5-Fluoro-2-methyi-1H-indol-3-ylsulfanyl)-benzyljmethy! amine




79 [5-Fluoro-2-(I-methyl-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine 80
[5-Fluoro-2-(5-fluoro-2-methyl-I H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
81 [5-Chloro-2-(5-fluoro-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 82
[5-Chloro-2-(5-methoxy-I H-indol-3-ylsulfanyl)-benzy]]-methyl-amine 83
[5-Chloro-2-(7-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine 84
[5-Chloro-2- (1 methyl IH- mdol 3 ylsulfg yI) benzyl] methyl amlne 85
[5-Chlore=2xf4- 5 Rtel-3-yistlie _ua Ry-amine—86

u
[5-Chloro- 23@5 fIuoMeéllfh@thﬂzIWWH@%W@WI%UI?&HWL‘W%}]]ﬂﬁ’fé?hyl -amine
89 31 [2-(4-Fluoro-1H-indol-3- ylsuifanyl)benzyi]meﬁlyl amine

[2-(5-Fluorg:2- met@/ 4'@&@9%?{&{&“' Qm %lel methyl-amine
AR

90 Methyl-[5- methyl-é-(4 methyl -IH-I enzyﬁ -amine 91
[2-(7-Ethyl-IH-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-anine 93
Methyl-[5-ndéthy|-2 {2 niathn-1H-imbo B 34ylsfatfelheh) zbgnayil] t amiire 94
[2-(4-Methoxy-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 97
[2-(4-Fluoro-IH-indol-3-ylsulfanyl)-5-methyl-benzyl|]-methyl-amine 98
-4 Methy RS met LR O A ey amin
[5-Chloro-2-(5-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine 83 101
[2-(5-Chloro-1H-indo]-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine 102
5-Fluoro-3-(2-piperidin-I-ylmethy]-phenylsulfanyl)-IH-indole 103
5-Fluoro-3-(2-morpholin-4-ylmethyl-pbenylsulfanyl)-IH-indole 104
5-Fluoro-3--pyrrolidif -y imetay-pHardabetfamBo s Haptbeetobamine
[4-Chloro-24(2- metmyJ(dlrﬂa‘kmagvaiylﬁuutanylhm@mﬁyéhme}my!hmmﬁe 107

[4-Chloro- 2;(p-met |ne 108
[4-Ch loro- 2(“(57 me AW cc)f’g f% ] 5}? e %zbh]ﬁ?i% ffamine 109
[4-Chloro-24%4- metiﬁ%lﬁﬂf“i?féﬁr]”é V%lﬂ?eﬂ?i fﬁ’éﬁz@ﬁ%@ﬁ%b@ﬁﬁﬁé 110
[4-Chloro-24@6-fluora-tHindoek3-ysilfamd)dhenzyllansihybamingnd 12

[4-Chloro-2;(d-fluora:{ilrindol- dvisilianybenavll-meiiviaming. 113
[4-Chloro-2-(7-fluoro-1 H-indol-3-ylsulfanyl)-bénzyl]-methyl-amine 114

[4-Chloro-2-(7-ethyl-IH-indo]-3-ylsulfanyl)-benzyl]-methyl-amine 115
[4-Chloro-245-methdxy-Axinethyhdndoji S:iftaulianyhdbeayl knethyl-

aminhel 116 43 {2-(4- Bromo(—j}H 111d0]—3—|ylsulfan 1)-ben I]methyllamme
4-Chloro-2-(5-met in amine
[ 4(‘? rﬂg)éy éﬂloro —m&lofgl- quflc)myﬁ 11 mettx% amTle
50 12-(5-lodo-1H-indol-3-ylsulfanyl)-benzylmethy! amine
52 {2-(1H-Indol-3-ylsuifany1}-5-methyl-benzylimethy! amine
53 Methyl-{2-(3-methyl-1H-indol-2-yisulfanyl)-benzyl] amine
55 [5-Fluoro-2-(3-methyl-1H-indol-2-ylsulfanyl}-benzyl]-methyl-amine
56 [5-Fluoro-2-{4-fluoro-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
57 [2-(4-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
58 [2-(7-Chloro-1H-indol-3-ylsulfanyl)-5-fluoro-benzyl]-methyl-amine
60 [5-Fluoro-2-(7-methoxy- 1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine
61 [2-(4-Bromo-1H-indol-3 -ylsulfany]}-5-fluoro-benzyl]-methyl-amine
62 3-(4-Fluoro-2-methylaminomethyi-phenylsulfanyl)-2-methyl-1 H-indol-4-0l
63 3-(4-Fluoro-2-methylaminomethyl-phenylsuifanyl}. 1H-indol-6-0l

64 [5-Fluoro-2-(5-fluoro-1H-indol-3-ylsulfanyl)-benzylj-methyl-amine




118 [4-Chloro-2-(7-methoxy-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine
119 [4-Chloro-2-(4-methoxy-IH-indo]-3-ylsulfanyl)-benzyl]-methyl-amine
120 [4-Chloro-2-(5-Chloro-IH-indo]-3-ylsulfanyl)-benzyl]-ill ethyl -amine
122 [4-Chloro-2-(4-chloro-IH-indol-3-ylsulfanyl)-benzy]]-methyl-amine 123
[4-Chloro-2-(7-chloro-IH-indo]-3-ylsulfanyl)-benzyl]-methyl-amine 124
[4-Chloro-2-(1H-indol-3-ylsulfaiyl)-ben yl]-methyl-amine 125

[4-Chle ' stifapyh-penzyl-methyt-a
[4-Ch loro-2=(3-me'thy
[4-Chloro-2-(5-fluoro-2-methyl-IH-indol-3-ylsulfanyl)-benzyl]-methyl-amine

128 2-(5-Flsoro-IHpndaligoydsittatayl) soanzdamingub2@benzyi]-methyl-amine
[2-(5-Fluoro-4-methoxy-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine 130
[2-(4,5-Difluoroo-1H-indol-3-ylsulfanyl)-benzyl]-methyl-amine 132
3-(2-Methyf&ninométhyRpRerly Aty TNt o0l Bylsqifgyl)-benzyl|-methyl-
[2-(4-Chloro-IH-indekideylsulfanyl)-5-methyl-benzyl}-methyl-amine 137

[2'(__1 H-Ind OJDS'ylSHﬂmyﬂg_{'@p@?Mum:[hﬂéﬁﬂa%—%glﬁu{?oﬂenzyl] -methyl-amine
B-IJ|doI-4-31Jsqua||€/I)-beuz []-methyl -amine 139 | .
[2-(1H-Indol 6-yIsulfahy e e REthi i fine 1dgny -benzyl-methyl-emine
[2-(1H-Indol-7-ylsulfanyl)-benzyl]-methyl-am ine as the free base or a salt
thereof. 7. A pharmaceutical composition comprising a compound

according to any one of claims 1-2 and at least one pharmaceutically
acceptable carrier or diluent. 8 A pharmaceutical composition according to
claim 7 for Use in thefhibitid?rotttrie Bergrdin!trdianybbreeyD-nkthyl-amine
pharmaceutical composiiongceendingitaghaim, Buanusednthekeatmant

of a diseasg or disarder wherein 2 serotonin JeUpiake '!%QAQ'H .u%]'%, I-amine
beneficial. 10. A pharmaceut cal ¢ mposition accor %& o claim 7 Tor use

in the inhibitfon of the 8eirvtdrireid-Haradebhalmtardnsprstdractiyi-anine
pharmaceutizal compositien-dceefiding-Htonetaimy k0l tok Lisenty ihectigpinant

of a diseasg,or disargRe, Whersif, SHMRIDEA SEIAIANAAARY ez Tl-metiyanine

norepinephrine reuptake inhibitor is benefici 2. A pharmaceutical
compositioff according8 e ees Udnir tne tisibhor the<erasim,
noradrenalitie and depanink(transposta $indol-3-ylsulfanyl)-benzyl]-methyl-amine

83 I5-Chloro-2-(7-methyl-1 H-indol-3-ylsulfanyl)-benzyl]-methyl-amine

84 {5-Chloro-2-(1-methyl-1 H-indol-3-visulfanyl}-benzyll-methyl-amine

85 [5-Chloro-2-{4-methoxy-1H-indoi-3-ylsulfanyl)-benzyl]-methyl-amine

86 [5-Chloro-2-(7-methoxy- 1 H-indoi-3-ylsulfanyi)-benzyl]-methyl-amine

38 [5-Chloro-2-(5-fluoro-2-methyl-1H-indol-3-ylsulfany!)-benzyl]-methyl-amine
89 [2-(5~Fluoro-2-methyi- i H-indol-3-yisuifany[)-5-methy[-benzyl -methyl-amine
90 Methyl-{5-methyl-2-(4-methyl-1H-indol-3-vlsulfanyi)-benzyli-amine

91 {2-(7-Ethyl-1H-indcl-3-ylsulfanyl)-5-methyl-benzyl}-methyl-amine

93 Methyl-|5-methyl-2-(2-methyl- ! H-indol-3-yisulfanyl)-benzyl]-amine

94 [2-(4-Methoxy-1H-indol-3-ylsulfanyl)-5-methyl-benzyl]-methyl-amine

97 [2-(4-Fluoro-1H-indol-3-ylsulfany)-3-methyl-benzyl]-methyl-amine

98 3-(4-Methyl-2-methylaminomethyi-phenyisuifanyl}-1 H-indol-6-0}

99 [5-Chloro-2-(5-methyl-1H-indol-3-yisulfanyl)-benzyl]-methyl-amine




13. A pharmaceutical composition according to claim 12 for use in the
treatment of a disease or disorder, wherein a combined serotonin,
norepinephrine and dopamine reuptake inhibitor is beneficial. 14. A
pharmaceutical composition according to any one of claims 9, 11 and 13,
wherein said disorder or disease is an affective disorder. 85 15. A
pharmaceutical composition according ALy claim 14, wherein the affective

dlsordm*sa—depressnm-dsmﬂersmh-asmamrdemessme-msorder"-——m
postnatal deﬁressmn dysthymia or depression associated with bipolar

disorder, dheimdrspsyerbsikitrandnaang)- iﬁ“‘?&f‘ﬂﬁﬁﬁﬁé}d@‘ﬁfﬂ&‘aﬂmme
compositiorvaccorduigpdo-claimijidnbiersiathemtadtivendistidedds an

aniety disgyger suchias OeRerRl AEL. aaiden psiah AR et fiserder

post traumatic stress disorder, obsessiveé compuisivé disorder, panic
disorder, patic atte?c&lé‘o%%&%rﬁ?’ BAtHR Y e ﬁh%’ﬁ}éugﬁﬁ’léé%p AiEbia.

17. A pharmaceutical composition according to any one of claims | 1 and
13, whereipgaid d $Qﬁq&fo@t(dl§i%€}§z@1'ﬁ%@él@ gg%@fré;ler) %e,cégf@%myl amine

fibromyalgi syndr é Tg% e!igg adache
as well as p?%ln whi erag\r/va e f r|n 1(931 a)(/:f’u Vit e%g Z%\T mﬁw -amine
pharmaceutiGal cotdddsition- é%é@ﬁ@ih&iﬂnéﬂ}y%ﬁféﬂm&mh%@ 1gnine
wherein saigglisordecar.giseasads attentian defigitchypesactivitydisorear
19. A pharmgceutioal componition actoudiya {o,any, one.of ciais, |1, and
13, wherein said disorder or disease Is Stress-urinary incontinence.
112 {4-Chloro-2-(4-fluoro-1H-indol-3-ylsulfanyl}-benzyl]-methyi-amine
113 {4-Chioro-2-(7-fluoro-1H-indol-3-ylsulfanyl)-benzyl}-methyl-amine
114 [4-Chloro-2-(7-ethyl- 1 H-indol-3-ylsulfanyh-benzyi]-methyl-amine
115 [4-Chloro-2-(5-methoxy-4-methyl-1H-indol-3-yisuifanyl Fbenzyl-methyl-
amine

116 i4-Chloro-2-(5-methoxy- 1 H-indol-3-ylsulfanyl)-benzy!]-methyl-amine

118 [4-Chloro-2-(7-methoxy-1H-indol-3-vlsuHanyl}-benzyl}-methyl-amine
119 i4-Chloro-2-(4-methoxy-1H-indol-3-ylsulfanyh-benzyt|-methyl-amine
120 [4-Chloro-2-(5-chloro-1H-indol-3-yisulfanyh-benzyl]-methyl-amine

122 [4-Chloro-2-(4-chiore-1H-indol-3-ylsulfanyl)-benzyii-methyl-amine

123 [4-Chloro-2-(7-chioro-1H-indol-3-ylsulfanyl}-benzyi}-methyl-amine

124 {4-Chloro-2-(1H-indol-3 —ylsulfanyl}benzy]]—methy]—amine

125 [4-Chloro-2-(1-methyl-1 H-indol-3-yisulfanyt)-benzyll-methyvl-amine

126 [4-Chloro-2-(3-methyl-1 H-indol-2-ylsulfanyl)-benzylj-methyl-amine

127 f4-Chloro-2-(5-fluoro-2~-methyl- 1 H-indol-3-yisulfanyb)-benzyl]-methyl-amine
128 2-(5-Fluoro-1H-mdol-3-yisulfanyl}-benzylamine

129 [2-(5-Finoro-4-methoxy-1H-indol-3-yisulfanyl)-benzyl]-methyl-amine

130 [2-(4,5-Diflnoro-1H-indol-3-yIsulfanyl)-benzyl}-methyl-amine

132 3-(2-Methylaminomethyi-phenylsulfanyl}-1H-indol-4-ol
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136 i2-(4-Chloro-1H-indol-3-ylsulfanyl}-5-methyl-benzylj-methyl-amine
137 [2-(1 H-Indol-3-ylIsulfanyl)-benzyl]-methyl-amine
138 [2-(1H-Indol-4-ylsulfanyl}-benzyl}-methyl-amine
139 i 2-( 1H-Indol-6-ylsulfanyl)-benzyl]-methyl-amine
140 [2-(1H-Indol-7~visulfanyl)-benzyl]-methyl-amine

as the free base or a salt thereof.

7. A pharmaceutical composition comprising a compound according to any one of

claims 1-2 and at least one pharmaceutically acceptable carrier or diluent.

8 A pharmaceutical composition according to claim 7 for use in the inhibition of

the serotonin transporter.

9. A pharmaceutical composition according to claim 8 for use in the treatment of a

disease or disorder wherein a serotonin reuptake inhibitor is beneficial.

10. A pharmaceutical composition according to claim 7 for use in the inhibition of the

serotonin and noradrenaline transporters.

11. A pharmaceutical composition according to claim 10 for use in the treatment of a

disease or disorder, wherein a combined serotonin and norepinephrine reuptake
inhibitor 1s beneficial.

12, A pharmaceutical composition according to claim 7 for use in the inhibition of

the serofonin, noradrenaline and dopamine transporters.

13. A pharmaceutical composition according to claim 12 for use in the treatment of a
disease or disorder, wherein a combined serotonin, norepinephrine and

dopamine reuptake inhibitor is beneficial.

14. A pharmaceutical composition according to any one of claims 9, 11 and 13,

wherein said disorder or disease 1s an affective disorder.



85
15. A pharmaceutical composition according to claim 14, 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.

16. A pharmaceutical composition according to claim 14, wherein the affective
disorder is an anxiety disorder such as general anxiety disorder, social anxiety
disorder, post traumatic stress disorder, obsessive compulsive disorder, panic

disorder, panic attacks, specific phobias, social phobia and agoraphobia.

17. A pharmaceutical composition according to any one of claims 11 and 13,
wherein said disorder or disease is a pain disorder such as fibromyalgia
syndrome, overall pain, back pain, shoulder pain, headache as well as pain while

awake and during daily activities.

18. A pharmaceutical composition according to any one of claims 11 and 13,

wherein said disorder or disease is attention deficit hyperactivity disorder.

19. A pharmaceutical composition according to any one of claims 11 and 13,

wherein said disorder or disease is stress urinary incontinence.



