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NOVEL 8- SULFONYL-3 AM NOSUBSTI TUTED CHROVAN OR

TETRAHYDRONAPHTALENE DERI VATI VES MODULATI NG THE 5HT6
wBEBGKARERsFI ELD OF THE | NVENTI ON The present i RPCESER@®B/000592

rel ates to new conmpounds, to pharnaceuti cal

formul ati ons containing said conpounds and to the use

of said conpounds in therapy. The present invention

NO%H g‘h EﬁLﬂO‘ﬁ&ﬁéﬁ?&Mhﬁ)S%Qfﬁ%%Eﬁ (%1%51}1&1\’” Br pfﬁﬁﬂﬁ%bﬁﬁmﬁmENE

nterme

pr epar ati 8ﬁR¥WF@?ﬁ MOPRAREOIND TF TF@EPNQ@I\H'I ON

FIEIg‘Er \?’E F@quy tryptam ne) (5-HT) receptors play
an |nportan i n many physi ol ogi cal and

pat hol ogi cal functions |ike anxiety, sleep regulation,

aggressi on, feeding and de sion. The 5- re tors
Thegiehen By PTstCadLes i BUGRBHPOLS. BaUpanauEH HOH PPgeq
coniaml HT% Shd @&nﬁdmﬁ@ 'élt@(ﬁ‘jio e e 6EGRPEMpotBE ABSrapy. The H_Ipresent

fferent pr oper ties. The 5
mvemeoe ferther irglatam X procdseasrfdr the préparagontof aaldwemcusdwétt@ m

am.n situ r|d zation studies it is known
1nte§rHC$2‘tFT‘@se'5lnlth€6er%ac?%tb? &‘qeﬂ rat brain is localized in
areas like striatum nucleus accunbens, ol factory

tubercl e and hi ppocanpal formation (Ward et al.,
Neur osci ence, 64, p 1105-1111, 1995). Scientific

W ﬁ@{lgﬁ tenti al therapeutic use for
BA&ﬁ?uiffa ors f f% morecept or, especially with
regard to various CNS di sorders. Bl ocking 5-HT6

receptor function has b shown o enhance
Ser@ﬁ@mﬂﬁéwawwwa%ﬂm&ﬁﬁ% ?@éﬁ&tpw Bt angjmpogtantyrole in many

phy%@ﬁf%@g% }%a% Io%géél)%lﬂéfb%s 1ikO Wiet QOB reBllafbn, hgMRekion, feeding

and depression. The 5-HT receptors are distributed throughout the body and can be divided
into seven different 5-HT receptor subtypes, i.e. 5-HT1 — 5-HT7, with different properties.
The 5-HT6 receptor is mostly found in the central nervous system (CNS). From in situ
hybn'dization studies it is known that the 5-HT6 receptor in rat brain is localized in areas
like striatum, nucleus accumbens, olfactory tubercle and hippocampal formation (Ward et

al., Neuroscience, 64, p 1105-1111, 1995).

Scientific research has revealed a potential therapeutic use for modulators of the 5-HT6
receptor, especially with regard to various CNS disorders. Blocking 5-HT6 receptor
function has been shown to enhance cholinergic transmission (Bentley et al, BrJ
Pharmacol 126: 1537-1542, 1999; Riemer et al J Med Chem 46, 1273-1276). 5-HT6
antagonist have also been shown to reverse cognitive deficits in in vivo cognition models
induced by the muscarinic antagonist scopolamine (Woolley et al. Phychopharmacolgy,

170, 358-367, 2003; Foley et al. Neuropsychopharmacology, 29 93-100, 2004)

Studies have shown that 5-HT6 antagonists increase levels of glutamate and aspartate in
the frontal cortex and dorsal hippocampus as well as acetylcholine in the frontal cortex.
These neurochemicals are known to be involved in memory and cognition (Dawson et al.,
Neuropsychopharmacology., 25(5), p 662-668, 2001) (Gerard et al., Brain Res., 746, p
207-219, 1997) (Riemer et al J Med Chem 46(7), p 1273-1276, 2003).
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ant agoni st have al so been shown to reverse cognitive

deficits in in vivo cognition nodels induced by the
wous@anea3Bc ant agoni st scopol am ne (Wol | ey et Pair/SE2006/000592

Phychophar macol gy, 170, 358-367, 2003; Foley et al.

Neur opsychophar nacol ogy, 29193 100, 2004) Studies have

shown that 5-HT6 antagonists’increase |evels of

glutamate and aspartate in the frontal cortex and

e S KR T
in thW@Atiesk dfito é)ﬁlsﬁﬂﬁlrscﬁlgﬂ lad AP hefBS@GeA8E. 6 antagonists
Neur opsychophar macol ogy., 25(5), p 662- 668 2 01)

may tb@reéﬁr@ t@tusaql in thlrtxaatmeaégf cognite disopdets.219, 1997)

sty S & st tniLnTReMag8h{ ingRodsR 5% RE G aapampige and

norhdreedlme of th%&ﬁédihlcﬂ’l}éﬂr(blﬁﬂ doftek (BactdiR epmd s%azsé@? Ci5l80164h§004)
treatnment of cognitive disorders such as zhei mer

In %ﬂ%@as%%fmt%w@g@mﬁ@ ﬂ’é"fﬁ@%ﬁﬂtsh@we foineptore p@mnance in the

S, .Stu v
ot S Bk e M P BB B L B R ARG 7005
Theoéforko pHiT B g ardd afeoer;@dmeanaj lbd’lﬁefu‘l ifi i treatthédt op aisbidest! vihere
corte Lacroi x et al, Synapse 51, 158-164, 2004). In
COZRHYP @P%éits ae rlrf@twsc%lﬁh 8t s%c&@mast%evw antislsaressAnénd atypical

antlg)%/chgﬁ’és%ﬁd Rembar ttBEB hid 1I11§§‘ 1‘(? %e?%éfﬂéan&

Hat cher et a arnaco ogy
aCtlzml@SIROtlT letalefloPlegrnd Ekp' 1 helrmud,s%& 4@ P21, 694; Sldight et al., Exp.

OnfEFi Pyl 1 1A D90 sh 2 ST BB .
1996{&1&3%‘&@&%&5&% $. Badmalor P 24lp $6L4625 YOS HmmoRienSL. tHit. 7.

HT6 receptor and this nay be'a factor in their

Phagpegol) B2 106210566 B®98).Roth et al., J . Pharm Exp.
Ther apeut., 268, 1402-1420, 1994; Sl ei ght et al., Exp.
Opi n. Ther . Patents, 8, 1217-1224, 1998; Kohen et a

Steah et al\le(leQh @61 127 Pf-bc4 Su%ﬁemér&gl@'lPsi 95io9 hiveeesbed the
pote&pal usBloi'f - Fi_f{]ﬁg nn%%g{ators in the tr%atrr?e(rslt ng gpllel%sgyg%—H’lgg ;Jerczgtgrseﬁave also
been linked to generalized stress and anxiety states (Yoshioka et al., Life Sciences, 62,
17/18, p 1473-1477, 1998). 5-HT6 agonists have been shown to elevate levels of GABA in
brain regions associated with anxiety and shown positive effects in models predictive of
obsessive-compulsive disorder (Schechter et al. NeuroRx. 2005 October; 2(4): 590-61 1.
The use of modulators for this receptor is therefore expected for a wide range of CNS
disorders.

Pullagurla et al (Pharmacol Biochem Behav. 78(2):263-8, 2004) have described the
potential use of 5-HT6 antagonists in disorders were the dopamine transmission is affected,
for example a combination between a 5-HT6 antagonist and a dopamine enhancer for
example levodopa/carbidopa or amantidine would be expected to have a advantages
compared to a dopamine enhancer alone.

Moreover, a reduction in food intake in rats has been reported using 5-HT6 receptor

modulators (Bentley et al., Br. J. Pharmacol. Suppl. 126, P66, 1999; Bentley et al. J.
Psychopharmacol. Supl. A64, 255, 1997; Pendharkar et al Society for Neuroscience,
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(Brit. J . Pharnmacol. 127 Proc. Supplenent 13 | P,
wh208)126m38e descri bed the potential use of 5-HPET/SE2006/000592

nodul ators in the treatnent of epilepsy. 5-HT6

receptors have al so been Iigked to generalized stress

and anxiety states (Yoshioka et al., Life Sciences,

62, 17/18, p 1473-1477, 1998). 5-HT6 agoni sts have

e own to el evate |evels of A in _brain regions .

2003% S tifegapw Podalaiore mpy AMaCTOFOAPP Possefylve thertreapentiof feeding
: ; piotd f | VSi150aPMhs ol .
O R S R PR Y B TRIE Y Y6 55 WL dibetes

590-611). The use of nodul ators for this receptor is

t herefore expected for. a w de range of . di sorders,
ThegbieEgtInF RRsET I oneia s Vi GEREASS fEQibiting & modulating
activik #)the §3y8rox3Q ¥ i : iRl
A d S e her b T e o of iprlent
invengign saveseicelent selagti it and activity fox dhepiiETGureceptbi.nat i on

bet ween a 5-HT6 ant agoni st and a dopam ne enhancer for

exanpl e | evodopa/ car bi dopa or amanti di ne woul d be

expected to have a advantages conpared to a dopam ne

enhancer_ al one. Miyreover, a reduction in food intake
DETALED DESSRIBEHONCQRTHEIANVENROX . HT6 recept or

nodul ators (Bentley et al., Br. J . Pharmacol. Suppl

126, P66, 1999; Bentley et al. J . Psychopharmacol .
TheSbjzct ofABd pred&it, ind@®idn iPenptdddk esmpdunak eSabiteby rhedulating

.Neur osc] e, 2005). 5-HT6 receptor nodul ators may
zmn?ﬂéﬁéﬁ%$§?§W§€pﬁﬁ'useful in the treatnment of feeding

di sorders |ike anorexia, obesity, bulima and simlar

di sorders and al so type 2 di abetes. The object of the
Thepressetrinvéntipaproddes compoupdsonfifdendedpounds exhi biting a

nmodul ating gctivity at the 5-hydroxy-tryptamne 6

recg£pﬁf*«E%Mﬁ). The conpounds of the present

!
0=§=0

RY Q
R1 0
R N’R4
]
R3 R5
4y
wherein:

P is Cs.10arylCo.salkyl, Cs.i1heteroarylCy galkyl, Cs.7scycloalkylCy.alkyl, Cs.
7heterocycloalkylCy. galkyl or Cy.jpalkyl;

R'is hydrogen, hydroxy, halogen, Ci.ialkyl, Cz.10alkenyl, Cy.jpalkynyl, Cy_jpalkoxy,
NR™),, Cs.10arylCo.galkyl, Cs.gheteroarylCo.salkyl, C; shaloalkyl, Cy.ghaloalkylO, R7OC,.
salkyl, cyano, SR’, R’S0,Cq.¢alkyl, SOR’, R7"CON(R®)Cy.alkyl, NR®SO,R, COR’,
COOR’, OSO,R’, (R¥),NCOC,salkyl, SONR?),, NR}CON(R?), NO, or oxo;
nis0,1,2,3 or4;

X is a single bond, O, C1.3alkyl or NR®, or X is Nin a Cs.ioheteroaryl;

Qis CHor O;
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i nvention have excellent selectivity and activity for

the 5HT6 receptor. DETAILED DESCRI PTI ON OF THE
wOMiEN2693Bl The obj ect of the present inventi onPCE/SED006/000592

provi de conmpounds exhibiting a nodulating activity at

the 5HT6 receptor. The presepnt invention provides

conpounds of fornmula |I wherefin: Pis

C6- loaryl Co- 6al kyl , Cb5. p heteroaryICb 6a|ky|

R S s e S e st sty

N(m%ibzoqgn,my@oﬁ @51 6het%al' @bé&ﬁﬂxl 6@3&%@} ’tyl%}{éloalkylo R70C,.
C1- 10al ko |l o_ar
salled. sjane, esfl%a$9lz S ka )@@Réiﬁﬁbé&»%& COR7 COOR’, OSO.R’,

R7000- 6al ky! SR7,
cogﬂl(g%@bg@g#{d ? SORY?, R7?:O\I{R 8;: gngal kyl, NR8SCRRY,
R’ @Cﬂ%og%m%m@ﬁhl@% a0 R&H&N@QQ%@@M Wy, meﬁ*@ﬂ‘)‘ﬁ F@Zﬁ))aﬁkoxy,

2|\moroxo nis

Nﬂ?a % é) jo&Fy kybcs@metewaw@ @}kmp@ 6h911031)k}’1 §1nshalﬁalby10 R'0C,.

.ﬁa%%%“@ e S N G0Re S GERC g e B85

COBIRIpa rROEN(RMRp )2 C6- 10ar yl CO- 6al kyl ,

Crhefero ea 1- 6hal oal kyl , Cl 6hal oal kyl O
R S e Gargted mopenent s 13epesn. QoA @ redgipetists Crsalkenyl,
C,. M dal6, C Gk 8872

Zﬂ%ﬁ@??}ﬁ;dr oge(r% hydr%)axy, E%ngegggr&é?(% ngl%' Mﬁy be
sub@u@d&yw@nw mogR giovapb kelenpéd inGipeb@entkyolcgm th(d@ep, l’)yﬂroxyl cyano

| Co- 6al kyl, Cs-eheteroaryl Co-eal kyl,
ang 158%%%33rky| Cl- 6hal oal kyl O, R7OCD-

R* and R® form together a Csheterocycloalkyl, and may be substituted by one or more

groups selected independently from hydrogen, halogen, Cy.¢alkyl, C.shaloalkyl, COR?,

ORIZ, SOZR”, SOzN(R”)g, Cs_garyl, Cs.gheteroaryl, cyano, and oxo substituted on Bory

position;

R%is hydrogen, Cy.salkyl, Cs.¢cycloakyl, R7OC1-6a1kyl, Ci.ghaloalkyl, Cy¢cyanoalkyl,

(RM),NCOCy.¢alkyl or R*S0,Cy salkyl;

R’ is Ci.10alkyl, Cs.10arylCo.salkyl, Cs.gheteroarylCo.salkyl, Cs.scycloalkylCy.galkyl or C;.

ghaloalkyl;

R¥is hydrogen, C;.jpalkyl, Ci.ghaloalkyl, CsscycloalkylCo.galkyl, Cg.g0arylCo.salkyl or Cs.

cheteroarylCy.alkyl, or

R’ and R® form together a Cs_gheteroaryl or C;.7heterocycloalkyl,
whereby any aryl and heteroaryl under R’ R” and R® may be substituted by one or more
groups selected independently from hydrogen, halogen, hydroxy, C;.¢haloalkyl, cyano,
OR™, Cy.alkyl, oxo, SR!, CON(R™),, N(R'')COR'?, SO,R'%, SOR'2, N(R!), and
COR';

R’ is hydrogen, halogen, hydroxy, Cy.¢alkoxy, C).chaloalkoxy, Cyshaloalkyl, C.salkyl or

COR™;

R js hydrogen, Ci.¢alkyl, Ci.¢alkoxy or Cjghaloalkyl;

Ris hydrogen, C.¢alkyl or Cj_haloalkyl; and

R'?is Cy.¢alkyl or Cy ghaloalkyl, or
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6al kyl , cyano, SR7, SO2R7, SOR7, N(R 8) COR7,
N( R8) SO2R7, COR7, COOR7, OSQ2R7, CON(R 8)2 or

weCRN(1IR8B2; R4 and R5 are sel ected i ndependent PgTSEZIW5/000592
hydr ogen, C1-5al kyl, Q shal oal kyl, C2-5al kenyl,
C2- 5al kynyl, C3-6cycl oal kyl ,5 C5-6aryl C 1-2al kyl and
C5-6heteroaryl C 1-2al kyl, and may be substituted by
one or nore groups sel ected independently from

R B0 A AP Gl Y S

ma§‘7 [bb Stﬂbdtmltedi bPyn©BEmMOre grons sgreowﬂﬁn@bﬁd&lﬂgi from hydrogen, halogen,
I ndependent |y froma_ir:gglr ogen, hal o ep Cl- 6al kyl

hyd@rox g iexprm CaypplkylcORsalbox yanre S 1-shelp S2N(R n )2

cyano, and 0X0 substituted
o %ﬁs’gﬁg\%ﬁkegs ogggﬁtgtl%g%&gggﬂlegﬁhydr ogen, Cl-6alkyl,

C3-6¢cycl oakyl , R7QC1-6al kyl, Q ehal oal kyl

AnRt-}le? g%%) 1%%5%}‘ thé i) e%tgg%qg lg%%lpp dsR%%ormu al w%ere n:’

wheriphet er oar yl Co 6al kyl , C3 7cycl oal kyl C 0- 6al kyl or
Cl- 6haloalkyl; R8 is hydr ogen, Qi oal kyl,
P iQC8 atyt@d-Jaikyl, @aalva@qromwolayﬂk@oolﬁéd ey¢loalkylCosalkyl;

© SRR s R G o

ni§®-17hejgr ocycl oal kyl , whereby any aryl and heteroaryl
under Rl, R7 and R8 may be substituted by one or nore

Xigrsinste @@%&@M"E@@&ﬁa@mﬂ §s-plheseFORYEr ogen, hal ogen,

Cl- 6hal oal kyl, cyano, OR12 , Cl-6al kyl, oxo,
QIEXFL&{%XMCO\KR p )2, N(R n )COR 12, SO2R12, SCOR12, N(R n

R*Yhy@linsken or halogen;

R?is hydrogen, Cj.jpalkyl or Cy.jpalkoxy;

R* and R’ are selected independently from hydrogen, C;_salkyl and C1 shaloalkyl, or
R* and R’ form to gether a Cssheterocycloalkyl, and may be substituted by one or more
groups selected independently from hydrogen, Cs.garyl and Cs.gheteroaryl;

R®is hydrogen or Cy.¢cyanoalkyl;

R is Cy.j0alkyl or Cs.cycloalkylCoalkyl;

R’ is hydrogen; and

R s hydrogen;

or salts, solvates or solvated salts thereof.

In a further embodiment of the invention P is phenyl or naphtyl.

In yet another embodiment of the invention P is pyridinyl, pyrimidyl, quinoline, iso-
quinoline, cyclohexyl or 1,2-methylenedioxybenzene.

The invention also relates to compounds of formula I wherein P is tetraline, chromane or
indane.

In another embodiment of the invention P is substituted with 0, 1, 2, 3 or 4 groups Rl,
wherein the number of R' substituents is designated by the term n. In another embodiment

of the inventionn is 0, 1 or 2.
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COR 12 ; RO is hydrogen, hal ogen, hydroxy, Cl-6al koxy,

Q ehal oal koxy, Cl-6hal oal kyl, C alky] or COR12 ; R10
wooteyidésgen, Cl-6al kyl, d*al koxy or Cl-6hal oalPkyISE20(84/000592

1 is hydrogen, d.ealkyl or Cl-6hal oal kyl; and R12 is

Cl1- 6al kyl or C1-6hal oal kyl 6orRll and R12 form

toget her a C3-7cycl oal kyl or  C*heterocycl oal kyl ,

whereby R11 and R12 may be substituted by one or nore

RSB A SEEN od R Bl T

subSikn i AhBAMHL sarlé oS@fnt. SOl vates or sol vated salts
t hereof.” s Anot her enbodi nent of the invention rel ates

to conmpounds of fornmula | wherein: wherein: Pis

In a@ﬁ%égr;apr bloo 1}3%"’%'(9%3(1'%5{1@%}11;{%%%1'?@ gﬁ%:ggcg gﬁl%qu]k;ﬂqggcré rl?’romo, methoxy,
eth(ﬁ:y-o'k%ﬂf(ﬁ)yy, Cl- 6hal oal kyl or R OCO-6al kyl; o n is O,

1, 2 or 3; X isla singile bond, Oor NR6, or X is Nin‘
In agothst q;gb@cilme@ta]ﬁyqs;cl@a galky a5/Cighalpakyl®. Ay setoegethepembodiment

R e gL AL BB B,

triflQvvalckhdx yardysass hal oal kyl , or

In one embodiment of the invention R? is methyl, ethyl, methoxy, ethoxy or propoxy. In
another embodiment R is hydrogen, halogen, Cy.ghaloalkyl or Cy_ghaloalkylO. In yet
another embodiment R? is fluoromethyl, difluoromethyl, trifluoromethyl, fluoromethoxy,

difluoromethoxy or trifluoromethoxy .

In a further embodiment X is NR® or O. In yet a further embodiment X is N in a Cg.
1zheteroaryl. In one embodiment X is N in an indol, indoline, tetrahydroquinoline,

tetrahydroisoquinoline, benzoxazepine, isoindoline, pyrrole, oxindole or benzazepine.

In one embodiment of the invention R* and R are selected independently from C;.zalkyl
and Cj.zhaloalkyl. In another embodiment R* and R’ are selected independently from
hydrogen, methyl, ethyl, i-propyl, n-propyl and fluoroethyl.

In a further embodiment R* and R’ form together a Cs_gheterocycloalkyl ring. In yet a
further embodiment R* and R® form together a pyrrolidine.

In another embodiment R* and R® form together morpholine, aminolactam optionally
substituted on the lactam nitrogen or N-substuted piperazine, whereby the substituent on
the piperazine nitrogen may be selected independently from hydrogen, Cy.galkyl, Cs.garyl,
Cs.gheteroaryl, COR'?, SO,R'? and SO,NR')),.

In one embodiment R® is hydrogen, C,.¢ alkyl or Cy.¢cyanoalkyl. In a further embodiment

RCis hydrogen, methyl, cyanomethy! or fluoroethyl.
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R4 and R5 formtogether a Cs“heterocycloal kyl, and may

be substituted by one or nore groups sel ected
wonoepessent |y from hydrogen, Cs-6aryl and PCT/SE2006/000592

Cs-gheteroaryl; R6 is hydrogen or Cl-6cyanoal kyl; R7

is G-10al kyl or C3-7cycl oalkyl Co-4alkyl; O R9 is

hydr ogen; and R10 is hydrogen; or salts, solvates or

sol vat ed salts thereof. In a further enbodi nent of the

An(é g 0 l:lg% r1]rtne%t osf t]ﬁeh{%l{}%vé rlef%lﬁeg E,5 B&lndg sé’igétec?ﬂghlht%e g,ycfup

cor@}gtlﬂg)bf ne, isoquinoline, cycl ohexyl or
- et hyl enedi oxybenzene. The .invention alsq rel ates

<6Sr)@l-6%%baﬁagnﬁhormhﬁwl&6r(dméhbéPlﬁnrﬂ)r AmetBpx ¥Pi0n 6 8-

d canot her enbodi nent of the
tetrgﬁﬁg%ﬁg%h%knkq %s?ﬁj{huf ed with 0, 1, 2, 3 or 4 groups
(6SRb-(Dimethst anifo}-henaihoryeN-phen 315,60 Bsteirbueindrmphthalene-1-

desi gnated by the termn. In another enbodiment of the
sulfoRy@itS on n is 0, 1 or 2.Wiere P is substituted by

(63@ ?u% 518018RE2 Rlet Herhll) 6 %dlhﬁt%nﬂﬂgﬁﬁ%&%}k@ 8l7,4-he

stituent may same or different. I'n
tetrhydrbreaphthatemdi lnsrifoneidehe i nvention Rl is hydrogen

| or.o, .fluoro ono, t t ho
(oshofiBBap A R Beay - iaeBarigro. oS haphdtene 1
sulﬂﬁlaﬁﬁiekyl O In yet another enbodinent Rl is
fluoromet hyl, difluoronethyl, trifluoronethyl

(GH)Jrﬁj@mrmhﬁmyio)-&rmq:tb@xwh@h@gyl}ﬁ 6,7,8 tetrahydrona%i)hthalene 1-

sulfonamide,
(6R)-6-(Dimethylamino)-N-(3-fluorophenyl)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide,

‘ (6R)-N-(5-Chloro-2-methoxyphenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3,5-Dichlorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3-Chloro-4-fluorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-6-(Dimethylamino)-N-(6-fluoropyridin-3-yl)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-6-(Dimethylamino)-4-methoxy-N-[(2S)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-
y1]-5,6,7,8-tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3,5-Dichlorophenyl)-6-[isopropyl(methyl)amino]-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(5-Chloro-2-methoxyphenyl)-4-methoxy-6-pyrrolidin-1-y1-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3,5-Dichlorophenyl)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalene-
1-sulfonamide,

(6S)-N-(3-Chloro-4-fluorophenyl)-4-methoxy-6-morpholin-4-yl-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide,
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trifluoronmethoxy or cyano. In one enbodi nent of the
invention R3 is nethyl, ethyl, nethoxy, ethoxy or

wonrepozye3sl N anot her enbodi ment R3 i s hydr ogenPCT/SE2006/000592
hal ogen, - hal oal kyl or Cl-6hal oal kyl O. In yet another

enbodi ment R3 is fluoronethyl, difluoronethyl,
trifluoronethyl, fluoronethoxy, difl uoromethoxy or
trifluoromethoxy . In a further enbodinment X is NR6 or

(oS AE grimeiy oo SN HERe. - ey i Bty L-sotonamicde,
(6Sjt;GLQDEﬂlélﬁylahﬁﬁd)aﬁﬁh@ﬂ@ﬁyjmﬁbﬁﬂxﬁﬁnﬂeﬂ[ﬁ&yQt@irﬁwm@hihﬁ&ne-1-

enzoxazepi ne, isoindoline, pyrrole, oxindole or
sulfoeamaideepi ne. 1 n one enbodi nent of the invention R4 and

o AT GRS OA N S -

sulfs@drgigbed i ndependently from hydrogen, nethyl, ethyl,

i -propyl, n-propyl and _fl uorgethyl In a further
(63bﬁggﬂg%@ﬁkaﬂmgp)éﬁémﬂgxyﬁﬁpmb&%75,@7,8-tetrahyc{ronaphthalene—1-

Sul@mgterocycl oal kyl ring. In yet a further enbodi nent
and’ R5 formtogether a pyrrolidine. In another

4-Metiog-6vpnitrolRén-d nd- 3357 Bete raltyolge n yghthaterephetlifords acid 3,4-dichloro-
am nol actam optionally substituted on the | actam
phepykestsfen or N-substuted pi perazine, whereby the

5-(8 YOS IHykHE M1 Qi dEinRIPRN AT B-MbihbREE 2, STBYe b yaR)-fiphtfhlen-2-
[ (?’ng%{o ndent Ilsﬂlfuromnhydrogez],7 Cl- 6afa%yi, C5?6aryyl,
yl]-dBadhgtamioar vl | , SC2R12 and S2N(Rn )2. In one

COR12
oS RLBERRL SR AR S pppeonotne 1

sulfoMgnegen, nethyl, cyanonethyl or fluoroethyl. Anot her
enbodi nent of the invention relates to coppounds

(6S31-EcEhlpra-f-dlorephenylydpnetbasy-8 yHgligin-1-y1-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(5-chloro-2-methoxyphenyl)-N-(cyanomethyl)-4-methoxy-6-pyrrolidin-1-yl-
5,6,7,8-tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(4-chlorophenyl)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide,

(6S)-4-methoxy-6-pyrrolidin-1-yl-N-[3-(trifluoromethyl)phenyl]-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-4-methoxy-N-phenyl-6-pyrrolidin-1-y1-5,6,7,8-tetrahydronaphthalene-1-sulfonamide,
(68)-6-[(2—ﬂuoroethyl)arr1ino]-4-methoxy-N—phenyl-5,6,7,8—tetrahydronaphthalene-1-
sulfonamide,
(25)-5-(2,3-dihydro-1H-indol-1-ylsulfonyl)-8-methoxy-N,N-dimethyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
(6S)-N-(5-chloro-2-methoxyphenyl)-4-methoxy-6-(methylamino)-5,6,7,3-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(4-chlorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide,
2-{[(6S)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-yl]sulfonyl}-1,2,3,4-

tetrahydroisoquinoline-7-carbonitrile,
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(6S) - N- (5-Cnhl oro- 2- net hoxyphenyl ) - 6- (di et hyl am no) - 4-

nmet hoxy-5, 6, 7, 8- tetrahydronapht hal ene- 1-sul f onam de,
wO0@a8)6r186930I net hyl am no) - 4- met hoxy- N- phenyl - 5, 6 PETRELE®6/000592

ahydr onapht hal ene-| sul f onami de,

(6S)-N-(3,5-D chl oro- 2- net hgxyphenyl) 6- (di met hyl am no
) - 4- met hoxy- 5, 6, 7, 8-

t et rahydr onapht hal ene- 1- sul f onam de,

(6S)(61§I7S()4_g:?11c§9]? E— -Jl%g nogﬁ g[-@g\gol{dlghu ?Tyg-ﬁgiﬁ' g-légtfa%yﬁ%tn%’ﬁ%élgne-l-

sulf&ﬁa'f%\ 6- (D met hyl am nO) 4- met hoxy- N-phenyl -5, 6, 7, 8-tetr
r onapht hal ene- | sul f onani de,

(6SX EF{)3 %dwmom@mwlhmm@ow@ pypplidindprenh§i7)8-tetabydigngphihalene-
- u? mN{ et rahydr onapht hal ene- | sul f onam de,
S @ﬁ? S 5- Chi or o- 2- met hoxyphenyl ) - 6- (di net hyl ani no) - 4-

(6Sﬁﬁtg3%&1ﬂﬁoﬁ)pﬂe&rl) 1. ghdtiadiyd6-prasidihal Anke 7;sswtrbloydronaphthalene-1-
N- (3, 5- Di chl orophenyl ) - 6- (di net hyl ami no) - 4- met hox
sulfonagnige,7, 8- t et r ahydr onapht hal ene- 1-sul f onanm de,

(68)(35@ %}I\hérg%%&gz 1&6 r(gﬁg%ﬂgnap halflagt&}lgk 62%?? g]ng(r)n) di "

tetrz(r@aimﬁplﬁtﬂhleﬁé {mstﬂrigi?ﬁﬂ%%igrl\l;(6 fl uoropyridi Inf 3-yl)-4-neth
- te

(6S L6ty NS 6 7 Baey gt Botepe4-

sulfo Tléhgget r ahydr onapht hal en- 2-
B, 7, 8-t et rahydr onapht hal ene- 1| - sul f onani de,

(6SI Bs), 3Ne(lﬂmﬁeﬁléhﬁe#—mpﬂ@ny@p}@?qhdsebfy&.)éﬁ T-Réetrapyfeanaplhalenc-
‘14 met(g:\gxy 5, 6, - tetrahydronapht hal ene-
1-suffapgmidiani de,

(6S)-N—(5-chloro-2-methoxyphenyl)—6—[(2-ﬂuoroethy1)amino]-4—methoxy—5,6,7,8-
tetrahydronaphthalene- 1-sulfonamide,

(6S)-N-(5-chloro-2-methoxyphenyl)-6-[ (2-fluoroethyl)(methyl)amino]-4-methoxy-5,6,7,8-
tetrahydronaphthalene- 1-sulfonamide,
(6S)-4-methoxy-6-(methylamino)-N-[4-(trifluoromethyl)phenyl]-5,6,7,8-
tetrahydronaphthalene- 1-sulfonamide,
(6S)-N-(4-chlorophenyl)-4-methoxy-N-methyl-6-(methylamino)-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(2S)-5-(1H-indol-1-ylsulfonyl)-8-methoxy-N-methyl-1,2,3,4-tetrahydronaphthalen-2-
amine,

(28)-5—[(5—chloro-lH—indol-1-yl)sulfonyl]-8-methoxy—N—methy1—1,2,3,4—
tetrahydronaphthalen-2-amine,

(28)-8-methoxy-N-methyl-5-{ [6-(trifluoromethyl)-1H-indol-1-yl]sulfonyl }-1 ,2,3,4~
tetrahydronaphthalen-2-amine,
1-{[(6S)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalen-1-yljsulfonyl }-1H-
indole-6-carbonitrile,
(28)-5-[(7-fluoro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
(2S)-5-[(4-fluoro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
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(6S) - N-(5-Chl oro- 2- met hoxyphenyl ) - 4- net hoxy-6-pyrrolid

in-1-yl-56,7,8- tetrahydronaphthal ene- 1-sulfonam de,
wO0a8)e 1938, 5- Di chl or ophenyl ) - 4- met hoxy- 6- pyr r olPCWiSE20406/400592

| -5,6,7,8-tetrahydronapht hal ene- 1-sul fonam de,

(6S)-N-(3-Chl oro-4-fluor ophem/l ) - 4- met hoxy- 6- nor phol i n

-4-yl-5,6,7,8- tetrahydronapnt hal ene-

1- sul f onani de, (6S) - 4- Met hoxy- 6- (et hyl am no) - N- phenyl -

D, 1.8-1tetrahydronapht h ne- | -.sul am_d
S b e A B TSR S e 2241 -5, 6,
tetrzhﬁhbgaﬁhq{hy@ﬁmgﬂﬁg,hal ene- | sul f onam de,

68&{_{?- (Di et hyl am no) - 4- met hoxy- N-pyri din-2-yl-5,6,7,
(253 St BEh3ldiazatgihbHaindeleS-yisulforymabintthox y-N-methyl-1,2,3,4-

-6- (D et byl am no) - 4- met hoxy- N-qui nol i n-2-yl -5,6,7
tetx{a@;?%xgr?a ?ﬂqgﬂﬁi}g?lo%é%?%al ene- | sul f onam de,

(253-5MgT-ohikoyo-BHpint 6101 yBbul fond]yd-mBthoxy-N-methyl-1,2,3 4-
6, 7, 8-t et rahydr o- napht hal ene- 1-sul fonic acid

tetr’Sh}@_-rﬁ’iwdﬁFk@F phémjie. est er, [5- (3, 4- Di hydro-
(25 B apSgY RO 013 G B yirqlol2 - blpidine e il 234
tetrghyjdronapbthalen-2ainies, .

S): N | oh | -6-(di hyl ani -4- h -5,6,7, 8-
(6S§-gf(?dgﬂ§}5¥lg 2 %( SHE éy;ﬁ%@%h%ﬁ%ﬁﬂ,8[¥gttralr?y)fi)rlonaphthalene—1-
sulfo@fhid¥; ( 3- Chl or o- 4-f | uor ophenyl ) - 4- net hoxy- 6- pyrrol i di

n-1-yl-5,6,7, 8- tetrahydronaphthal ene- 1-sulfonam de,
(6S)-6<imeth Bawmin g Mbdqrimolin:dyyemgthox j-5(6 V.8 rtotmet yaydnaphthaene- 1 -

%§%Y6-pyrrolidin-l-yl-

Sul@,g : ,68-tet rahydronapht hal ene- 1-sul f onani de,

(63@51,sMyeﬁﬂotﬁiah@1t@9hsqmlﬁamylﬁfﬁfnb?&>&n&h&isﬁsJésw,@-m no) - 5, 6,
7, 8-t etrahydronapht hal ene-1 sul f onam de€,

tetrphygyonephibelens )l -wilfopamisie di n-1 -yl - N-[3- (tri f1 uor omet hyl

(25)-B1eNUibic21 B:p§riBlof2,3-blpyridin- 1-yl)sulfonyl]-8-methoxy-N,N-dimethyl-
1,2,3,4-tetrahydronaphthalen-2-amine,
(2S)-5-(1H-benzimidazol-1-ylsulfonyl)-8-methoxy-N,N-dimethyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
(6S)-N—(4—cyanophenyl)-4-methoxy-6—(methy1amino)—S,6,7,8-tetrahydronaphthalene—l-

sulfonamide, and
(65)-6-(methylamino)-N -[4-(trifluoromethyl)phenyl]-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide,

or salts, solvates or solvated salts thereof.

A further embodiment of the invention relates to compounds selected from the group
(3R)-N-(5-Chloro-2-methoxyphenyl)-3-(dimethylamino)-5-methoxychromane-8-
sulfonamide,

(B3R)-N -(5—Chloro—Z—methoxyphenyl)—3-(diethylarnino)—S-methoxychromane-S-
sulfonamide,

(BR)-N -(5-Chloro-2-rnethoxyphenyl)-3—(dipropylamino)-S-methoxychromane-8-

sulfonamide,
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t et rahydr onapht hal ene- 1-sul f onam de,
(6S) - 4- net hoxy- N- phenyl -6-pyrrolidin-1-yl-56,7,8-tetr
wahyaviasaspht hal ene- | - sul f onam de, PCT/SE2006/000592
(6S)-6-[(2-fluoroethyl)am no]-4-nmet hoxy-N phenyl -5,6,7
, 8-t etrahydr onapht hal ene- | SLillf onam de,
(28) 5-(2, 3-di hydro-I Hindol*I -yl sul fonyl) - 8- net hoxy- N
, N- di net hyI -1, 2, 3,4- tetrahydronapht hal en-2-am ne,

- hl or o- 2- met hoxyphenyl ) - 4- met hoxy- 6- (net hyl a
(3R§|$\}§L3%% 50-#;Tetheptphgmylip dheppthePyebdip: lsmi\éhmw
sulfgﬁaﬁ)ndgl-m chl or ophenyl ) - 6- (di net hyl am no) - 4- et hoxy 5,

6, 7, 8-t et rahydr onapht hal ene- | sul f onani de,

(3R2-1\{ [3( Gﬁ)oralrdrrfhtoln@hpnﬁ)-ﬁy(rdrmd:thyilammo){,ﬂ—mﬁt}ﬁxyctﬁememd-8hy dr
fonaﬁgt hal en-1-yl]sulfonyl}-1,2, 3, 4-

sul ydr oi soqui nol i ne-7-carbonitrile, (6S)-N(4-chloro

(GRRBEBChiofo- Efﬁ’hfé%@heﬁylﬁ’-)ﬁ[(‘i&btdﬁiymﬁlndﬂ 5-3nefhokyBhifoftahglRydr o

nap ht hal ene-| sulf onam d
SUIfG%WdN(S 4-di chl orophenyl ) - 4- met hoxy-6-pyrrolidin-I-y

RN ST A man PR e g et tromate 5

sulfbnzﬁnﬁe? 8-tetrahydronapht haI ene- | sul f onam de,

N-(5- chlororyr|d|n2 |')-6-(di net hyl am no)-4-nmeth
(3R§;J<‘§7 3Chloyo-4- qoé?ﬂ*@ﬁ%ﬁdﬁ@tbﬁ’éhé1péfﬁ@hdllh lsulohmmneoﬁesulfonarmde

(3R§5-;§1t5% %&H&r 3 g@g—{@ %y@%@?% él?éqicgfoﬂla%e)@su?fogm%ide

BRI-BE[3, wlqtﬁerbpmau)kfﬁn&khoﬁyﬂ —pﬂ“fdmhm X}&e}ﬁromynds-alsutfmﬁ&nhldy,
- 1-sul fonam de,

<3Rk éﬁ?lﬂg‘{lglateﬁit@?% r onaﬁ\gﬁl}] Hyppaeefeallonaiteet nyl ) am
(3R) quetﬁoﬂsewﬁfémmnz) R pieRl At Eme Rt A RRe -

(3R)—i\13~85 C}?lrg?oﬂ—fluorophenyl) 3- (dlmethylaxmno) 5-ethylchromane-8-sulfonamide,
(3R)-6-Chloro-N-phenyl-3-pyrrolidin-1-ylchromane-8-sulfonamide,
(3R)-N-(4-Chlorophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-[4-(trifluoromethyl)phenyl]chromane-8-sulfonamide,
(3R)-N-(3,4-Dichlorophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-[3-(trifluoromethyl)phenyl]chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-quinolin-2-ylchromane-8-sulfonamide,
(3R)-N-(3-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-N-(4-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-N-(4-Chlorophenyl)-3-(dimethylamino)-5-methox ychromane-8-sulfonamide,
(3R)-N-(3-Cyanophenyl)-3-(dimethylamino)-5-methox ychromane-8-sulfonamide, and
(3R)-N-(4-Cyanophenyl)-3-(dimethylamino)-5-methox ychromane-8-sulfonamide,

or salts, solvates or solvated salts thereof.

Listed below are definitions of various terms used in the specification and claims to

describe the present invention.

For the avoidance of doubt it is to be understood that where in this specification a group is

qualified by ‘hereinbefore defined’, ‘defined hereinbefore’ or ‘defined above’ the said
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(6S) - N- (5-chl oro- 2- met hoxyphenyl )-6-[(2-fluoroethyl)(m
et hyl ) am no] - 4- net hoxy-5, 6, 7, 8- tetrahydronapht hal ene-
wo-280sl 26938 de, PCT/SE2006/000592
(6S) - 4- met hoxy-6- (nmet hyl am no)-N-[4-(trifluoronethyl)p
henyl]-5,6,7, 8- tetrahydrong ?ht hal ene- 1-sul fonam de,
(6S5)-N(4- chI or ophenyl ) - 4- mét hoxy- N- net hyl - 6- (et hyl am
i no)-5,6,7,8- tetrahydronapht hal ene- 1-sul fonamn de,
éz%'s'éa'm”dt"" . d fi
£roup GRCORTRSSY e THS R HBIRR. 0 hEeadyt. dptiition ps el agggely Higl! of the
othélld%ﬁhﬁfbhgfor@h‘at@?o
5-1(5-chl oro- I H i ndol -1 -yl ) sul fonyl ] - 8- met hoxy- N

mst hyI -1,2,3,4- tetrahydronapht hal en-2-anmi ne, _
For{f¢ %@ﬁfﬁgg p%eggﬂ%@tq; o etk S hddh O LRARR Kb “EF nfthns o

carbéit %r@ﬁ‘;y H5anapht, Bak eno6 sdrboieatoms.
1- {1 (6S) - 4- net hoxy 6- (et hyl am no) -5, 6, 7, 8-t etrahydron
apht hal en- 1 yl'] sul fonyl } 1Hi ndol e- 6-carbonitrile,

i A BT

braﬁéh‘é)ﬁ -clﬁaib (aleyll etomupo ahdHemam (H»eJ bult al;el 3)0:1 llnlrrfltealdyb meBhyhptthid xy-piépyl, i-
met

-1,2,3,4- . :
Prop n%wgbaflobéﬂﬁe Ruivb D3t i pentyL SpeniyhaeeBsyy s prheayhg ipexyl
Th<=91)é¥m|(;;L 3ﬂ{g/gha\11n 1 o4 bBBY hiond¥ HB W b but ai dot limited to methyl,

tetr aptaenZamne

ethYlZS)pr@p}(l,ﬁkprplbym]rdarehoﬂyb[4 5-f]i ndol - 5-yl sul fonyl)-8-ne
t hoxy- N- net hyH, 2, 3, 4-

The term ‘Cy’ means a bond or does not exist. For example when “arylCopalkyl” is

equivalent with “aryl”, “C,alkylOCoalkyl” is equivalent with “C,alkylO”.

In this specification, unless stated otherwise, the term “alkenyl” includes both straight and
branched chain alkenyl groups. The term “Cs-salkenyl” having 2 to 6 carbon atoms and
one or two double bonds, may be, but is not limited to vinyl, allyl, propenyl, butenyl,
crotyl, pentenyl, or hexenyl, and a butenyl group may for example be buten-2-yl, buten-3-

yl or buten-4-yl.

In this specification, unless stated otherwise, the term “alkynyl” includes both straight and
branched chain alkynyl groups. The term “C,-¢alkynyl” having 2 to 6 carbon atoms and
one or two trippel bonds, may be, but is not limited to etynyl, propargyl, pentynyl or
hexynyl and a butynyl group may for example be butyn-3-yl or butyn-4-yl.

The term “alkoxy”, unless stated otherwise, refers to radicals of the general formula ~O-R,
wherein R is selected from a hydrocarbon radical. The term “alkoxy” may include, but is
not limited to methoxy, ethoxy, propoxy, isopropoxy, butoxy, t-butoxy, isobutoxy,

cyclopropylmethoxy, allyloxy or propargyloxy.



10

15

20

25

30

t et r ahydr onapht hal en- 2- am ne,
(2S)-5-[(7-chloro-IHindol -I-yl)sul fonyl]-8-nmethoxy-N
worbdeyied3g 2, 3, 4- t etrahydronapht hal en- 2- am ne, PCT/SE2006/000592
(2S) - 8- net hoxy- N- et hyl - 5- (|1 H
ryrrolo[2,3-b]pyridin-I-yIszgfonyI)-I,2,3,4-
t et rahydr onapht hal en- 2- am ne;
(6S) - 6 (di nmet hyl am no) 4- met hoxy- N-qui nolin-3-yl-5,6,7
8-te dr onapht h nels fonamd .
In g et RN Ao SRSl F0h et ‘4 HEleys )
radlgalg §)§tht=, %Eﬁéfab’i‘éhﬁﬁﬁmml %@re isR|ha T{a{ﬁh@ lected Tdezpendemdg from

3-benzot hi azol - 6-yl - 6- (di me am no
hydm%pﬁahy@ocarbomeddmt onapht hal ene- 1- suI f onam de,
(2S)-5-[(3-chloro-I H _
ryrrol o[ 2, 3-b] pyridin-1-yl)sul fonyl]-8-nethoxy-N, Ndim
In t12§ Bpecifichtidn, hinfesh @ttafeaw'@ﬁ@ﬁhé ’ﬂﬁlne%y) o P’erefers to an I\(I)_pgonally

(1 H ‘benzi m dazol -1 - ul fon - met hoxy- N

Subsgﬂth? | partiaplyDr gompletel h@tumﬁdeqo'hhh layd_tncezbamnng system. The term

R Y BB R B i Bl

cyclbﬁéibyi Geyclohtftyl @ndyopetiedyd: (trifl uoronet hyl)phenyl]-5, 6
, 7, 8-tetrahydronapht hal ene-1 sul fonam de, or salts,
sol vat es or solvated salts thereof. A further

The‘% ect thyrcg;%ll%@’edér{&geé%tﬂo‘i)lnar&%la@é,%%rtIa?ly%? 'Egﬁ)lﬂfé%y saturated
hydl(o@ﬁ)oom-g(cﬁlpamhmhmoﬁtahﬂtah teaytpine ninlg)and-af thiasmink \he@noaton - Bxamples
of said thgt%%(%%«r:]lre?g&&?é, %ut asrleJ lrlf)tol?rfan%cfl to pyrrolidinyl, pyrrolidinonyl, piperidinyl,

piperazinyl, morpholinyl, oxazolyl, 2-oxazolidonyl or tetrahydrofuranyl.

In this specification, unless stated otherwise, the term “aryl” refers to an optionally
substituted monocyclic, bicyclic or tricyclic hydrocarbon ring system with at least one
unsaturated aromatic ring. Examples of “aryl” may be, but are not limited to phenyl,

naphthyl or tetralinyl.

In this specification, unless stated otherwise, the term “heteroaryl” refers to an optionally
substituted monocyclic, bicyclic or tricyclic hydrocarbon ring system with at least one
unsaturated ring and containing at least one heteroatom selected independently from N, O
or S. Examples of “heteroaryl” may be, but are not limited to pyridinyl, pyrrolyl, furyl,
thienyl, imidazolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazolyl, benzofuryl, indolyl,
indolinyl isoindolyl, benzimidazolyl, pyridazinyl, pyrimidinyl, pyrazinyl, prrolo[2,3-
blpyridinyl, benzimidazolyl, 1,2,3 4-tetrahydroquinolinyl, 1,2,3,4-tetrahydroisoquinolinyl,
1,3-benzothiazolyl, imidazo[2,1-b][1,3]thiazolyl, quinolinyl, isoquinolinyl,
benzothiophenyl, benzooxadiazolyl, 1,3-benzodioxolyltetrazolyl, triazolyl, quinazolinyl or
isotiazolyl. For the avoidance of doubt, a Csheteroaryl refers to a 5 membered aromatic

ring system containing at least one heteroatom.
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(3R) - N- (5- Cnhl or o- 2- met hoxyphenyl ) - 3- (di et hyl am no) - 5-m
et hoxychr omane- 8- sul f onam de,
WO2R)616938- Chl or 0- 2- met hoxyphenyl ) - 3- (di pr opyl &airis82006/000592
nmet hoxychr onane- 8-
sul f onam de, (3R) - N- (5-Chl or oj-é,'Z- nmet hoxyphenyl ) - 5- met hox
y-3-pyrrolidin-I-ylchromane-8- sul fonam de,
(3R) - N-(3-Chl oro-4-fl uorophenyl) - 3-(di net hyl am no) -5-m
t hoxygchromane- 8- sul f onani de, « y e .,
In Pt Ren O 544 oOPOHe HiA 5 ardabebndseireprgalkyl
b B QUDEIRIAMALTStaShta\eNBEIa881 group to an aryl or .
refé(ng) -N-( 3-%” o?g- 4t- ?Iiggo\?ophgﬁ?l )g SP[ [ sopryopyP?tﬁ%otaﬁg}lggoauP
m noj - 5- met hoxychr omane- 8- sul f onami de,

o oA S SRR Lo I Bl b

fludrd Rbddy-chforb oPbdmh®@r ophenyl ) - 3- (di met hyl ami no) - 5- net hox
ychr omane- 8- sul f onam de, o
(3R -N-(3,5-D chl orophenyl ) - 5- net hoxy-3-ryrrolidin-|-y

Tn thig bR, A IR Afieewice ths sorm, oty meana s alivigroup as
definkdabaoved@hich is substituted with halo as defined above. The term “Ci.ghaloalkyl”

R) - 5- Met hoxy- 3- (net hyl am no) - N- phenyl chr onane- 8- sul f
ma)gfpg dgebut 18 noxt imite(d to ﬂu%romethyl? diﬂugrome){hyl, trifluoromethyl,

fludrS&hyINaERofdehRi 8z ?ﬁ%@%@gm&n %;.giaﬁfﬁyd)’amag%déde? but is

t hyl chr omane- 8- su
not (igRede Ghomwtidxyhdifbr@agilymayotriftlionerhetibxy) flmrovedy D

diflf onatrkrll de, .

E%Iﬁf- R&('4- Chl or ophenyl ) - 5- net hoxy- 3- (net hyl am no) chrom

ane- 8- sul f onam de,

(3R) - 5- Met hoxy- 3- (et hyl am no) - N-[4-(trifluoronethyl)p
Thejapsent mnewimarislagesda teorearmodads of formula I, as hereinbefore defined as well

as to the salts, solvates or solvated salts thereof. Salts for use in pharmaceutical formulations
will be pharmaceutically acceptable salts, but other salts may be useful in the production of
the compounds of formula I

A suitable pharmaceutically acceptable salt of the compounds of the invention is, for
example, an acid-addition salt, for example a salt with an inorganic or organic acid. In
addition, a suitable pharmaceutically acceptable salt of the compounds of the invention is

an alkali metal salt, an alkaline earth metal salt or a salt with an organic base.

Other pharmaceutically acceptable salts and methods of preparing these salts may be found
in, for example, Remington’s Pharmaceutical Sciences (18" Edition, Mack Publishing

Co.).

Some compounds of formula I may have chiral centres and/or geometric isomeric centres
(E- and Z- isomers), and it is to be understood that the invention encompasses all such

optical, diastereoisomeric and geometric isomers.

The invention also relates to any and all tautomeric forms of the compounds of formula I.
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15

(3R) - N- (3, 4-Di chl orophenyl ) - 5- met hoxy- 3- (et hyl am no) c
hr omane- 8- sul f onam de,
WO02R)6136d8Bt hoxy- 3- (et hyl am no) - N-[ 3- (tri f | uor eaEiSEI0F00592
henyl ] chr omane- 8- - sul f onami de,
(3R) - 5- Met hoxy- 3- (et hyl am nf’§ - N- qui nol i n-2-yl chr omane
- 8- sul f onam de,
(3R) - N- (3- Cyanophenyl ) - 5- met hoxy- 3- (et hyl ami no) chr ona
MBS fona de,
henyl ) - 5- met hoxy- 3- (et hyl am no) chr ona
ne- 8- sul f onam de,
(3R) - N- (4- Chl orophenyl ) - 3- (di net hyl ar ni no) - 5- net hoxych
Ong gpbadingns of the drawentioe relates to processes for the preparauon of the compound

of fo%rﬁmag ﬁf&ﬂ%%’ gﬁm hd% a(n |nrr%}lf%¥8 gtg]erm e SpeCI 1e X ‘c:leflined as in

onam
forfudR) k (PG (syodteable pydipctirg(dbigt hyl am no) - 5- net hoxychro
mane- 8- sul f onam de, or salts, solvates or sol vated
salts ther eof Li sted bel ow are definitions of various
Det speci fication and clains to describe
eﬁﬁ{gﬁ‘g)rrgc}g% e Pfon. For the avoi dance of doubt it
is to be underst ood that where in this specifgcation a

GrhQuR._ios _guald fzg ed fp hergponbef e, def i ned®T$=cdef i ned
he beﬁgre - de @ ahoe’ t%eg Sai d A gio
éncorrpasse’e the f| st joccurking and br oades N-PC
def ihi ®i on as as each and all of the other , *

deflpnl( I ons 15<or Ffhat group. For trPehmym dance’ of doubt ,

i t X7 b he- ler st ood t hat i n JAis specification x ™

£ % gar boroup.hay |ng L., 23042 4, B=Bo
6 @aauabon ~ bdis specifi Funl ess st Q. R*
ot herw se, fern " al kyl" igeTyties bt h straight d | g
branched chai n al kyl groups and rayg be, “but are Frot ‘\,‘5

limted to nethyl, ethyl, n-propyl, ipropyl, n- but)ﬁ
i -butyl, s-butyl, t-butyl, n-pent yI i - pent yI
neo- pentyl, n-hexyl or i-hexyl. 10 The team Cl 4 al kyl

haV| ng 1 to 4 car bon atorrB and may be b@t= =axe not X/P—
100 Eﬁtbhyl _step3b _
l;l’ I}I/H step4b
R R

G

Step laand 1b, EtoIaand A to F

A compound Ia may be prepared from a compound E by alkylation with a compound R*Y
or R°Y where Y may be a suitable leaving group such as a halogen, mesylate or triflate,
such as for example described in “Comprehensive Organic Transformations, a Guide to
Functional Group Preparation”, R. C. Larock, John Wiley & sons, New York, 1999,
Typically, E and R*Y or R®Y are mixed in a solvent such as DMF, ethanol,
dichloromethane or toluene in the presence of a base such as sodium bicarbonate, sodium

carbonate, potassium carbonate, triethylamine or diispropylethylamine and optionally, if
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ethyl, n-propyl, i-propyl or tert-butyl. The term' CO

means a bond or does not exist. For exanple when
woOanyl1iCeasBkyl " is equivalent with "aryl", PCT/SE2006/000592

" C2al kyl OCOal kyl ™ is equivalent with "C2alkyl O'. 15 In

this specification, unless j ated ot herwi se, the term

"al kenyl " includes both straight and branched chain

alkenyl groups. The term " C2-6al kenyl" having 2 to 6

t d bond may be, but
=CE B IRHE waoghs o) PogrsimRodie, 15 SpaHoR Ay Recrpiormed at
tem?&ﬁfu)fés’ be@ﬁéﬁnem"b an@thd ¥2KIBR Yémpéi‘ﬁgreaoqué &P%c?rt Gh&HR INion time

exanpl e be buten-2-yl, buten-3-
masbipg henwderyl and h0Q hdugs. s’.&h@crcécﬂoanunw;ce nuay bs sithdrata@tled up by

extrg{;]tgp%gq\,’rmlgﬁg q?fﬁeg m X kW&aﬁgg%h%%%zhetb%tp 0 o%tén%lcltt%g tmay be
concdptrafal dad pkitied BY bdilﬁm% dh?mﬁat@ ?{rapﬁ)ﬁ 'FHe%@ctl%H @erﬁék‘%atﬁfe may be

two trippel bonds, be, s not limted

elevatedrappye gqegg@wgtym,pe@gme phihe sg}veg’saﬂdetggq’qyjn thngs shortened by the
e Yo R L oSSR B0 PG compound

YR SFYemmysereameﬂe«lﬂad@nnlaﬁmd@l s of the general formula
-OR wherein Ris selected froma hydrocarbon
radi cal. The term "al koxy" may include, but is not

Altérhzmvte alcgguggﬁﬁ@f%n?ﬁ%e{?%g ared ErBHP&(%/oIBf?a%B@R reductlve

but ox t oxy, cycl opr opyl ne
aminatiopl Exylcdiy P nyydregyixed yvnihra dakbhonys p(ﬁnpcﬁuxﬂahclom ar?ﬂﬂa@ﬂe ora
stated otherwise, ;the term " o" refers
Kt T ERHEREHEC 01 4 AU OIn Foat vl A gpdiu T by e AR
g, il
cy Ry SREE DO IRRANAALL bY nydrOEB I OBEIRE ofa suitable
catagtshisust a8 forerxaingle, deserebedan fiAdeansced &lrkari¢ Chemistry, Reaciinns,

Mec%gﬁllsr%rs] %lld gtructure”, J. March, John Wiley & Sons, New York, 1992. An acid such
as formic acid or acetic acid may be added to control the pH of the reaction. The reaction
may be performed in a solvent such as water, methanol, ethanol, dichloromethane, THF,
formic acid, acetic acid or mixtures thereof at temperatures between 0°C and the reflux
temperature of the solvent, preferably at RT. The reaction mixture may be either worked
up by extraction and then purified by column chromatography or the reaction mixture may
be concentrated and purified by column chromatography.

A compound Ia may also be prepared from a compound E by first preparing the amide or
carbamate followed by reduction using an appropriate reducing agent. The amide may for
example be prepared by reaction of E with an acid chloride or with a carboxylic acid in the
presence of a coupling reagent, such as for example described in “Comprehensive Organic
Transformations, a Guide to Functional Group Preparation”, R. C. Larock, John Wiley &
sons, New York, 1999. The carbamate may be prepared by the reaction of an
alkylchloroformate with a compound E in a solvent such as dichloromethane in the
presence of a base such as triethylamine or pyridine at temperatures between 0°C and the
reflux temperature of the solvent. The reduction of the carbamate or the amide may be
performed with a reducing agent such as lithium aluminum hydride in a solvent such as

tetrahydrofuran or diethyl ether at temperatures between 0°C and the reflux temperature of
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substituted, partially or conpletely saturated cyclic

hydr ocarbon ring system The term "C3-7cycl oal kyl" may
woeposhagosss not |imted to cyclopropyl, cycl obBCYISE2006/000592

cycl opentyl, cycl ohexyl, cycloheptyl or cycl opentenyl.

The term "heterocycl oal kyl" denotes a non-aronatic,

partially or conpletely saturated hydrocarbon group,

mhich cont ai ns at Ieast one ring and at |east one

the 59 té/glh Of}lte?eir?ﬁl%ag?e né F Oﬁ?@ %L% &S ﬁﬁxe%gnrp\égz}tur& el uaudtlo%uc}f the

amide Redy A0 perfirRed agng Bbrandag eatdurilg agexazol yI
2-oxazol idonyl or tetrahydrofuranyl. In this

specification, unless stated otherwi se, the term

Thebs%n¥e Cﬁ)roéeecfu%s astdgsc e&) Ptf%‘ t @t%llns)f Sh oF HEER: QLT&QPE&% E(gmpound

I'c or tri I‘OC&I‘ on ring Sys emvvlt

Ia ﬂl@}aﬁé udedeo brﬁﬁﬁbmhﬁ at:exdpamm&ﬁmto ardongpoufk Bnpl es  of
"aryl" may be, but are not limted to phenyl, naphthyl
or tetralinyl. In this specification, unless stated

Steg elny y SJ)g E.lﬁr]m %eteroaryl " refers to an

i ona I tut nonocyclic, bicyclic or
A cbmpoyndl Acmhy te peasfdroredintog @ypoand B drfa @imposad D magbe

satyrated rin d cont ai eas
kBBl e CoBTP A ULt cine ot ogyengional procedures
for E&‘lﬁg@ﬁﬁgp&fecuﬂ§éﬁﬁ19§ra¥ wellnB¥x e lep of s@{aﬁlerﬂibteéﬁﬂg %@dps are
to pyridinyl, pyrrolyl, furyl, thienyl, inidazol
desgm@ey_cbm}/for ekaroplaz Alrgtecti veHirppps y1 Org@mca%mtl;qsm” T.W. Green P.GM.

W o IR N ST RP™ by T iyl pyr azi nyi

prrol o[ 2,3- b]pyridinyl, benzimdazolyl,
tetrahydrqu|noI|nyI
Stel?325!31d4312 & topeddi 9dgui nol i nyl, 1, 3- benzot hi azol I,

A 40@6)%31?% iglzm«lé%ﬁé {r% sﬁlﬁr{éﬁl"ﬁg@ lﬁé@gﬂ}p‘ﬂ)ﬂgg ?ZB Al lo iosauzlo n‘}/ at1on Compound
B rﬂa}&aekthdon alsylvent sualz aé. ghlchlowmahmiey bhlomﬁonmand:thyi)dcetate and
COO(l)EEd to a temperature between —72°C and 0°C. The reaction may also be run neat in
chlorosulfonic acid. Chlorosulfonic acid, optionally diluted in a solvent such as chloroform
or methylene chloride, may be added dropwise while cooling. The reaction may be stirred
at temperatures between —72°C and the reflux temperature of the solvent for 1 to 100
hours. Optionally a chlorinating agent such as thionyl chloride may be added to the
reaction mixture. The reaction may be quenched by adding the reaction mixture to ice-
water, optionally containing a base such as sodium bicarbonate and the raw product may

be isolated by extraction or filtration and used without further purification or if stable

enough, purified by column chromatography.

To ensure complete transformation of B into C via the sulfonic acid, the crude may be
dissolved in a solvent such as chloroform or toluene and a chlorinating agent such as
thionyl chloride or oxalyl chloride may be added. Optionally a catalytic amount of DMF
may be added and the mixture may be heated to between 25°C and the reflux temperature
of the solvent. The workup and purification may be performed as in the previous section.
The same reaction conditions may be used for the transformation of a compound F to a

compound G.
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I sotiazolyl. For the avoi dance of doubt, a
CSheteroaryl refers to a 5 nenbered aromatic ring
weysicassent ai ni ng at | east one heteroatom | n POTSE2006/000592
speci fication, unless stated otherw se, the terns
"aryl al kyl" and "heteroaryl %kyl " refer to a
substituent that is attachea®via the al kyl group to an
aryl or heteroaryl group. In this specification,
unl ess stated otherw se, the terns "hal 0" and
"hal ogen" may be fluoro, iodo, chloro or brono. In
Stefr%%nﬁﬁ&?bftbqwdnﬁrbtb‘ﬂ ess stated otherwise, the term
"hal oal kyl " neans an al kyl group as defined above,
A cofnpoind Ib rsaydst prepared by\/ﬂtehemlon ofis cdapoumediobfonnela Hdth a

o SRR G R Y BB b S5 St
orgiﬂlé'%s@ @.ﬁ(m’ ds, pﬂidﬁﬂeu ﬁ{égg}‘lﬁlﬁine% dﬁEW&Hyﬂmﬂg‘& dnSh&gatic base

hal oal kyl O I ncl but is not"linited
suclﬂ amﬂdmhmyﬂ e@nrpbtasmmn@atb@we ina stbll\/@mrsunleamdmlyloromethane

e B RS o LLHRL KNS cn B BESEE Rl BNERLES or

solv@ﬁf ipReetalBly aWRIT|L TAS ptodiutiBapBe is8latedUVedl@fin OhrofRtoL4RY or by
salts thereof. Salts for use in pharmaceuti cal

extrpgfiam foleveshBy eplpmnshrospatpsraBsut i cal | y accept abl e
salts, but other salts nay be useful in the production

of the conmpounds of fornmula | . A suitable
Altqﬂmrvﬁblczemdmmmhlﬂﬁ i 11 ebp&edated vslaﬂ immioniahe acomMPOUnd RNH, in 2
vention jis,. for exanp an aci d- add| tion salt,

SOIVFB? Su@ﬁ( 3?7513@38013% |Gioxgoe Rt T&WPP%F@%‘PF?%’C%}} &r fghing reflxg
temb&aiﬁ?éjd)it th@Folvéht 34 f&rﬁpirﬁn&‘?ﬁéﬂ@&e’?ﬁfs Gt e BSE ﬁl%l%/ag%nlebe reacted

salt of the conpounds of the invention is an
withvast electeoal ffoor anenzti air illniercamitlcmrqiousd Iwtithr hadogealléaving group

sl PR FRB e 35 oSS AR SEUMIES) b ssnca s
sucl'&ysodfint Bydille at temperatures between RT and the reflux temperature of the
solvent, preferably at temperatures between 70°C and the reflux temperature of the solvent
for 1-24 hours. The reaction may also be performed using microwave irradiation as a
heating source.

The same procedures as described for the transformation of a compound G to a compound

Ib may be used to transform a compound C into a compound D.



in, for exanple, Rem ngton's Pharmaceutical Sciences
(18th Edition, Mack Publishing Co.). Sone conpounds of
woaoowahker38 may have chiral centres and/ or geomeCmTiSE2006/000592
isomeric centres (E- and Z- isomers), and it is to be
understood that the inventi 315 enconpasses all such
optical, diastereoisoneric d geonetric isoners. The
invention also relates to any and all tautomeric forms
t ounds, of fgrmula | . Methods of Preparation
Steﬁﬁéaé'ﬁt%dqﬁé?ﬂ c&'Pntqﬁé{qi nvention relates to processes
for the eparation of thg c nd of fornula I
V\hané'{]n%i to R12, P, Q X\Ma(ir%m()‘ﬂJ unl ess ot herw se
S@§§+@‘)| ed, are defined agpdfrdormula | and PGis a
sSUui _protecti n grup. Petailed process
' i st and ™D pRa and Ato F A
a_pfay be prepare om@a gpnmpound E by
al k Iatlon,vmth a conpdlind JRAY or Y5Y where Y nay be a
sui & apl e | ®avi ng group suctr’as H%i’l ogen, nesyl ate or
trlflate such as for exanple described in
" Conpr ehensi ve Organic Transformations, a GQuide to
Funct i oqal G oup Preparatj, on"F; R, C. Larock John
WiheY & sons, New York, 9P T¥di cal |y, E and R4Y or
§§¥ ?re mxed in a solvent_g (gh as DMF, ethanol,
[ or onet hane or toI ne n the presence of a base
afall um Sie83kb ™Y, 1‘t:arbonate,
m c%bonate tr| ef
sprpy[}{ethyl ami ne arfif opY1 omal I'N, ifY:CI, Br, a
caiRal ytic anount of potassi®&'m iodide. The reaction may
be performed at tenperatures bgjween 250C and the
reflux tenperature of the solvent and the reaction
A COmpeumth iy Hedtansfommed arta al:@ﬂlpbmmd El, RThexayrmeabé Hoby alkylation

e eit wor ked
usmg a compouggﬁ 9 where Q’emay ea sultalEI)Pe legvmg group such as iodine, bromine,

5 chlorine, mesylate or triflate. A compound Ic may be mixed with a stong base such as
sodium hydride in a solvent such as DMF, THF or dioxane and R®Y may be added. The
reaction may be performed at temperatures between RT and the reflux temperature of the
solvent for 1-24 hours. The product may be isolated by column chromatography.

The same method can be used to transform a compound Da into a compound Db.
10

Intermediates

A further embodiment of the invention relates to compounds selected from the group
consisting of compound of

?l
0=8=0

9
R Q R

PG
2 N/
R H

3
15 R C
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extraction and then purified by col um chromat ography

or the reaction mxture may be concentrated and
wounisfizess by col utm chromat ogr aphy. The react i ®0T/SE2006/000592
tenperature may be el evated above the refl ux
tenperature of the sol vent ?@d reaction tines
shortened by the use of m crowave heating. For
compounds where R4 and R5 forma ring, a conpound
YRARSY may be reacted with a conmpound E
Al tgernatively, a conpound la may. be prepared from a
@bﬁbd@nd E using reductive animation. Typically E may

e MA%h a carbonyl compound such as an al dehyde

gnB in the presence of a reducing agent such
S boRbhydri de, sodi um cyanobor ohydri de, sodi um
rl%cetoxyﬁbrohydr|de or hydrogen in the presence of a

suiffabl e cé&fal gst such as for exanple described in

" Adv nceg Organic Chem stry, Reactions, Mechani sns and
whegein e ttaRe are &fmed@s béreindefore aid R iga Sofble Inievin gy grokap,

2 f d d
ot R 85 €28, B5aLOTh GtBhGL oetr 20t ™

(6S)- eq@ﬁnsammmbxa rﬁ&ha‘»qr e 8-&t@h§&¥oﬁ AéHeD1 -JFfNMRA Bfloride,
t hanol , et hanol, dlchloronethane HF, form c acid,

(ﬁRérée(thn@etb)tl?l@lw -dringthox 8.6, h&riesehydionaphthelens: LnS@1§ony1 chloride,
oS BA RS AR A LA ol g

chkmnhked up by extraction and then purified by colunn
<3Rig Yq%ia ﬁ or the reactjon m xture nay

SrER? HHRYroRREY HanuRClshrasAng rins g hed! @gd%phy A
(3R?918ﬂ%1¥f3d[ ﬂlﬁl%?é’act@tjr\{ﬁﬁ’mﬂﬁ]cﬂfr&ﬂgﬁ@g sﬁff&fg}lﬁpfbﬁ gd E by

I rst” preparing € am de or carbamat’e
(3R}~ édﬁhhlroﬁri(ﬁnélung)aaﬁyhppmﬂnmanmer dulfomy chlgeidt,. Th e

d b .
Wi BRSO HES B R IRARICR PH PR BYERA T e

treatment of SHT6 mediated disorders, especially for use as intermediates for the

preparation of compounds of formula I.

Pharmaceutical composition

According to one embodiment of the present invention there is provided a pharmaceutical
composition comprising as active ingredient a therapeutically effective amount of the
compound of formula I, or salts, solvates or solvated salts thereof, in association with one

or more pharmaceutically acceptable diluents, excipients and/or inert carriers.

The composition may be in a form suitable for oral administration, for example as a tablet,
pill, syrup, powder, granule or capsule, for parenteral injection (including intravenous,
subcutaneous, intramuscular, intravascular or infusion) as a sterile solution, suspension or
emulsion, for topical administration e.g. as an ointment, patch or cream, for rectal
administration e.g. as a suppository or for inhalation.

In general the above compositions may be prepared in a conventional manner using one or

more conventional excipients, pharmaceutical acceptable diluents and/or inert carriers.
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presence of a coupling reagent, such as for exanple

descri bed in "Conprehensive Organic Transformations, a
woui@e26938 Funct i onal Group Preparation”, R C PLausaztos/000592

John Wley & sons, New York, 1999. The carbamate may

be prepared by the reaction fﬁ an al kyl chl orof ormat e

wWith a conpound E in a solvent such as dichl oronet hane

in the presence of a base such as triethyl am ne or

suf bl SRt R FRALSIGR AL oo PHE Hadl Fr oot aeammal
incRalRaiRd, QrdApprEmAel 6.0 18y 25T mRAle TR dtlrl)eg(gall andnéinistration

reduci ng agent such as |ithi um-al'um hum™hydri
andsahoy et 00k tred Oamefkgtbod iy eightf at parenteral didetimiytratamher  at
f. ween 0C and the.reflux tenperature .
T SPRE! Rl 8¢ OF R Rrce fal Ik St aiRPFnEe Fuf pifhcepend
on Vaiue fakors Suchlidahs edeahi @aicafiod, Revedity SLtHERNNARY BAnL Greated, the
erforned using borane as the reducing agent. The sane
rousy of @dmnipisisation, Hesigei weightrand semef the patiensrand theqraridular compound
: u .Jay be used to transform
beugé)ggc%rgrb%%nlga%g? ﬁ?tgﬁgﬂgﬁﬁg%g%%%& ep 2a and 2b, Ato B
and Dto E A conmpound A may be transfornmed into a
pnpound B or a conpound D may be transforned into a
Medicaluseq E using standard protecting groups. .
Conventional procedures 10 for using such protecting
groups, as well as exanples of suitable protecting
Integigstinply, #ihes besmdioindthat the compoendarmptadingRo diequtseriinvention are

e AR PR o i
as vell 4s tBeiflchrrdsPosealihs adkive QR asTNEkeBe X Yit Q%iéﬂ&%igquﬁgn@/ and

into a conpound C by chlorosul fonyl ati on. np
seleglyithior riueisrxsedyptaminedolSTEI6) rengpiorsa dcdouditighy, sive¢dnapremds of

the ﬁ}%’s&ﬁ %\%‘hﬂbﬁ) &eee&ggéte@&%eq}sgfu? Pndthe treatment of conditions associated

with altered activation of SHT6 receptors.

The compounds may be used to produce a modulating effect of 5HT6 receptors in

mammals, including man.

The compounds of formula I are expected to be suitable for the treatment of disorders
relating to or affected by the SHT6 receptor including cognitive, personality, behaviour,

psychiatric and neurodegenerative disorders.

Examples of such disorder may be selected from the group comprising of Alzheimer’s
disease anxiety, depression, convulsive disorders such as epilepsy, personality disorders,
obsessive compulsive disorders, migraine, cognitive disorders such as memory
dysfunction, sleep disorders, feeding disorders such as anorexia, obesity, bulimia, panic
attacks, withdrawal from drug abuse, schizophrenia, attention deficit hyperactive disorder
(ADHD), attention deficit disorder (ADD), dementia, memory loss, disorders associated

with spinal trauma and/or head injury, stroke, diabetes type 2, binge disorders, bipolar



10

15

20

25

30

cooled to a tenperature between -72C and Q0C. The

reaction nmay al so be run neat in chlorosul fonic acid.
wahb@riaeasBf oni ¢ acid, optionally diluted in a BOrSENI06/000592

such as chlorof orm or nethyl ene chloride, may be added

dropw se while cooling. The %%acti on may be stirred 20

at tenperatures between -72 and the reflux

tenperature of the solvent for 1 to 100 hours.

di tionalfj%qsﬁ Iorlnaln ent such _as thionyl
ISQRFS PRIENORES, HEKR Tt P RS LS tepE e gongrative
disbr@efich@cBYe Sy GHSAEH SduP¥al 3%}%519 ahdGaiheaction
m xture to icewater, optionally contarning a base such
as sodi um bi car bonate and the raw product may be

tract on,or t ion and used witho

FugRf s o IRR b Gictind kot edl SRGRERRE ghitior pisgtine
distieRQlLicH Y g‘d@fr@léﬁéﬂﬁg@dl’ Roflux [AsRABS (GERD?’E&R[ #tifible bowel syndrome

transformation of Binto C via the sulfonic acid, the
IBS)-ude may be dissolved in a solvent such as chl orof orm

or toluene and a chlorinating agent such as thionyl

chl oride or oxalyl chloride may be added. Optionally a
Theadmpophic mapalsdtbeakedMr tiayndde obdikeshoanel SHIME a8tiwdtoise

may be heated to between 250C and the refl ux

tenperature 0 of the solvent. The workup and
OnPUhbbdifRhi mhmef?ﬁotﬁ%[eft&rtm &hin Ilﬁcﬂlnﬁpgf ﬁh@fﬁaq%ﬁ hezeinbefore

section. The sane reaction conditions may be use or
definke, fbrmhdihmy on of a conpound F to a conpound

G Step 4a and 4b, Gto Ib and Cto D A conpound |b rmy

be prepared by the reaction of a conpound of fornula
An%&ﬂknﬂaddﬁﬁ&ﬁ@@ue@nv&atféﬁ@@té@% {Re"BBM Gﬁndse(ﬁ%&%lé(‘”[ h@

npound H in the presence of an organl c base suc

her@ybquqer@fmpd,,f@t wiglinircaient ol fHEG medmyddetisydlersi ne or an

i norgani ¢ base such as sodi um hydr oxi de or potassi um

carbonate in a solvent such as dichl oronet hane,

A further embodiment of the invention relates to the compounds of formula I as

hereinbefore defined, for use in treatment of Alzheimer’s disease.

Another embodiment of the invention relates to the compounds of formula I as
hereinbefore defined, for use in treatment of cognitive impairment associated with

schizophrenia.

Yet a further embodiment of the invention relates to the compounds of formula I as

hereinbefore defined, for use in treatment of obesity.

One embodiment of the invention relates to the compounds of formula I as hereinbefore

defined, for use in Parkinson’s disease.

Another embodiment of the invention relates to the use of the compounds of formula I as
hereinbefore defined, in the manufacture of a medicament for treatment of SHT6 mediated
disorders, Alzheimer’s disease, cognitive impairment associated with schizophrenia,

obesity and/or Parkinson’s disease, and any other disorder mentioned above.
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acetonitrile, DMF or THF at a tenperature between QC
and the reflux tenperature of the solvent, preferably
waRodgfi269BRe product may be isol ated by col utm PCT/SE2006/000592
chromat ogr aphy or by extraction foll owed by col um
chromat ogr aphy. Alternatively a conpound G may be
reacted with ammonia or a cgﬁ‘pound R6NH i n a sol vent
such as net hanol or dioxane at tenperatures between 0C
and the reflux tenperature of the solvent to form an
internediate. This internedi ate may then be reacted
A foMrep eﬁﬁoﬁhﬁﬁﬁéﬂﬂﬁ Hﬁ)@flti@[{ %ﬁéé % aFheth6d 6f QLABRLStSHTE mediated
conpound w th a hal ogen 1eaving group suchas chlorine
disooders,| Alohdimer’s diseasn, @pnitivied mpairmentt assacthedwitDNEhizopHrérda,
resenc f. a base such_as sodi ym hydri de at ..
obe iy G O RS On G it 1P 2R O‘i(l)‘ﬁ’églﬁ%fp%&le’ﬁ‘&?ﬁé@gwﬁv gogprising
admhifiSteSRE ¥ENM nari £ iRE188IY dn th9RBEbBLN ERa Y\,’eaecﬂeréggﬁtically
and the reflux tenperature of the solvent for 1-

effeptner amouni ef the sompomndsef fainsa bes pereinbefed defnay
m crowave irradiation as a heating source. The sane
procedures as described for the transformation of a

Yet afstBOUEbddihentdf e TR0 bn!BlafB Yo BhatsRdedtRal EARSIRIIR a
conmpound C into a conpound D. Step 5a and 5b,

compfising gurerpeand ef fRempa I hareinhefse defined, fatypseén treatment of SHT6
. f dai , C . ] H, .
mecf TR A OOy PR Bty
schigsephradih eobedvanddprPadinsdicdisease, i andiang othler @idbirder mentioned
chlorine, nesylate or triflate. A conpound Ic nmay be
aboYf. xed with a stong base such as sodi um hydride in a
sol vent such as DMF, THF or di oxane and R6Y may be
added. The reaction may be perfornmed at tenperatures
OnefpamhodinerRpf thednvdntion e¢lhiex ta anpeentfantie mEvdntien or treatment of

5SHT6 mediated disorders, Alzheimer’s disease, cognitive impairment associated with

schizophrenia, obesity and/or Parkinson’s disease, and any other disorder mentioned
above, which comprises as active ingredient a compound of formula I as hereinbefore

defined.

In the context of the present specification, the term "therapy" and “treatment” includes
prevention and prophylaxis, unless there are specific indications to the contrary. The terms

M2 n

“treat”,"therapeutic” and "therapeutically" should be construed accordingly.

In this specification, unless stated otherwise, the terms “inhibitor” and “antagonist” mean a
compound that by any means, partly or completely, blocks the transduction pathway

leading to the production of a response by the agonist.

The compounds according to the present invention are modulators of the SHT6 receptors,

and may be inhibitors, as well as agonists, inverse-agonists or partial-agonist.

The term “disorder”, unless stated otherwise, means any condition and disease associated

with SHT6 receptor activity.
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solvent for 1-24 hours. The product may be isol ated by

col umm chr omat ogr aphy. The sane nethod can be used to
woneossién3sn a conpound Da into a conpound Db.  PCT/SE2006/000592

Internedi ates A further enbodi ment of the invention

rel ates to conpounds sel ectz fromthe group

consi sting of conpound ofwheltein RL to RO are defi ned

as hereinbefore and PGis a suitable |eaving group,

with the proviso that R2 and RO are not both nethyl,
and

NonE ﬁﬁggigaﬂlgi met hyl am no) - 4- met hoxy- 5, 6, 7, 8-t et rahydr onap

=t -sul fonyl chloride,
(6R) - 6- (di et hyl am no) - 4- net hoxy- 5, 6, 7, 8-t etrahydr onap
ht hal ene-| - sul f

In aquttipn i e e BENPRUTE R s SRR of formgul Lo salts

anky hak engads: s lafserséfut i Sandgsological tools in the
SOIV?%%/??{ %{Tneﬁoxy- 3-[(tri fluor oac_etls_slylf ) am no] chr omane- 8- su
devdlbmnsit and ktandatdisation of in vitro and in vivo test systems for the evaluation of

the %%st (g’ Hﬁ%ﬂﬁ%%r% o% %g{%fr!ellé%rdoa%ﬁ\%y I B8 ARL MitIRGeRastd, dogs,

rabbit3 Rhofkes B! 1atsamd nhitd, fak bhit of Braeiyh famenohehpanisegdisul
tonyl chloride, which may be used as internediates in
the preparation of conpounds suited for the treatnent

Exi%hﬂ5HT6 nmedi at ed di sorders, especially for use as
PAHEES medi ates for the preparati on of compounds of
formula |I. Pharmaceutical conposition According to one
enbodi nent of the present invention there is provided

GengraMethodsut i cal conposition conprising as active
i ngredient a therapeutically effective anount of the
conpound of fornula I, or salts, solvates or sol vated
Setletisvenhion &ofl noiwrbedH seitet hyothe iplidwing Examples in which,

generally :

@) operations were carried out at ambient or room temperature, I.e. in the range 17
to 25°C and under an atmosphere of an inert gas such as argon unless otherwise
stated;

(ii) evaporations were carried out by rotary evaporation under reduced pressure
and work-up procedures were carried out after removal of residual solids by
filtration;

(iii) HPLC analyses were performed on an Agilent HP1000 system consisting of
G1379A Micro Vacuum Degasser, G1312A Binary Pump, G1367A Wellplate
auto-sampler, G1316A Thermostatted Column Compartment and G1315B
Diode Array Detector. Column: X-Terra MS, Waters, 4.6 x 50 mm, 3.5 um.
The column temperature was set to 40 °C and the flow rate to 1.5 ml/min. The
Diode Array Detector was scanned from 210-300 nm, step and peak width were
set to 2 nm and 0.05 min, respectively. A linear gradient was applied, run from
0% to 100% acetonitrile, in 4 min. Mobile phase: acetonitrile/10 mM
ammonium acetate in 5 % acetonitrile in MilliQ Water.

(iv)  Thin layer chromatography (TLC) was performed on Merck TLC-plates (Silica
gel 60 Fas) and UV visualized the spots. Flash chromatography was preformed
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or nore pharmaceutically acceptable diluents,
exci pients and/or inert carriers. The conposition may

woeoien2e038or m sui tabl e for oral admn ni strati onpPCTSE2006/000592

exanple as a tablet, pill, syrup, powder, granule or
capsul e, for parenteral injegtion (including

I ntravenous, subcutaneous, iTtranuscul ar,

i ntravascul ar or infusion) as a sterile solution,

suspensi op _OF . lgjon, for. topical admgnistration

e.g. as aa{njjogﬁ%h{@%ht &,:OIBB?IEﬂnToruSg}gglg?ﬂ‘g?@ﬂ nogiglyphase flash
adm ni cllurBkd HorEMBrckaSilica £8BD F.04M0Y63mihP Typical solvents used
i nhal ation. In general the above conpositi or\(g may ‘ée

pr eparfedflpsh chrematperaphy were mikines of dilongfamémethanol; e

convent | cl pi phar ti.cal .accept.abl

ai 1 uerre BRI Ruflh g R ER B o AR B uBeneipn
the compatews eyl faostaid/iRplané.n the treatnent of a

mapmal , i ncl.udi ng man, are approximtely 0.01 to 250

) kg l%awfépm&aweﬁéa wwre%ﬁ@drﬁtﬁppMly{aiﬁoramtoam@dtloo MHz
0. 001 / i - . .
adm ni%??a;rtg%g.g eﬁ%& ;ﬂ %}9@%@*&‘&% +y olglg/hg\égﬁ%cﬁrg mae(tﬁriegglpped with
i ngr edi Bnin BBOipesbenivith ZAgradieits corraaBigkeaAvhnst DO tayrNd

on various factors such as the relevant indication, )
sever i PFEAMeEEqUnPed $4thredhiyl dyabivere Tloweptpbeiwith¢h-gradients,
adm ni st rat | ' . e ient

a1 AP RAFR Mk Bl UBE Dl biAC RRGS B
det er riqnipged yith Zhseslicntsahe fidivaagd reficendensi @ragsweRalsyd: the

it has been found that th ds according to th
or esoAPIAAR s GIMAPa RBFO TDHhE e dpyine PRETBOR A< )

of for I I Vv o] vated salts. )

t her eoa?’,égog%_dé\%@? (t;f?’ %‘ﬁ%ﬂﬁ@&?@%g@ﬁ R Ssa%tﬁ?%se ndicated);

e abVikdsespectexneBirécorddd @ha Wagre B.OMS Besefiay ofBfl Alliance 2795
selectjvity for 5-hydroxy-tryptam ne 6 (5HT6

r ecept(bf-2 andhe £8) nglg ayadriprle Bwapsnsademetrr. (The mase spastrometer

vasgtﬁifcﬁgﬁqgfﬁgeng g@g%&%?eé:grgsﬁgy Ri&btlce ' Bsh %%e}a{e%alk Tiokitive or
negative ion mode. The capillary voltage was 3 kV and the mass spectrometer
was scanned from m/z 100-700 with a scan time of 0.3 or 0.8 s. Separations
were performed on either Waters X-Terra MS, C8-columns, (3.5 um, 50 or 100
mm X 2.1mm i.d.), or a ScantecLab’s ACE 3 AQ column (100mm x 2.1 mm
i.d.). The column temperature was set to 40 °C. A linear gradient was applied
using a neutral or acidic mobile phase system, running at 0% to 100% organic
phase in 4-5 minutes, flow rate 0.3 ml/min. Mobile phase system: acetonitrile
/[10 mM NH4OAc (aq.) / MeCN (95:5)], or [10mM NH,OAc (aq.)/MeCN
(1/9)]/ [10mMNH40Ac(aq.)/MeCN(9/1)]. Acidic mobile phase system:
[133mMHCOOH(aq.)/MeCN(5/95)] / [BmMHCOOH(aq.)/MeCN(98/2)1;

(vii) ~ Altenatively a LC-MS system (Sample Manager 2777C, 1525 binary pump,
1500 Column Oven, ZQ, PDA2996 and ELS detector, Sedex 85) from Waters
was used. Separation was performed using a Zorbax column (C8, 3.0 x 50 mm,
3 um). A four minutes linear gradient was used starting at 100 % A (A= 10
mM NH4O0Ac in 5% MeOH) and ending at 100% B (MeOH). The ZQ was
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with altered activation of 5HT6 receptors. The
conpounds nmay be used to produce a nodul ati ng effect

wohodHE&3Becept ors i n mammal s, including man. POE®/SE2006/000592

conmpounds of fornula | are expected to be suitable for
the treatnment of disorders rfé ating to or affected by
the 5HT6 receptor including ‘Cognitive, personality,
behavi our, psychiatric and neurodegenerative

di sorders. anpl es .aof isorder may he selected
from e HEeE AR e A EBYARRS i Souroesing Seaed i fhe positive
anxi et fod QR8s SR 2005UMKIS h YA SOsIRS S, ’?H@ﬂP?FrePeller and
epi | epsy, personality disorders, obsessive conpul sive

di sor dbe 4 PGlicgromaveere sxgmDIBOKY atidsb8QipAs respedtivaly. In addition, the

dysf ti , Sl i sorders, feeding disorders
e, e P ishise (10D Chdep el tion 238 (AOGILAFR Rl come s (5

Wi t hdrgyg WHG%%W%?ME?‘&?%W@%& attention

deficit hyperactive disor ention deficit
divEQr dep{raiDB) chroteateptaphy wae mnt yn & Gilson gt PrelREgive HPLC with
associ ated wth spinal trauna and/ or head injury, )

st roké &lﬂg%wye‘%etﬁf%e Colunyy: fleerigiMe (Fe A 2x300mm, %‘vm- Gradient

bi pol ay;eh : ' ' ' A

Funt | RS 0 RV GAARARm kL PP Rl RS R MiNQ Water,
char aatie fiore2D%yo b@PaiceeditrikyinolBaming Fhov mée:fm mhlrn.

Furt her, rel evant dj.sorders be sel ecte romthe

gr oup ‘CEARVEDR UG %"’lt'rOB-W%tagE%V‘?ﬁg‘Pn PR Repaatéscthimadzu LC-

gast r aAeHPPUAGRRh ShEhddry SPTHEG8 eV GRREM e e&lﬁ%ﬂetda\pilél?a Waters
bowel syndr one (I BS). The conpounds nay al so use

for tromment cfurmol@irdqent WO5HAG: B tinv)aGeadient Grith
vention t he conpounds

of 1 ortiapeigsT il Bap ac Bar Ml e auetom 357 to 60%
t her apyetonitrile in 20 min. Flow rate: 10ml/min;

(ix)  All solvents used were analytical grade and commercially available anhydrous
solvents for reactions. Reactions were typically run under an inert atmosphere
of nitrogen or argon;

x) yields, where present, are not necessarily the maximum attainable;

(xi)  intermediates were not necessarily fully purified but their structures and purity
were assessed by thin layer chromatographic, HPLC, infra-red (IR), MS and/or
NMR analysis;

(xii)  melting points are uncorrected and were determined using a Mettler SP62
automatic melting point apparatus or an oil-bath apparatus; melting points for
the end-products of the Formula I were determined after crystallisation from an
appropriate organic solvent or solvent mixture;

(xiii) the following abbreviations have been used:

HPLC high performance liquid chromatography

LC
MS

liquid chromatography

mass spectometry

ret. time retention time

TFA trifluroacetic acid
THF tetrahydrofurane
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Anot her enbodi nent of the invention relates to the

conpounds of fornmula | as herei nbefore defined, for
woeaosimeass eat nent of 5HT6 nedi at ed di sorders. ACTSELI6000592

enbodi nent of the invention relates to the conmpounds

of fornula I as hereinbeforeyflefined, for use in

treatnment of Al zheimer's di sease. Anot her enbodi ment

of the invention relates to the conpounds of formula I

he fined, for use in treatnent of

Dh@%gn|t|5%Q§ﬂ§ ?W@ﬁt aSSOCIated wi th schi zophreni a.
DIMEA a Mividiiesprephadilapmie of the invention relates to

t he conpounds of forrmula | as herei nbefore defined,
DM uséﬂﬂﬂmﬂﬁégﬁﬁﬁht of obesity. One embodi ment of the

P@Epvent conmpounds of fornula | as
erei ngq’?ore d nért% use i n Parkinson's disease.
THAEhot hetetnahjadrdfumnt of the invention relates to the use

of _.the cqnmpounds of fornula | as herei nbefore defined,
NhQ#ithenﬁﬁﬁ@Pbcture of a medi cament for treatment of
RTOHTE nEghiRicathegirm@r ders, Al zheimer's di sease,

cognitive 1 npal rnent associated with schi zophreni a,
Eﬁah95|tymahdk@ﬁtParklnson s di sease, and any ot her

I aned, a Ve A further enbodi nent of the

Ifgiventfgﬂlpéthﬂng% “ret hod of treatnent of 5HT6

nmedi at ed di sorders, Al zheiner's disease, cognitive

I mpai r ment associated with schi zophreni a, obesity

Thepygheit th@mowm\d@cmts@aﬁewclamcgﬁﬁ?s létslwlmdeféﬁlt%lrth@ts where
apﬁﬁ@;lﬁél}%{kﬁga@g ﬁYOﬁ%ctﬁg%&g?Wﬂ bﬁ%ﬂi 2l he c{ Jh%séq%eﬁ‘ﬂ?med from,

suc
thet\agibapriatiani lahy imérhediatasdn amanatr bt wnbba:mamdyjumld&rﬂéod by one
fornula |, as herei nbefore defined. Yet another

skilggh brthgafiof rsanicesynihgsnt Therspeefia seduenes of reactions depicted is not
crifORATFR Gy F Bl CRAPIRAES 8QBribed the order of the reaction steps may be

varied.
The invention will now be illustrated by the following non-limiting examples.

Startingmaterials were prepared according to the following references:
(25)-8-methoxy-N,N-dimethyl-1,2,3,4-tetrahydronaphthalen-2-amine and (2R)-8-Methoxy-
N,N-dimethyl-1,2,3,4-tetrahydronaphthalen-2-amine (J. Med.Chem 1989, 32, 779-783),
(25)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-amine hydrochloride (Acta Chem. Scand.,
Ser. B 1988, 42, 231-236),

(3R)-5-methoxy-3-[(trifluoroacetyl)amino]chromane (J.Med.Chem 2000, 43, 2837),
(3R)-3-[(2,2,2-trifluoroacetyl)amino]-3,4-dihydro-2 H-chromen-5-yl
trifluoromethanesulfonate (J.Med.Chem 2000, 43, 2837).

Other starting materials used were either available from commercial sources or prepared

according to literature procedures.
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conprising a conmpound of formula | as hereinbefore
defined, for use in treatnent of 5HT6 nedi ated
wdizemridea3s, Al zheiner's di sease, cognitive i NPRACTSBNI06/000592
associ ated with schi zophreni a, obesity and/or
Par ki nson' s di sease, and a ot her di sorder nentioned
above. One enbodi nent of t invention relates to an
agent for the prevention or treatnment of 5HT6 nedi ated
di sorders, Al zheiner's disease, cognitive inpairnent
Exampleoki at ed with schi zophrenia, obesity and/ or
Par ki nson' s di sease, , and any ot her di sorder nenti oned
above, which conprises_as.active ingredient a conmpound
of formula I as herei nre defined. In the context
gof t he present speciHN"cati o@, the term"therapy" and
o=s:=br eat ment " |nclude§4pcevent|on and prophyl axi s,
c_indications to the contrary.

d eutic" and "therapeutically”
eybe construed Cord"pgly. In this

ospeci flcati on, unI esg st at ed ot her wi se, the terns
““i'nhibitor" and "antagoni st" mean a conpound that by

(i) ( @Sp ‘% Z% ?Oro%% zm?l?he 5‘8'( Byl Y SndthSy-5,6,7,8-

'on eading to the productlon ‘of a
tetrd}ﬁamaﬁlﬂhbyzn& Iﬁema”gmmzde The conpounds according to

(6S)r@§@§{e2§§2é@iﬁ erashon-Sir Rk ety eL 3k corice (68
mg,, ?ﬁ%ﬁ@e}?g@&lﬁ dsln%ﬁeteﬁ‘ﬁﬁl'e BOPAN S addd e 4 S810%on of triethylamine

ess stated otherw se, neans any
(50 g O(BBtmﬁﬁl)aamd sdil @askmetmagarmlisd(39i ptl,H) %mqlbm@mmle (300
activity.Non- Medical use |In additiaqp

ul). Tllteeleagttmmtw:@s aﬁ@@dcfpm%hoqrﬁ an¢ WapHigh agﬂ%?é P%iﬁ%@?@tw& ﬁ%’m to give
the tlt?e compound (24 mg, 26%) as a solid. 'H NMR (400 MHz, CDCl3) 8 ppm 7.89 (d, 1
H) 7.34 (d, 1 H) 6.92 (dd, 1 H) 6.70 (dd, 2 H) 3.86 (s, 3H) 3.79 (s, 3 H) 3.46 - 3.60 (m, 1
H) 2.88 - 3.07 (m, 2 H) 2.41 - 2.58 (m, 2 H) 2.38 (s, 6 H) 2.09 - 225 (m, 1 H) 144 -1.64
(m, 1 H); MS m/z M+H 425.

9'
0=8=0
K -~
lllil z,/IN/
/O /O I

(ii) (6S)-6-(Dimethylamino)-4-methoxy-5,6,7, 8-tetrahydronaphthalene-1-sulfonyl chloride
(2S)-8-Methoxy-N N-dimethyl-1,2,3,4-tetrahydronaphthalen-2-amine (360 mg, 1.75

ternms '-treat"

mmol) was dissolved in anhydrous chloroform (5 ml) and cooled to -15°C. To the cooled
solution chlorosulfonic acid (0.5 ml. 7.5 mmol) in anhydrous chloroform (5 ml) was added
dropwise under 15 minutes. The reaction was stirred at -15°C for 15 minutes and then
allowed to come to room temperature for 15 minutes. The reaction mixture was added to a
slurry of sodium bicarbonate (3 g) / ice and the product was extracted with chloroform
(x3), dried (MgSOy), filtered and evaporated to give the title compound (0.64 g, 87%) as a
foam. The product was used without further purification; MS m/z M~+H 304.
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sol vates or solvated salts thereof, are also useful as
phar macol ogi cal tools in the devel opnent and
webtarsdasasgsati on of in vitro and in vivo test BYSISEN®6/000592
for the evaluation of the effects of nodul ators of
5HT6 related activity in Iaksazgratory ani mal s such as
cats, dogs, rabbits, nonkeys; rats and mce, as part
of the search for new therapeutics agents. Exanples
Gener.al Met hods The invention will now be illustrated

Exwgﬁﬁe foll owi ng Exanples in which, generally : (i)
operations were carried out at anbient or room
tature, i.e. in the range 17 to 25C and under an
pRtMssphere of an inert gas such as argon unl ess

o=8therw se stated; (ii) evaporations were carried out

by rotary evaporation under reduced pressure and

S yup procedures were carried out after renoval of

esi dhal ~solids by filtration; (iii) HPLC anal yses

er e péﬂfor med on an Agilent HPI OO0 system consisting
~8f GL379A M cro Vacuum Degasser, GL312A Bi nary Punp,

. Gl367A Vel | pl ate auto-sanpler, GL316A Thernostatted

() () énfPimsthybamineld-me @18 BBy P dks-tat rabydiosuphhiatene-1-

sulf%’J(rh'z%: X-Terra M5, Waters, 4.6 x 50 mm 3.5 mm The
colunm tenperature was set to 40 C and the flow rate

Thet titlelcompthhdinas siitResRiedds the irtfodont pedparativRof BERAAPRA (i) and was
from 210- 300 nnh(% qﬁ and peak wi dth wer

, 0).

e
isolated as an oil (18 mg NMR (400 MHz, CDCls) 6 ppm 7.90 (d, 1 H) 7.16 -
7.25 (m, 2 H) 6.96 - 7.09 (m, 3 H) 6.69 (d, 1 H) 3.85 (s, 3 H) 3.47 - 3.62 (m, 1 H) 2.83 -
3.06 (m, 2 H) 2.41 - 2.56 (m, 2 H) 2.37 (s, 6 H) 2.06 - 2.22 (m, 1 H) 1.43 - 1.61 (m, 1 H);

MS m/z M+H 361, M-H 359.

Example 3
| Cl
o)
Hl}l Cl
0=8=0
"ty II\I Ve
0

(i) (6S)-N-(3,5-Dichloro-2-methoxyphenyl)-6-(dimethylamino )-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide

The title compound was synthesized by the analogous preparation of Example 1(i) and was
isolated as a solid (15 mg, 7%). '"H NMR (400 MHz, CD3;0D) 6 ppm 7.85 (d, 1 H) 7.24 (d,
1H)7.03(d,1H)6.89 (d, 1 H) 3.88 (s, 3 H) 3.71 (s, 3 H) 3.57 - 3.68 (m, 1 H) 2.99 - 3.13
(m, 1 H) 2.88 - 3.00 (m, 1 H) 2.59 - 2.74 (m, 1 H) 2.45 - 2.54 (m, 1 H) 2.43 (s, 6 H) 2.21
(dd, 1 H) 1.44 - 1.66 (m, 1 H); MS m/z M+H 459, M-H 457.
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set to 2 nmand 0.05 mn, respectively. A linear
gradient was applied, run from0%to 100%

weaceisonéd3gi | e, in 4 min. Mbile phase: acetoni PCTISE2MD6/000592
nM ammoni um acetate in 5 % acetonitrile in M11iQ
Water. (iv) Thin |ayer chroggt ography (TLC) was
performed on Merck TLC pl at (Silica gel 60 F254) and
WV visualized the spots. Flash chronmat ography was
preformedon a Conbi Fl ash(r) Conmpanion(tn) using

Examid?éep(tn) nor mal - phase flash colums or on Merck
Si Lica gel 60 (0.040-0.063 nm. Typical solvents used
f | ash chronat ography were m xtures of

H g or nl met hanol , net hyl enechl ori de/ met hanol

o=&hl or of or ' met hanol / anmmoni a, tol uene/ethyl acetate and
ethyl acetate/heptane. (v) 1H and 13C NMR spectra were
i ded at 400 MHz for proton and 100 MHz for carbon-
F3ertlier on a Varian Unity+ 400 NVR Spectroneter
qui pped with a 5mm BBO probe with Z-gradients, or a

ruker Avance 400 NMR spectroneter equi pped with a 60

ual ;| AL '8 X . halene-1-
(oS (RPN R DB PR P 0 S o Borpi
sulféndwdidk eus probe equi pped with Z-gradients. The

follow ng reference, signal s re used: t.he pddle li.
Theg RleBrpeng vas sy 4 R AERH BePPEoRPt EEeged ) fnd was
isoli; ' t : 86 @61 H) 7.06 -
ol o D A N &
7.23\@h £l Hp 606dem 10tm, 3 MY6.66 §t, L ENS.3miss3 ED i3ty -03.7him, 1 H) 3.00 (dd,

bR AL et 8 S0P 501 S8R5 YRl 8 s o 2

(m,gﬁ{)ei.ﬁftﬁgr%reﬁex mhomsew veHd £8, Mepsrated in a

-

ositive

Example 5

(6R)-6-(Dimethylamino)-4-methoxy-N-phenyl-5,6,7, 8-tetrahydronaphthalene-1-
sulfonamide

The title compound was synthesized by the analogous preparation of Example 1(i) and was
isolated as a film (19 mg, 32%). "H NMR (400 MHz, CDCl3) & ppm 7.89 (d, 1 H) 7.21 (t, 2
H) 6.95 - 7.12 (m, 3 H) 6.69 (d, 1 H) 3.85 (s, 3 H) 3.44 - 3.63 (m, 1 H) 2.84 - 3.06 (m, 2 H)
2.42 -2.57 (m, 1 H) 2.37 (s, 6 H) 2.05 - 2.20 (m, 1 H) 1.42 - 1.65 (m, 1 H); MS m/z M+H
361, M-H 359.



negative ion node. The capillary voltage was 3 kV and
the mass spectronmeter was scanned fromniz 100-700
woiods/1aesean tinme of 0.3 or 0.8 s. Separati onsPGEISE2006/000592
performed on either Waters X-Terra M5, C8-col ums,
(3.5 nrn, 50 or 100 mMm x Zn#Tml d.), or a
ScantecLab's ACE 3 AQ colu 100mm x 2.1 mmi.d.).
The col umm tenperature was set to 40 0C. A linear
radi ent was applied using a neutral or acidic nobile
ihase system running at 0% to 100% organi c phase in
=5 minutes, flowrate 0.3 ni/nin. Mbile phase
~ m acetonitrile/[lO nM NHAQAc (aq.) / MeCN
)], or [10™ NH4OQAc (aq.)/MeCN (1/9)] / [10mWH4q
aq. W MeCN(9/1)]. Acidic nobile phase system
dlSSnM-lICCIH(aq )/ MeCN(5/ 95)] /
[ 8MVHCOOH( aq. ) / MeCN(98/ 2)]; (vii) Altenatively a LC M
(ii) @ye?%e(mzb mRindPAA@EI0xP-b 6/ TS-tarsdbrly biaphthplapartpsul foBPGhloride
um Oven, ZQ PDA2996 and LS det ect qr, ﬁgdex 83 Y and
ThefiitlsporwPEnd Wagsynthestred BY i “%/\B@PH@P%P FRRIP hg 00
0 . A four mnutes
Wasg&%‘g‘%"‘g% g,ﬁrglréocﬁm% g@ glsgltc%rtl r% at 100 % A (A= 10 mM
5 NHAQAC in 5% MeOH) and ending at 100% B (MeOH). The ZQ
vvase%w pped with a conbi ned APPI/APCI ion source and
ed in the positive node between mz 120-800 with
a scan tine of 0.3 s. The APPI repeller and the APCI
were set to 0.86 kV and 0.80 mA, respectively.
H,\] auik ti on, the desol vation tenperature (3000,
gi:e;sol vation gas (400 LfBi) and cone gas (5 L/Hr) were
opstant for both APCI and APPI node; (viii)

rative chr omat ography was run on a Gl son
-‘éparative HPLC wi th

e
(6R)-6-(Dimethylamino)-N-(3-fluorophenyl)-4-methoxy-5,6,7, 8-tetrahydronaphthalene-1-
sulfonamide

10 The title compound was synthesized by the analogous preparation of Example 1(i) and was
isolated as an oil (18 mg, 29%). 'H NMR (400 MHz, CDCl3) 8 ppm 7.92 (d, 1 H) 7.11 -
7.22 (m, 1 H) 6.75 - 6.86 (m, 3 H) 6.72 (d, 1 H) 3.86 (s, 3 H) 3.49 - 3.60 (m, 1 H) 2.86 -
3.02 (m, 2 H) 2.39 - 2.57 (m, 2 H) 2.37 (s, 6 H) 2.09 - 2.20 (m, 1 H) 1.46 - 1.63 (m, 1 H);
MS m/z M+H 379, M-H 377.

15

Example 7

(6R)-N-(5-Chloro-2-methoxyphenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide
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a diode array detector. Colum: XTerra M5 C8,

19x300mMmm 7mm Gradient with acetonitrile/ Q1M
weaermmneassacet ate in 5 acetonitrile in MI11i Q YETSE2006/000592

run from20%to 60% acetonitrile, in 13 mn. Flow

rate: 20 ml/mn. Alternative{?y, purification was

achi eved on a sem preparatiVe Shi madzu LC- 8A HPLC

vvith a Shimadzu SPD-1 OA UV-vi s. -detector equi pped with

e Gt %tvé%fﬁ? %é%ft'z;yntgn Pﬁ(‘? 5y PORREFALOR g6 Frageld 10 and was
130?%6%8 'air?ﬁ o?]ﬂ. Lk ;rr%v rlH O/E?@kﬁ %0 ﬁf?b@ ) ?[34 (d,

Veén § use
1 Hpér2 (ddal ¥ bl - Gﬂ'bdﬁ %H):B 86 l(merI&) 2RO ¥s, 3\Hi)l 3 ﬁbl B 60 (m, 1 H)

2 88 LR 3 o Enass Bn2Hirts Gt hbRpar - oni | Hodd -0r63 (m,

T8 /z (M Y428 N Ahere present, are not necessarily
I—1?’he maxi mum at t ai nabl e; (xi) internediates were not

necessarily fully purified but their structures and
Fx t8y wer e assessed by thin |ayer chronmatographic,

%ﬁfié infra-red (IR), M5 and/or NMR anal ysis; (xii)
chpedt-Fing points are uncorrected and were detern ned
\wg a Mettler SP62 automatic nelting point apparatus

an oil-bath apparatus; nelting points for the

'?Jl-products of the Formula | were deternined after
y%t allisation froman appropriate organi c solvent or
Nt m xture; (xiii) the foll ow ng abbreviations

0
Oeﬁi
Cl

(i) (6S)-N-(3,5-Dichlorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide

Sodium cyanoborohydride (48 mg, 0.76 mmol) was added portionwise to a stirred mixture
of (65)-6-amino-N-(3,5-dichlorophenyl)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide (110 mg, 0.252 mmol) and 37 % aqueous formaldehyde solution (204 mg, 2.5
mmol) in methanol (2 ml), followed by the addition of glacial acetic acid (50 ul). The
resulting mixture was stirred for 6 hours, then the solvent was evaporated, the residue was
taken up in dichloromethane, washed with saturated aqueous sodium hydrogen carbonate
solution, dried with sodium sulfate and concentrated. The compound was purified by
preparative reversed phase HPLC to afford the title compound as a solid (71 mg, 65 %). 'H
NMR (400 MHz, CDCl3) 8 ppm 7.96 (d, 1 H) 7.04 (d, 2 H) 6.88 (s, 1 H) 6.75 (d, 1 H) 3.88
(s, 3H) 3.64 - 3.75 (m, 1 H) 3.31 - 3.43 (m, 1 H) 3.09 (dd, 1 H) 2.90 - 3.03 (m, 1 H) 2.67
(s, 6 H)2.49 - 2.61 (m, 1 H) 2.32 - 2.41 (m, 1 H) 1.63 - 1.78 (m, 1 H). MS m/z M+H 429,
431, 433, M-H 427, 429, 431.

o
'l/,N/lH< F
H F
0 F

(ii) 2,2,2-trifluoro-N-[(2S)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-yl ] acetamide
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HPLC hi gh performance |iquid chromatography LC liquid
chromat ogr aphy M5 nmass spectonetry ret. tine retention
woOi20m/126938t ri f | uroacetic acid THF tetrahydrof upamsEM66/000592
di met hyf or mam de DEPEA iV, -diisopropylethylam ne DVSO
di met hyl sul f oxi de NMP 1-net hyl - 2- pyrrol i di none THF
t et rahydr of uran MeOH net ha RT room tenperature
_[%LOAC ﬁt hyl acetate LAH |ithium al um nunmhydri de
. roughout the follow ng descriptj.on.of such processe
Triffupranestia faby SHdsod L the o MBI "ispd! PRPYISeqet 4 BrIod of 20
iniE LSS QU PoRSs WelHoxha 26 daekriy dravaphiies QuuBiRk|
mnrgsngvaelgl#%gm We vgrﬂloégs’r’e’act zrarﬁg,sr ang i nt er medi at Zs

hydﬂthl@riﬂ@(&’.&iQ g,t38a8 minidl) arfskepyrielini (Oy mh dek1$too0ld ithgichigeomethane
03k 6 REBIoB} ePpsETTs L e TR PO ER: e 155 PREfdl'afic then
wasHERI Vit {valdd Gnd MR A4S s 6H6hi IEFbgeh eadbafe sellitibheiried over

reactiron steps may be vari ed.
sodium sulfate and evaporated to give the title compound as a solid (10.43 g, 98 %). 'H
NMR (400 MHz, CDCls) 8 ppm 7.15 (t, 1 H) 6.75 (d, 1 H) 6.70 (d, 1 H) 6.41 (s, 1 H) 4.27
-4.37 (m, 1 H) 3.83 (s, 3 H) 3.17 (dd, 1 H) 2.83 - 2.99 (m, 2 H) 2.55 (dd, 1 H) 2.06-2.15
(m, 1 H) 1.78 - 1.90 (m, 1 H). MS m/z M-H 272.
?l

0=5=0

F
IN&
H F
F

(iii) (6S)-4-Methoxy-6-[(trifluoroacetyl)amino]-5,6,7, 8-tetrahydronaphthalene-1-sulfonyl
chloride

A solution of chlorosulfonic acid (9.6 g, 82 mmol) in chloroform (5 ml) was added drop-
wise to a solution of 2,2, 2-trifluoro-N-[(2S)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-
yl]acetamide (5.42 g, 19.84 mmol) in chloroform (100 ml) at 10°C. After completion of the
addition, the mixture was stirred at ambient temperature for one hour and then poured out
on ice. The phases were separated and the aqueous phase was extracted with
dichloromethane. The combined organic phases were washed with aqueous sodium
hydrogen carbonate solution, dried over sodium sulfate and concentrated to give a solid
(6.12 g, 83 %)."H NMR (400 MHz, CDCls) § ppm 8.04 (d, 1 H) 6.85 (d,1H)6.36 (s, 1 H)
3.95 (s, 3 H) 3.51 - 3.61 (m, 1 H) 3.24 - 3.36 (m, 2 H) 2.55 (dd, 1 H) 2.20 - 2.28 (m, 1 H)
1.83 - 1.94 (m, 1 H) 1.60 (s, 1 H). MS m/z M+NH, 389, 391, M-H 370, 372, M-HCl 334.

Ci Cl



10

15

20

25

The invention will now be illustrated by the follow ng

non-limting exanples. Startingnaterials were prepared
wecewridéasg to the foll owi ng references: PCT/SE2006/000592

(2>S) - 8- et hoxy-L,iV-dinethyl -1, 2,3, 4-tetrahydronaphth

al en-2-amne and (2,R)-S-Me % OXy -

-dinethyl -1, 2,3, 4-tetrahydr

Med. Chem 1989 32, 779-783),

(2S)-8-neth 2,3, 4-tet h - 2- ani
(iv) N HSOAL6% ﬁgﬁcl(lwwbe o 9”%5165’1@% ?31‘«3%,4? 22
tetm%‘g&rg% ﬁg}) thalte 'I%ZXV %ZIZ_trfﬂufo rouagre%zgzécéet yl)am no] chromane

Pyridide KETH INe.62 2GH61) waS pd®B33 p suspension of (65)-4-methoxy-6-

CoR ey T N I

mmgl? ngd 3 %%clﬁﬁl%é%ﬂmgd‘@6 8132040 MeholBth @idhidrometiade (Irmal) and the

aval e fromcomercial sources or prepared
resuhinganidiurg wae stitrecest atmbient tropasaureder Bk Aas elhe preyipitate that had

G FE R R e e

compSWld 2NAdHIid]1.23 g, 80 %). The compound was used in the subsequent step
F 6S) - 6- (Di net hyl'gm no) - 4- met hox {,8-te 3{%0{1&)
withotrhiriéeepurifiation il NMR GO0 AHE 5 pPp 7%%@ )1.02G, 3

d,
H) 6‘%?@? h‘o?ﬁ ¢f‘ N ‘ﬁy Hr%s* Q‘iﬁpﬁ%’?“b’d %‘%ﬁ%ﬂ;gldﬁ%tlg @d, 1 H)2.97
- 3.08-@h 110102 33 (&, N ERYR06 + 2146 (1639 HHi1.74- R&T (mpl H)q MS m/z M+H 497,

acetonitrile 300 T red for 2
499 10 §0br%1+1)@s é4g1 %JH g?éﬁg@ 4%?&?262?? OrpLC to
ci venthe title conpound (24 nmy, 269% as a solid. 1H
(400 MHz, CDCI3) d ppm 7.89 (d, 1 H 7.34 (d, 1H)
92 (dd, 1H) 6.70 (dd, 2 H 3.86 (s, 3 H 3.79 (s, 3
H3.46 - 3.60 (m 1 H 2.88 - 3.07 (m 2 H) 2.41 -
°o2%®8 (m 2 H 2.38 (s, 6 H 2.09 - 2.25 (m 1H) 1.44 -

aphmal en- 2~am ne (J.

“INH,

O

(v) (6S)-6-Amino-N-(3,5-dichlorophenyl)-4-methoxy-5, 6,7,8-tetrahydronaphthalene-1-
sulfonamide

A solution of N-((28)-5-{[(3.5- dlchlorophenyl)armno]sulfonyl} -8-methoxy-1,2,3,4-
tetrahydronaphthalen-Z-yl)—2,2,2—tr1ﬂuoroacetarmde (512 mg, 1.03 mmol) in methanol (10
ml) was stirred with 2 M aqueous sodium hydroxide solution (5 ml) at ambient temperature
for 6 hours and then stored at 10°C for 16 hours. The mixture was neutralized with 1 M
aqueous hydrochloric acid (8.5 ml) to pH 9. The precipitate formed was filtered, washed
with water and ethyl acetate and dried to afford the title compound as the hydrochloride
salt (336 mg, 75 %). '"H NMR (400 MHz, DMSO-ds) § ppm 7.73 (d, 1 H) 6.83(d, 1 H)
6.69 (d, 2 H) 6.50 (t, 1 H) 3.80 (s, 3 H) 3.61 - 3.73 (m, 1 H) 3.28 - 3.39 (mm, 1 H) 3.04 (dd,
1 H) 2.85 - 2.99 (m, 1 H) 2.37 (dd, 1 H) 2.01 - 2.10 (m, 1 H) 1.48 - 1.62 (m, 1 H). MS m/z
M-+H 401, 403, 404, 405, M-H 399, 401, 402, 403.



(m 1 H; MSmz MH 425. (H)
(6S) - 6- (D net hyl am no) ~4- net hoxy-5, 6,

W@ 2806t106938hydr onapht hal ene-1 - sul f onyl chl ori dePCT/SE2006/000592
(2S) - 8- Met hoxy- N, N-di et hyl -1, 2, 3, 4-t et rahydr onapht hal
en-2-amne (360 ng, 1.75 ) was dissolved in
anhydrous chloroform (5 m) énd cooled to -15C. To the
cool ed solution chlorosulfonic acid (0.5 mM. 7.5 nmol)
[ nalgrbhydr ous chloroform (5 nm) was added dropw se

Exam 15 minutes. The reaction was stirred at -15C for
F15 m nutes and then allowed to cone to room
oi¥perature for 15 minutes. The reaction m xture was
ded to a slurry of sodium bicarbonate (3 g) / ice
and the product was extracted with chloroform (x3),
Mried (MySO4), filtered and evaporated to give the

O=ftPt1 e conpound (0.64 g, 87% as a foam The product
sed wi thout further purification; M5 mz MH
zxanple 2 (i) (68) 6- (D met hyl am no)
oA- met oxy- N- phenyl - , 7, 8-t etrahydronapht hal ene-1| -
““sul fonanmi de The t|t| e corrpound was synt hesi zed by the

(i) @Sﬁwg(w%ﬂf @%bﬂwk@%zp& @%ﬁ@zﬁnﬁzg j-h-,ﬁa;ﬁo 6;%0' Slto e d

5 (6S§6-0%m%18]N %@ﬁﬁﬂ% %—fﬁxotcipi%)g?d -%mgh%y—é %é% r%a?i'_girﬁjla;g%@éene-l-
sulfénagide (259, 0.67% gamolf wad trbmsforindd)accdYBin® 18 thdhHeBBd as Mstkibed
in Ee%@plq\&e(ﬁo sherfitienasprennd i dhoxgerhiriped asa sadlidfd b6 e ff fo. 'H
t eér ahy ?gggk?R§P§n7e83 « S uI )o7n<1;1m(d<§1é 1 'H‘?eG | 1 ?'gs ggh‘bgﬁ 9082 1
H) @68 ((S)ll’if[)’ﬁ’.gﬂ 150 Hy3.6he3.aBd@no 61339 -€R39 ah| DH) Q90 - 3.11 (m, 2 H)
o 2.660280h% 45 (ah, B8 28 241 (e, 1 H) 1.60 - 176 (m, 1 H). MS m/z MAH 413,
415.

(i) N-((25)-5-{[(3-Chloro-4-fluorophenyl Jamino] sulfonyl }-8-methoxy-1,2, 3,4-
tetrahydronaphthalen-2-yl)-2,2,2-trifluoroacetamide

15 Pyridine (176 pl, 2.17 mmol) was added to a suspension of (65)-4-methoxy-6-
[(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-sulfonyl chloride (538 mg, 1.45
mmol) and 3-chloro-4-fluoroaniline (210 mg, 1.45 mmol) in dichloromethane (7 ml) and
the resulting mixture was stirred at ambient temperature for 16 hours. The mixture was
diluted with dichloromethane, washed with 1 M hydrochloric acid, water and saturated

20 aqueous sodium hydrogen carbonate solution, dried with sodium sulfate and evaporated.

The residue was dried under vacuum to give the title compound as a solid (539 mg, 77 %),
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isolated as a solid (15 nmg, 7% . 1H NWMR (400 Mz,

CD30D) d ppm 7.85 (d, 1H 7.24 (d, 1H 7.03 (d, 1H)
wo6.288/106b381H) 3.88 (s, 3 H) 3.71 (s, 3 H) 3.57PcTRBESB6/000592
(m 1H 2.99 - 3.13 (m 1H 2.88 - 3.00 (m 1H) 2.59 -
2.74 (m 1H) 2.45 - 2.54 (m,.1H) 2.43 (s, 6 H) 2.21
(dd, 1H) 1.44 - 1.66 (m 1 ; M5 mlz MtH 459, MH

457 Exanpl e 4

S BTl AL SO o6 TR o, .

Hlﬁgrgégund was synt hesi zed by the anal ogous preparation

anple | (i) and was isolated as an oil (28 ,

F3209. 1H NVR (400 MHz, CD3OD) 5 ppm 7.89 (d, 1H) 7.06
123 (m 1H) 6.75 - 6.91 (m 3 H 6.66 (t, 1H 3.86
, 3 H 3.49 - 3.71 (m 1H 3.00 (dd, 1 H 2.77 -
.95 (m 1H) 2.50 - 2.65 (m 1H 2.38 - 2.48 (m 1H)

M 37 (s, 6 H) 2.12 - 2.26 (m 1H) 1.41 - 1.58 (m 1

O=HP; Ms mlz MrH 379, MH 377. 0 Exanple 5
6R)~ 6- (D met hyl am no) - 4- met hoxy- N- phenyl -
& gt rahydronapht hal ene- | sul fonam de s The title
conpod‘i’i'd was synt hesi zed by the anal ogous pr epar ation

~bf Exanmple | (i) and was isolated as a film (19 ng,

(iii )((%ﬁ §A|]_'ﬁ|_zln NI)@%% éllq 0%8{%%? ’ﬁ} )-%—n%@gn (cg 58§Z‘)%dtérré)?)d(gm%%ﬂmlene-

_sﬂ)rona,,ﬁzfe 363(m1 2.84- 3.06 (m 2 H 2.42 -
1H) 2.37 (s, 6 H) 2.05 - H 142 -
N- (@Sﬁé {([fﬁ Chlogp-2- fh@f@ﬁ@nbdmn@ebulfwﬁl}%@eéig}y-l 2,34

ol A o AP UBAN: B 6 e
ml)tvids stire® rppethed Wit Islyaa;m@su sbétﬂmblyyd‘rh;ada s@lungm (ysml) at ambient

preparati on of Exanp and was isglated as an
tempptatyrg 5 Gligpurs &g thewgopﬁdzat 9% f9y4.6 hours. The mixture was neutralized

with 1 M aqueous hydrochloric acid (7 ml) and then made basic with solid sodium
hydrogen carbonate. The mixture was extracted with ethyl acetate and dichloromethane,
the combined extracts were dried over sodium sulfate and concentrated to give a solid (259
mg, 98 %), which was used without further purification. MS m/z M+H 385, 387, M-H 383,
385.

Example 10

F

(i) (6S)-6-(Dimethylamino)-N-(6-fluoropyridin-3-yl)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide

The method as described in Example 8(i) was used to convert (65)-6-amino-N-(6-
fluoropyridin-3-yl)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-sulfonamide into the title
compound which was obtained as a solid (104 mg, 33 %). '"H NMR (400 MHz, CDCls) 3
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Exanpl e 6
(6R) - 6- (D net hyl am no) - N- (3-fl uor ophenyl ) - 4- net hoxy- 5,
w6 2006826938 r ahydr onapht hal ene- 1 sul f onami de The PCTISB2006/000592
conpound was synt hesi zed by the anal ogous preparation
of Exanple | (i) and was isolated as an oil (18 ng,
29%. 1H NVR (400 MHz, CDC d ppm7.92 (d, 1H) 7.11
- 22(m1l—|)675-686(m3|—|)672(d 1H)386

m 2
ook 5Bt j 797 3169 4407 2o BB % R e P e S 3
d, 1 35§0(.m42 H 1 2.0
ey R S e 2F) -éb(%ﬁiéégfﬁﬂ%? 3240
(m égp (gdaH) S m/zM+H380 M- 378
# et r ahydr onapht hal ene- 1- sul f onam deThe titl e conpound
s synt hesi zed by the anal ogous preparation of
anple I (i) and was isolated as an oil (13 ng, 199%.
1HNVR (400 MHz, CDCI3) d ppm 7.90 (d, 1H 7.34 (d, 1H
0”692(dd 1H) 6.65 - 6.77 (m 2 H 3.86 (s, 3 H 3.80
'("s 3 H 3.47 - 3.60 (m 1H) 2.86 - 3.05 (m 2 H 2.42

O 580(m 2 H) 2.38 (s, 6 H 2.11 - 2.25 (m 1H 1.48
.GH & 51 H,; MSmz MH 425, MH 423. Exanple S

i)

_(6S)-N-(3,5-Dichl orophenyl ) -6- (di met hyl am no) - 4- met hox

(i) ¢,252-8; rzﬂy@m N{d( ZJS'é{hSF{gf@gum(wpﬁfﬂdmaﬂ-ﬂﬂwniiwﬁsul[f?mﬂﬁirﬁjﬁgoxgl,2,3,4-
48 ng, 0.76 mmol) was adde

’ef”%g}"{m%‘ﬁ’ 3 ‘3@ %ef ﬁdgd m xture of (65)-6-am no-

Therﬁ&hEd di aéskﬁbapm@aah)pié@ m%yecﬁto%xvé}f §6%§ 3&%%9@?@*1

t hal ene- | suI fonam de %

ﬂuo&am%% g@ mnabydr()mma@pneﬂ-sﬂfonannde into the title
compound, which was obtalned as a solid (409 mg, 99 %). 'H NMR (400 MHz, DMSO-ds)

6 ppm 10.51 (br. s., 1 H) 9.50 (d, 1 H) 7.84 - 7.91 (m, 1 H) 7.77 (d, 1 H) 7.59 - 7.66 (m, 1
H) 7.08 (dd, 1 H) 6.94 (d, 1 H) 3.95 - 4.12 (m, 1 H) 3.83 (s, 3 H) 3.35 - 3.45 (m, 1 H) 3.17
(d, 1 H)2.92 -3.05 (m, 2 H) 1.95 - 2.05 (m, 1 H) 1.67 - 1.80 (m, 1 H). MS m/z M+H 448,
M-H 446.

(iti) (6S)-6-Amino-N-(6-fluoropyridin-3-yl)-4-methoxy-5,6,7,8-tetrakydronaphthalene-1-
sulfonamide

The method as described in Example 9(iii) was used to convert 2,2,2-trifluoro-N-((2S)-5-
{[(6-fluoropyridin-3-yl)amino]sulfonyl}-8-methoxy-1,2,3 4-tetrahydronaphthalen-2-
yl)acetamide into the title compound which was obtained as a solid. MS m/z M+H 352, M-
H 350.
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mol ) in nethanol (2 m), followed by the addition of
gl acial acetic acid (50 m). The 15 resulting m xture
woasocsizéasgsed for 6 hours, then the sol vent wasPCT/SE2006/000592
evaporated, the residue was taken up in
di chl or onet hane, washed vvith3%atur ated aqueous sodi um
hydr ogen carbonate solution,”dried with sodium sul fate
and concentrated. The conmpound was purified by
pre tive reversed phase HPLC to afford the title
EX@WE@% as a solid (71 ng, 65 %. 1H NMR (400 Mz,
3) d ppm7.96 (d, 1H 7.04 (d, 2 H 6.88 (s, 1H)
~o B (d, 1H 3.88 0 (s, 3 H 3.64 - 3.75 (m 1H) 3.31
- 3 (m 1H 3.09 (dd, 1H) 2.90 - 3.03 (m 1H) 2.67
(s,HN/oH) 2.49 - 2.61 (m 1H 2.32 - 2.41 (m 1H) 1.63
(m 1 H. MSmz MH 429, 431, 433, MH 427,
429 (i)
2, 2,°7-tri§1Tuor o~N-[ (2S) - 8- met hoxy-1, 2, 3, 4-t et rahydrona
pht k&l en- 2-yl ] acet am deTri fl uoroaceti c anhydride (11.4

. 4.3 ) ed dropw se over eriod of 20
(1) @ﬁ-gf(ygm?zo lél)ﬂﬁﬁl\/@tﬂmét xy-N-[( BS) 8-methoxy-1 2,?,4 -tetrahydronaphthalen-2-

11555, 8558 AP hand ronapht hal en- 2- ar ni ne
" ydroc(I?ﬁI ori de w. le%eé}stug% 9195@9 and pyridine (9.4

Thayinethod 24 desepibyd mrE)dlm;ﬂct &@bwm Mdeo (r2tPorm. J6.536- aifﬁhlbeninethoxy—

TN 0 SN EOLALATS 5 B e
sulf@ﬁﬁihiﬂ&hﬂ%dh@ﬁﬂ@c&ﬂiﬁdiﬁhﬂaﬁﬁlcﬁ%ddtdb%neddefs aes@hQYf"Zl xﬁg ‘%2 'H

sul fate and evaporated to give the title conpoun

NMRo{408 NiHg, GBCis) 5983794 (b INUFT. 06,60 1 66, 7401 B3) 6ol H) 6,60
@ TH)3.di g, i (35887(?)_3 ﬁg?»é?’@? ﬁgsgg’(g%) ?le- 3(415 (5 ) 2.90 -
3. 02(r9,91 H2.72 -2.901m53 I(I)Jlﬁﬁzls lHR2.66-2. 5@ @0 1 2.469dal1 1B 2.21 -

2363 L0 o0 10T | 4 b g demityly bie néisasime ] ). MS miz MeH
4457VvBrtef3r ahydr onapht hal ene-1 - sul fonyl chloride

(ii) 2,2,2-Trifluoro-N-[(25)-8-methoxy-5-({[(2S)-8-methoxy-1,2, 3,4-tetrahydronaphthalen-
2-yl]aminojsulfonyl)-1,2,3,4-tetrahydronaphthalen-2-yl] acetamide

A mixture of (2S)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-amine hydrochloride (96 mg,
0.449 mmol), (6S)-4-methoxy—6-[(triﬂuoroacetyl)amino]—S,6,7,8-tetrahydronaphthalene~1-
sulfonyl chloride (167 mg, 0.449 mmol) and DIPEA (174 mg, 1.348 mmol) in
dichloromethane (10 ml) was stirred for four days at ambient temperature. The mixture
was diluted with dichloromethane, washed with 1 M hydrochloric acid, water and saturated
aqueous sodium hydrogen carbonate solution, and then dried over sodium sulfate and
evaporated to give the title compound as a solid (165 mg, 72 %), which was used in the

next reaction step without further purification. MS m/z M+H 513.



A solution of chlorosulfonic acid (9.6 g, 82 mml) in
chloroform (5 m) was added dropwi se to a sol ution of
wa 2206226938 F | uor o- A/ - [ (25) - 8- net hoxy-1, 2, 3, 4- t ePCEISYLI06/000592
apht hal en-2- yl]acetam de (5.42 g, 19.84 mml) in
chloroform (100 m) at 10C ter conpletion of the
addition, the m xture was stiTred at anbi ent
tenperature for one hour and then poured out on ice.
The phases were separated and the aqueous phase was
acted with dichl oronet hane. The conbi ned organic
~ophg wer e washed w th aqueous sodi um hydr ogen
ate solution, dried over sodiumsul fate and
congentrated to give a solid (6.12 g, 83 %9. 1H NWR
(468=0Hz, CDCl 3) d ppm 8.04 (d, 1H) 6.85 (d, 1H) 6.36
(s 3.95 (s, 3 H 3.51- 3.61 (m 1H 3.24 - 3.36
(l 255(dd 1H 2.20 - 2.28 (m 1H) 1.83 - 1.94
(m {1H) 160 (s, 1 H. M5 nlz MeNL 389, 391, MH 370,
377, M HO 334. (iv)

(iii N(S(S‘ﬁ-ggiﬁuﬁo{é{ kiR NC L L LRRBI )3T QL5 fd%)%)p}zﬁzglen%—yl 7-
5617e%lr€aihb}tddr@3uﬂpmlhm -éiulfongn)id®, 2, 2-tri f | uor oacet ani de
Th {gq,gd i {”W%e 5R) )aves ad O ert% 2o SRR 3 b ) -s-

s mefhbkyisE(] g(gspa@@ettydx)yam Boﬂmga@yd’?elgzphﬂ{a[e%hy ?r] mﬁ.gl?&d]ﬁaln%el 2.3 ,4-

-1-sul fonyl chloride éél
tetrgl}ghg}a@mh@}e@%yl]a%@ng mg@t}g title. @8 pormad ijnqhnwas obtained as a solid

) d esulting m xture was
(1 %T%r] Q%Bﬁbl en t@n%e‘@gtﬁ/frgeé}lgr 16 hours. The
preC|p|tatethat had forned was filtered, washed with

Ex di e et her and dried under vacuumto give the title
nd as a solid (1.23 g, 80 %9. The conpound was

ctin the subsequent step without further
ification. 1H NWVR (400 MHz, CD3OD) d ppm 7.95 (d,

7.02 (s, 3 H 6.95 (d, 1H)401-414(m 1 H)
3N+89(s 3 H 3.42 - 3.53(m 1 H 3.12 (dd, 1 H 2.97
=% 08 (m 1H) 2.53 (dd, 1H) 2.06 - 2.15 (m 1 H 1.74
(/ElH) MS mz M+H 497,

|
10 -

(i) (6S)-N-(3,5-Dichlorophenyl)-6-[isopropyl(methyl)amino] -4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide

Sodium cyanoborohydride (50 mg, 0.789 mmol) was added portion-wise to a stirred
mixture of (6S)-6—amino-N—(3,5-dichlorophenyl)—4-methoxy—5,6,7,8-

15 tetrahydronaphthalene-1-sulfonamide (115 mg, 0.263 mmol) and acetone (153 mg, 2.63
mmol) in methanol (2 ml), followed by the addition of glacial acetic acid (50 ul). After 3
hours reaction time the starting material was fully converted to the monoisopropylamine
derivative as evidenced by HPLC-MS (m/z M+H 443, 445, 446, 447, M-H 441, 443, 444,
445). Then 37 % aqueous formaldehyde solution (79 mg, 2.63 mmol) was added followed

20 by portion-wise addition of sodium cyanoborohydride (50 mg, 0.789 mmol) and finally
addition of glacial acetic acid (50 pl). The resulting mixture was stirred for 20 hours. The

methanol was evaporated and the residue was taken up in dichloromethane and washed
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499, 500, 501, MNBU 514, 516, 517, 518, MH 495, 497,

498, 499. (v)

w0@a8)6r1669381 no- N- ( 3, 5- di chl or ophenyl ) - 4- net hoxy PETBEZ008/000592
t et rahydr onapht hal ene-1 sul f onani de A sol uti on of
i V-((25)-5-{[(3, 5- d|chlorophggyl)an1no]sulfonyl} 8- nmet

hoxy-1, 2, 3, 4-
tetrahydronaphthalen 2-yl)-2, 2 2-trifluoroacetam de
was stirred

wms%aﬁurgtgﬂ,ﬁ%eggﬁ, s ‘g%}&’i}’a{-ﬂgﬁg} 9?%} 1815119}%”% d esergoylivge sulfate and
evastated (Pu ERRESAb ESumf IchRnRbEripRvh §1H@J]uﬁﬁvé)fngﬁf%#gl§%glar

for 16 hours. The m xture was neutralize

mizERssY slidherpoietiane-methanoligve.18e 1ifly caupidd@s aThkd (100 mg, 83%).

"HRIPR @00 3. OCES o bPa S o B s TRE St A e e 1 1
5, Sas(bt ke IFH)OB B, erH)cmS(sat 61(1%315}11%')15753 br) Eml E Bﬂ%ﬁ(%(m 3
HfﬂG 22-pf (IB, ’58)> 2133 (m H22@§ -@sl8 (n,H)H}gL. 65_ 1.69.(#8 1(}@1 11 (dd, 6

il Ay AP ol ARG, ) 2,82 2,38 (
(m 1 H. Nsmz M+H 401, 403, 404, 405, MH 399, 401,

402, 403. Exanple 9 (i)
Ex gxg}e (3- Chl or o- 4- f | uor ophenyl ) - 6- (di net hyl ami no) - 4- m
%y-5,6,7,8- tetrhydronapht hal ene- 1-sul f onam de

) - 6- Anlno-
(@ chl oro-4-fl uorophenyl) - 4- net hoxy-5, 6, 7, 8-t etrahydr
6trapl i t hal ene-1| sul fonam de (259 ny, 0.67 mml) was
t ormed according to the nethod as described in

”Elf(i) to the title conpound which was obt ai ned
a® a soHMd (156 ng, 56 % . 1H NWR (400 MHz, CDC 3) d

0 B Sk sl g et 6ol gob D66 75
telrﬁ”}dr&hﬂp}ghcg&ze 1 §u e 1H) 2.90 - 3.11 (m 2 H) 2.66

3 (d i 227-241(m1H)160-
A nprl@e ()ﬁ(6S1 6H)m1nb/$l (-zhidvbo24ikBhoxyphenyl)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide (161 mg, 0.406 mmol), 1,4-dibromobutane (61 ul,
0.507 mmol), sodium hydrogen carbonate (215 mg, 2.03 mmol) and potassium iodide (6
mg, 0.04 mmol) in toluene was heated to reflux for 20 hours. Additional 1,4-
dibromobutane (30 ul, 0.253 mmol) was added and heating was continued for 2.5 hours.
The mixture was cooled to room temperature, diluted with dichloromethane, washed with
saturated aqueous sodium hydrogen carbonate solution, and then dried over sodium sulfate
and concentrated. Purification of the residue by preparative HPLC gave the title compound
as a solid (49 mg, 27 %). "H NMR (400 MHz, CDCl3) 6 ppm 7.90 (d, 1 H) 7.33 (d, 1 H)
6.93 (dd, 1 H) 6.71 (d, 1 H) 6.69 (d, 1 H) 3.86 (s, 3 H) 3.80 (s, 3 H) 3.49 - 3.54 (m, 1 H)
3.45-3.49 (m, 1 H) 3.12 (d, 1 H) 2.89 - 3.04 (m, 5 H) 2.55 - 2.67 (m, 2 H) 2.24 - 2.33 (m,
1 H) 1.89 - 1.95 (m, 4 H) 1.66 - 1.80 (m, 1 H). ). MS m/z M+H 451, 453, M-H 449, 450,
451.

(ii) N-((25)-5-{[(5-Chloro-2-methoxyphenyl )amino [sulfonyl)-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)-2,2,2-trifluoroacetamide



415. (ii)
N-((2S)-5-{[(3-Chl oro-4-fl uorophenyl)am no] sul fo72yl }-
wé-20mtihesy~| , 2, 3, 4- PCT/SE2006/000592
t et rahydr onapht hal en-2-yl)-2, 2, 2~trifl uoroacet am de
Pyridine (176 m, 2.17 nnnl)4¥as added to a suspension
of (65)-4-nethoxy-6-
[(trifluoroacetyl)am no]-5, 6,7, 8-tetrahydronapht hal ene
c- | -sul fonyl Bg$r|de (538 ny, 1.45 mml) and
oro-4-fl oaniline (210 nyg, 1.45 mmol) in
onmethane (7 m) and the resulting m xture was
ost il\{*red at anbient tenperature for 16 hours. The
3 xture was diluted with dichloronethane, washed wth
ochloric acid, water and saturated aqueous
rogen carbonate solution, dried with sodi um
R drevapor ated. The resi due was dried under
,ymcuun1ﬁo give the title conpound as a solid (539 ng,
77 % ,which was used w t hout further purlflcatlon %S

48 1
st i S s i e
6.736 mOlt),eftllﬂ”aﬂljtdamn apetidubd sefegeribbd $u E&ampm ag). Punﬁcatlon of the

pI‘Od{l tﬁbaz&}ls ﬁa{c%) %Tnhdhrom%toArgrE]:plhlfl%rs%%haegr}gclh)er%rgfrlllg%)tse’lgelz/];t?lg ellc}eza?é
5 reatighp aﬂwﬂm-qomhifféﬁ{ﬁ ace?éatu ve2th8 fu%letp rﬁu'cy&f a%?ﬁt(é@g%em %).

was st

1y (33 686 mmol ) in ne hanol
H S‘@é@ﬁf@% ﬁiDzila)m Sammveat% (dohH)r’hZéMdr bXl) del 65(s) LIEH) 6:92((@d, 1 H)

STRGOATER GRS B G 1o o Tl B 31

1mmm@?ﬁnmlldp geml(gdllCH%Q gd -QN 9, 1?6111)11 ?@e@ 8@%9? 1 H). MS m/z
SOl | sodal um rogen carponate
Mot A8 ke N Bl ot e N 5 8

1 acetate and
di chl or onet hane, the conblned extracts were dried over
sodi um sul fate and concentrated to give a solid (259
(iii) (68)-6-Amino-N-(5-chloro-2-methoxyphenyl )-4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide

10

Cl Chiral

A mixture of N-((2S5)-5-{ [(5-chloro-2-methoxyphenyl)amino]sulfonyl }-8-methoxy-1,2,3,4-

15 tetrahydronaphthalen-2-yl)-2,2,2-trifluoroacetamide (2.50 g, 5.07 mmol) in chloroform (50
ml) and 2 M aqueous sodium hydroxide solution (25 ml) was vigorously stirred at ambient
temperature for 4.5 hours and then acidified with 5 M hydrochloric acid to pH 4. The
precipitated product was filtered, washed with water and ethyl acetate and dried under
vacuum to give the title compound as the hydrochloride salt (1.77 g, 81 %)."H NMR (400

20 MHz, DMSO-ds) § ppm 7.64 (d, 1 H) 7.06 (d, 1 H) 6.78 (d, 1 H) 6.73 (d, 1 H) 6.65 (dd, 1
H) 4.90 (br. s.,4 H) 3.77 (s, 3 H) 3.63 - 3.71 (m, 1 H) 3.61 (s, 3 H) 3.17 -3.28 (m, 1 H)



ng, 98 %, which was used w thout further

purification. Ms mz M+H 385, 387, MH 383, 385.
waxerspher3g0 (i) PCT/SE2006/000592

(6S)-6- (D nmet hyl am no)-N-(6-fl uoropyridin-3-yl)-4-nmeth

oxy-5, 6, 7,8- tetrahydronapjy hal ene-1-sul fonam de The

nmet hod as described in Exarrp e 8(i) was used to

convert (68) 6- am no- -

PR A R EAbGon bt £ f o 1 1D,

MSH@:Vz&MQﬂBQISw%MlHQ%l@fV mg, 33 %9. 1H NNR (400 MHz,
CcDCl 3) dppm 7.89 (d, 1H) 7.77 (d, 1H) 7.54 - 7.62 (m
1H 6.636.72 (m 2 H 3.84 (s, 3 H 3.71 (d, 1 H

3.42 (m 1H) 2.96 - 3.12 (m 2 H) 2.68 (s, 6 H

Exgmg’ge{“dd 1H 2.32 - 2.40 (m 1 H 1.70 (dd, 1 H. M

Ot H 380, MH 378. (ii)
2-Trif|uoro-l\l—((28)-5-{[(6-f|uoropyridi n-3-yl)amn
o]éﬂgulfonyl} 8- met hoxy~l, 2, 3, 4

rahydr onapht hal en- 2- yI )acet am de The nethod as

6F am no- - ( 6-
gpyeindi n- 3-yl ) - 4- met hoxy-5, 6, 7, 8-t et rahydr onapht h
alene-| - fonam de into the title conpound, which was
3 obtained as a solid (409 ng, 99 %9. 1H NWR (400 MHz,

(6SPNBEGNBIDiehipruphdDl BA-nidifiaxy B-pyridljdifd-190-5(6)7, 8k bly affy dBdnaphthalene-
7.91 (m 1H) 7.77 (d, 1H 7.59 - 7.66 (m 1 H 7.08
I-sulfepamigs 6. 94 (d, 1H) 3.95 - 4.12 (m 1H) 3.83 (s, 3

- 1H 56.3:805 (m 2
ArpstedE 693 - (hpaichighohén Dabhne i 269508
tetﬂﬂltyﬂréﬁ@htﬂ‘dldﬂeéﬂ4ﬁllf0®birﬁde (61 mg, 0.14 mmol) 1,4~ dibromobutane (33 ul, 0.28
6- Am no- N- 6f|uor(2{)yr|d|n -yl) - 4- met hox

10 mngol) é?IPEMﬂM madhand pqiassiganiedids (2.3 mg, 0. 011 mmol) 1171 toluene

(5 ml) was heated to reflux for 7 hours. The mixture was cooled to ambient temperature,
diluted with ethyl acetate, washed with aqueous citric acid solution (pH 4) followed by
saturated aqueous sodium hydrogen carbonate solution, dried over sodium sulfate and
evaporated. Purification by reversed phase HPLC gave the title product as a solid (10 mg,

15 15 %). '"H NMR (400 MHz, CDCl3) 8 ppm 7.94 (d, 1 H) 6.99 (d, 1 H) 6.97 (d, 2 H) 6.75
(d, 1H)3.88 (s,3H)3.44-3.56 (m, 1 H) 3.09 (d, 1 H) 2.89 - 3.01 (m, 1 H) 2.86 (br. s., 4
H) 2.52 - 2.67 (m, 2 H) 2.20 - 2.30 (m, 1 H) 1.90 (br. s., 4 H) 1.67 - 1.81 (m, 1 H). MS m/z
M-+H 455, 457, 459, M-H 453, 455, 456, 457.

20 Example 15

F

Iy
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The nethod as described in Exanple 9(iii) was used to
convert 2,2,2-trifluoro-iV-((2S)-5-

WO [20@+126938r opyri di n- 3-yl ) am no] sul fonyl }- 8- meCisE06/000592
1, 2, 3, 4-tetrahydronapht hal en-2- yl)acetanm de into the
title conpound which was obtgned as a solid. M5 mz
MtH 352, MH 350. Exanpl e 11 (i
(6S) - 6- (Di nmet hyl am no) 4- et hoxy N~[ (2S) - 8- et hoxy-1, 2

(65‘}%%?5{@ Ogﬂ cﬁ Joﬁglg Q?e’%‘éﬂz '?%'%;r@?ﬁ ég l‘ﬁ§e7 ?ﬁat hod as

tetﬂﬁ?&ﬂohbﬁdhdzl@néfl%ﬂﬂbiﬁznﬁflé) was used to transform
(6, S)-6-anm no-4- net hox é{p.%go 8- net hox
A mixpurg of (Q%t@@ﬁwr%ﬁéﬁh%ﬁaﬂ BAeny 13- 46m¢t Bxy-5 58y dr on

eGP SRR €5 b ool b’ 25 -SRI cher 25

mg( 690 nMIBL) ahPOIBFEAA30 pPMO7L 89xﬁn(041) in 1(b1he176 G6nl) twas hbﬁte@ to7 g0°C for
6.65 (d, 1 6.60 (d, 1H) 5.01 (d, 1H
64 i‘ngurs gngpr ap, aylgo.ﬂglerego Hyga@. Bhe paxtuge wys @ojsl to rgorg@erpmratgre

d1lﬂ%d i@Qichigo %ﬂfa%b ‘%{%1 egwih \X(aé%r, a%?%&%t%k&ue u%s_zlod{u?rnn h§drogen

carbbilatd s@6tion, Uri®d oven sodihn sulfadke andJevZﬁoréuml Bikffichtid2 by reversed
mz MrH 445, MH 44

phase S8 ket RO paisy o A8 eg s 15 s S VRO PR M.
cﬁzclg,éip;ﬂn b urahy %@Itf(E& hal£g99 %1]? x'ﬁmsﬂ 0 90 Tlﬁ))s”/z  (d, 1 H)

, 3, 4=t et r ahydr onapht hal en- 2- ace€tamde A m xture
3.8828'3)HB3 e (théx)-1.50(B, UH) éﬂﬂéﬂ@/drﬂhaﬁﬁt Rd6e(m, 2-H)d.62- 2.72 (m,

4 SR o kD 47 13-7F oot BAGRCy B2y B L 617 165, @2 D,

MERYAVRIBPIE, h@bqwq{usylzfsgnyl chloride (167 ng, 0.449
nmol ) and DI PEA (174 ng, 1.348 mml) in

di chl oronmethane (10 m) was stirred for four days at
Ex%%ieeﬂ'} tenperature. The m xture

0=3=0 0=8=0
X
—
ll:l| 0 N~
0 N S
7~

(i) (6S)-4-Methoxy-6-(methylamino)-N-phenyl-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide

To a suspension of lithium aluminum hydride (39 mg, 1 mmol) in anhydrous THF (1 ml)
was ethyl [(2S5)-5-(anilinosulfonyl)-8-methoxy-1,2,3 4-tetrahydronaphthalen-2-
yl]carbamate (140 mg, 0.35 mmol), in THF (2 ml), added dropwise. The reaction stirred
for 1 hour at room temperature and was then refluxed for 10 minutes. The reaction was
carefully quenched with saturated aqueous sodium sulfate (200 pl), the reaction mixture
was filtered, washed with THF and the solvent was evaporated. The remains were purified
by preparative HPLC to give the title compound as an oil (64 mg, 53%). '"H NMR (400
MHz, CD;0D) 6 ppm 7.85 (d, 1 H) 7.16 (t, 2 H) 7.03 (d, 2 H) 6.96 (t, 1 H) 6.83 (d, 1 H)
3.85(s,3H)3.45-3.55 (m, 1 H) 3.09 (dd, 1 H) 2.86 - 3.00 (m, 1 H) 2.66 - 2.76 (m, 1 H)
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15

was diluted with dichloronethane, washed with 1M

hydrochl oric acid, water and saturated aqueous sodi um
woypdiengeass car bonat e sol ution, and then dried OPET/SE2006/000592

sodi um sul fate and evaporated to give the title

compound as a solid (165 ngy,,,72 %, which was used in

the next reaction step W t hout further purification.

M5 mlz MFH 513. (Hi)

2 4&‘@% ry@é&{lﬁag gﬂ'zgf({;%% PR BN Iy A i Nt 347,

M-B.3857, 8-t etrahydr onapht hal ene-| -sul fonam de The
rret hod as described in Exanple 9(iii) was used to
rt 2,2,2-trifluoro-_V-[(2S)-8- nethoxy-5-(

% S) - 8- nmet hoxy-1, 2, 3, 4-t et rahydr onapht hal en- 2-yl ]

H mno }sulfonyl)-1,2,3 ,4-
rahydr onapht hal en- 2- yI ]acetanmide into the title
ung whi ch was obtained as a solid (180 ng, 0.433

mz MFH 417, MH 415. Exanple 12 (i)

6S) - h'l'f(S -Di chI or ophenyl )-6-[isopropyl (et hyl)am noj
<= 4- met hoxy- 5, 6,

R L e T 20222

mﬂggmabgammese to a stirred m xture of
6- am no-i V- (3, 5-di chl or ophenyl) - 4- net hoxy-5, 6,7, 8

(65) -
The titlecqompioyd 9aa simthesized drom (@i)+6‘ - anaetdme (s $-Nrgheryl-3637,8-

iRk B RAG ) odide D eh e tH bpbidE bl FEupbv) and
was(cﬁﬁhlﬁed) as abs‘oular@@s hRUSSTY. éﬂqtrmmom Tepsbpy § bﬁ& 7.88 (d, 1 H)

mat eri al was % converted to the nonoi sopropyl am ne

7.106r? H&ﬂ»ﬂﬁéda%}lé@ eihcded) 036 MRIGING 9D |°d4211MHH 14433.86.46 3 H) 3.46

>8R A, O T L TR o

H); MS hoxnRG-EDY2 R VIH 897 W se addi tion of sodi um
cyanobor ohydride (50 ng, 0.789 mmol) and finally

(iii) (6S)-6-Amino-4-methoxy-N-phenyl-5,6,7,8-tetrahydronaphthalene- 1 -sulfonamide

The title compound was synthesized from N-[(2S5)-5-(anilinosulfonyl)-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl]-2,2,2-trifluoroacetamide by the analogous preparation of
Example 8(v) as a white solid (230 mg, 98%). 'H NMR (400 MHz, DMSO-ds) & ppm 7.78
(d, 1H)7.17 (t, 2H) 7.03 (d, 2 H) 6.86 - 6.97 (m, 2 H) 3.81 (s, 3 H) 3.35 - 3.45 (m, 1 H)
3.31 (s, 2 H under HO peak) 2.80 - 3.02 (m, 3 H) 2.16 (dd, 1 H) 1.89 (d, 1 H) 1.32 - 1.47
(m, 1 H); MS m/z M+H 333, M-H 331.
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addi tion of glacial acetic acid (50 m). The resulting

m xture was stirred for 20 hours. The net hanol was
wovapanetsed and the residue was taken up in PCT/SE2006/000592

di chl oronet hane and washedw t h sat urated aqueous

sodi um hydr ogen car bonat e sg%ution, dri ed over sodi um

sul fate and evaporated. Puri'fication by col um

chr omat ography on silica using increasingly polar

m xtures of dichl oronet hane-net hanol gave the title

Cc und as a solid ( ng, 83% . 1H NWR (400 MHz,

) d ppm 7.92 ( 6.97 (d, 2 H 6.94 (d, 1H)

H. 72 (d, 1H) 5.52 & , 1 H 3.85 (s, 3 H 3.50 -
0=83061 (m 1H)315-§28(m 1H) 2.86 - 3.02 (m 3 H

- 2.58 (g 1 (©® 3 H 2.08 - 2.18 (m 1
Lo5 - 1.69 (m gj\édd 6 H. Ms mz MH
457 , 460, 461, H 45 57, 459. Exanple 13 (i)
(6S) N- (5~Chl or o- 2-fret hoxyphenyl ) - 4- net hoxy- 6-pyrrolid

(iv) r{:{' I’)létl [ &e’i )-g)’f(ghzlinosul}fonyir )wtygzeﬁzg,%m}tZ@#-?ﬁgaIz}dﬁdﬁlczI)%m}h% A

yl]cﬁﬁﬁ),mﬁeam no-i V- (5-chl or o- 2- net hoxyphenyl) 4- et hoxy-5
- tetrahydronaphthalene

(6Sb674’061nﬁrf’om)°>t oxy-H-BhenybAdh{iE: éﬂ@]ﬁé’%ffn?ﬁ’ 571 %J#S?l}a%e (220
mg S(??é %@@srﬁ?g %)Qﬁﬂ}%réu% Jd%:h‘i@omgthgl?fe ) trfffthylamine (165

assl u i n toluene was
ul. hQaﬁlﬂdl) tafd ét(hfyl ¢h101foﬁ1$rrr21@b (ﬁuxlso 73\dnhndl) washdded4The reaction mixture

di br onobut ane (30 m, 0.253 was added
stiroe 401 HEIRESS b O ratpFihe TES R vt UG setate and
sodgﬂﬁ)hﬁ:grb%ﬁa &Hh&f?% H %jx'tﬁr@ & aWek facted with ethyl acetate
orone ane saturated aqueous sodi um

(2N \Kliea geIESORY, lﬁdxeﬁﬁemd @Ivaporamd Bredemhimg v@ra putifoadeon silica (45%

sodi um sul fate and concentrated. Purif t| 0] ﬁg 400
ethylagsetgied hsyans) Epgivatheglagorpoyagas ¢ &%%u ?%R ¢
M, ggid(lﬁ é@%ﬁ?ﬁ% @ 1%%72% YR £ 6904, 'Y"ﬁ‘) 6.§§)C'7§)>5 (th, R 6.69 (d, 1
H)4.70(d, 1 H) 4.06 -4.21 (m, 2 H) 3.88-3.97 (m, 1 H) 3.83 (s, 3 H) 3.37 - 3.51 (m, 1 H)
3.04 - 3.16 (m, 2 H) 2.41 (dd, 1 H) 2.05 - 2.11 (m, 1 H) 1.64 - 1.77 (m, 1 H) 1.20 - 1.32 (m,
3 H); MS m/z M+H 405, M-H 403.

Example 17

)\/j Chiral

(i) (6S)-6-(Dimethylamino)-4-methoxy-N-pyrimidin-2-yl-5,6,7, 8-tetrahydronaphthalene-1-
sulfonamide
(6S)-6-Amino-4-methoxy-N-pyrimidin-2-yl-5,6,7,8-tetrahydronaphthalene-1-sulfonamide
(148 mg, 0.44 mmol) and formaldehyde (37% aqueous solution, 360 ul, 4.4 mmol) were
mixed in methanol (5 ml) and was stirred at ambient temperature for 1 hour. Acetic acid

(53 pl) and sodium cyanoborohydride (84 mg, 1.32 mmol) was added and the reaction was



6.93 (dd, 1H 6.71 (d, 1H) 6.69 (d, 1 H 3.86 (s, 3 H
3.80 (s, 3 H 3.49 - 3.54 (m 1H) 3.45 - 3.49 (m 1H)
w0 .200/1060381H) 2.89 - 3.04 (m 5 H) 2.55 - 2. 67PCMSE2006{00592
2.24 - 2.33 (m 1 H 1.89 - 1.95(m 4 H 1.66 - 1.80

(m 1 H. ). M nmz MHA451,.453, MH 449, 450, 451.

(U)
N-((2S)-5-{[ (5-Chl oro-2-rnet hoxyphenyl ) am no] sul f onyl }
. -8-nmethoxy-1, 2, 3, 4- b lid
stirre g AAYiERIGRRPFRREY 119 hopss: Shosolvents WrisdaRuatdfrd &t
bdi i Efine. Uk d and th
B R e R T
phasg®hs) washied lvithrethyd anetatedkBo The v athe phaselyead dvapeiatadpd dryness,

NMRHZ00 GIEY, A cetiorepdn) 5.1 §.41 - B0 (M, 20T) 821 ()1 F) 'ZL-@é ¢4;11 (m, 1

BTN R NG YT e

16- 2. 1 2nH)542- B68 (1 HIHIS2nRM+HB639
(. O7FD 20 (563 2.163- £33 () 1 Eylsaz B8 (il DS amle !
MH NH4 510, 512, MH 491, 493. (Hi

)
s =6z Am no- 5,6hl oF 0- -Ebhox -
o S e R R T A SN
trif@brddciariae 5- { _
I\H (5-chl oro- 2- met hoxyphenyl ) am no] sul f onyl } - 8- net hoxy- |
H22, 3, 4- Chiral
& r ahydr onapht hal en-2-yl)-2,2,2-trifl uoroacet am de
gp 5.07 mol) in chloroform (50 m) and 2 M
H\;ﬁ\?§di um hydr oxi de solution (25 m) was
i gorausliyrstirred at anbient tenperature for 4.5
“hours and then acidified with 5M hydrochloric acid to

s BRSO LA B e 8145 RS s dns

chloride (60 mg, 0.16 mmol) was dissolved in methanol (1.5 ml) and ammonia (7 M in

15 methanol, 60 ul, 0.32 mmol). The mixture was stirred at ambient temi)erature for 16 hours.
The precipitate was collected by filtration and washed with water to give the title
compound as a solid (45 mg, 80 %). MS m/z M-H 351.

(iii) 2,2,2-Trifluoro-N-{(25)-8-methoxy-5-[ (pyrimidin-2-ylamino)sulfonyl]-1,2,3,4-
20  tetrahydronaphthalen-2-yljacetamide

NZ Chiral
s
HI}J N
0=S8=0
(@)
” F
F
~ F

N-[(2S)-5-(Aminosulfonyl)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-y1]-2,2,2-
trifluoroacetamide (88 mg, 0.25 mmol) was dissolved in DMF (3 ml) and sodium hydride
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15

20

vacuumto give the title conmpound as the hydrochl oride
salt (1.77 g, 8 1 %.1H NVR (400 MHz, DVBCW5s) d ppm
W@ .2606/106b38 1H) 7.06 (d, 1H) 6.78 (d 1H) 6. 73 (®@CT/AE)006/000592
6.65 (dd, 1 H 4.90 (br. s., 4 3.77 (s, 3 H 3.63 -
3.7 (m 1H) 3.61 (s, 3 H) 34_%7 - 3.28 (m 1H)3.04
(dd, 1H) 2.88 - 3.00 (m 1H) 36 (dd, 1H) 2.00 - 2.11
(m 1H) 147-160(m1 H. M5 mz MH 397, 399, MH

. ?%@ 03@(‘%“’513 n%rﬁdé%ﬁ%% PYX G BYNGeTATE T Rfisphare yWhen
thd ga8.Qolfitién hi(l‘d §t)8 éé‘lr E‘ﬁﬂ@ﬂt(i‘@ FN&0 thirdHl 8 @%ngr%pﬁ]mldme (98 mg,

m xt ure of
0. 85(Igmgl)dva§|ﬂdd¢cbgrhﬂethy Irr)lxﬂ.}rmammayedat 800°@Bfor 6 hours by microwave

il QR R s ieaed B AR Vs e Py o it 51
pufificatOn 4R[SR NM+Bngbopot assi um i odi de (2.3 ng, 0.014

nmmol) in toluene (5 mM) was heated to reflux for 7
hours. The mi xture was cool ed to ambi ent tenperature,

e t h cetat.e, ci t r| c
A A S B R S R AR e
sulfomdingda hydr ogen car bonate sol ution, dried over SOdI um

sul fate and evaporated. Purification by reversed phase
HRAC gavEfdhe title product as a solid (10 ny, 15 9.
(400 MHz, CDA 3) d ppm 7.94 (d, 1H 6.99 (d,
.97 (d, 2 H) 6.75 (d, 1H 3.88 (s, 3 H 3.44 -
3.56 (m 1H) 3.09 (d, 1H) 2.89 - 3.01 (m 1H 2.86
., 4 H 2,52 - 2.67 (m 2 H 2.20 - 2.30 (m 1H)
EQQ ., 4 H 1.67 - 1.81 (m 1 H. MSnz MH
55, 457 459, M H 453, 455, 456, 457. Exanple
5(6S) - N- (3- Chl oro-4-fl uorophenyl) 4- met hoxy- 6- nor phol

i N-4 ht hal ene- 1- sul f onam de
Crddg 2?2,% nﬁuorb-N—?(ZSS t—l‘?lgt xy-saJ rl? yrimidin-2-ylamino)sulfonyl]-1,2,3,4-

tetrahydronaphthalen-2-yl}acetamide (from previous section) was dissolved in methanol 4

ml) and aqueous sodium hydroxide (1 M, 1.5 ml) was added. The mixture was stirred at
ambient temperature for 4 hours. Hydrochloric acid (2M) was added to pH 7 and the
solvents were evaporated. The solid was treated with acetone (3x30 ml) followed by
methanol (5 ml). The organic solutions were combined and the solvent was removed to
give a crude product (148 mg) that was used in the next step without further purification.
MS m/z M+H 335.

Example 18
(i) (6S)-6-(Dimethylamino )-4-methoxy-N~pyridiiz-2-yZ;5, 6,7,8-tetrahydronaphthalene-1-
sulfonamide

Chiral
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25

A m xture of (65)-6-am no-

-(3-chl oro-4-fluorophenyl) - 4-net hoxy-5, 6, 7, 8-
woetreahysg onapht hal ene-1 -sul fonam de (35 ng, ©C0882006/000592

mrol ), 2,2'-dibronodi ethyl ether (25 ng, 0.11 mol)

and DI PEA (30 nl, 0.18 nnDI) in toluene (5 mM) was

heated to 80C for 64 hours ufider an at nosphere of

argon. The m xture was cooled to roon1tenperature

di I ut ed
(6SE AR AT SEHICEOG eI 07 S B e bR el amide

(16@ &ﬂ%e@ %ﬁ{ol eﬁdi'é@oﬁ}éh (RLRushe @%ﬁ@%ﬁh&l@eh;%ér(hcﬁde%ﬁﬁ §Mtion

everse ase HPLC gave the title conpound as a
37%@4 1i0g1( 5rrﬁsncrﬁgwa&8dc%i and itheNiR tir¢ 00s Wtilred @DChBintdempenature for 1

d,
nout et (60 i geea Sl Y petfonyfibd auiohof ol
bor&l%‘dnd@: I"'i‘h&mﬁ@ul(e%s sﬂlh%d &t ﬁﬁblerétazlgﬁe_:&gﬁr% gdﬂ)z h'i)u%% T-he %ol?@nt was

evapo@tezllan(i mhyi aget@e 511d dlcmlo@(gngth@nez(lg)) wav@dﬁqxﬂqi}pweq @53 saturated
sodj Ué%i'lyc%oH 4539 12 s(orl% yI i&egp 68534 h%:rghsggaﬁat_eg,ang ,the aqueous phase

wag/ex8rac@t atyd e baRidihaleeMee fombised b@anigiptiasel wete dried (N2;SO4),
suspension of [ithiumalumnum hydride (39 ny % nmol )
filtgrpd andhijpg ,sg]lygntzrquere( qvappyatggs She praglict was isolated by column

chr%é%ﬁ%@pgg{ﬂ fzf%& ’%I‘NMR %46&%?19@1\%364?) mglfrﬁtﬁ@hﬂé@(m 1

amat e (140
H) 1733 #7)87 (@adddd) 16D pRicOm, THE) ?%(ﬁ, i1dh) 690 (d, ch)‘@ﬁB 16.84 (m, 1 H)

i HnE sk G LFO A S PR 8T D Thachich B G A9 245 (m,

H?Qtz@r A o5l AQUEPYD350H Hffl gryggaiz% ﬁg?ﬁﬁz h1 %_Egn 1 H). MS m/z

eaction mxture was fi and 't he
M+4bBeM-H\36) evaporated. The remai ns were purified

(ii) 2,2,2-Trifluoro-N-{(2S)-8-methoxy-5-[ (pyridin-2-ylamino )sulfonyl]-1,2,3,4-
tetrahydronaphthalen-2-yl}acetamide

Z Chiral

(6S)-4-Methoxy-6-[(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-sulfonyl
chloride (186 mg, 0.50 mmol) and pyridin-2-amine (52 mg, 0.55 mmol) was dissolved in
dichloromethane (5 ml). Pyridine (80 pl, 1 mmol) was added and the mixture was stirred at
ambient temperature for 16 hours. The solvents were evaporated and the crude was used in

the nest step without further purification. MS m/z M+H 430, M-H 428.

(i) (6S )-6-Amino-4-methoxy-N-pyridin-2-yl-5,6,7,8-tetrahydronaphthalene-1-sulfonamide
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by preparative HPLC to give the title conpound as an
oil (64 nmg, 53% . 1H NMR (400 MHz, CD3OD) 6 ppm 7.85
wOdoochih93g. 16 (t, 2 H 7.03 (d, 2 H 6.96 (t, PE)/SE208000592
(d, 1 H 3.85 (s, 3 H 3.45- 3.55 (m 1 H 3.09 (dd,
1H)2.86-300(m1|—|)2689276(m1H)245(33
H 2.25 (dd, 1H) 2.10 - (m1|—|)139-152(m1
H; M5 mz MH 347, M H 345.
N-[(2S)-5- An|I|7|o$quonyI) nethoxy-l,2,3,4-tetrahy
d phtqkl'éﬂ en-2-yl]-2,2,2- trifluoroacetani de The
§ conmpound was synt heS| zed from
_g 6- am no- 4~net hoxy-i V- phenyl -5, 6, 7, 8-
t rahydr onapht hal ene-1 -sul fonam de by the anal ogous
aration of Exanple 8(iv) and was obtained as a
ol (306 ng, 88% . 1H NVMR (400 MHz, CD30OD) d ppm
y.88 (d? 1H) 7.17 (t, 2 H) 7.05 (d, 2 H 6.97 (t, 1H
6\86d1 3.99 - 4.11 (m 1H 3.86 (s, 3 H 3.46 -

Crug ?,%,z”((mﬂu%)ﬁ% -NE¢ (2@ n%tl%(g‘y(ﬂ(pinﬁhl sz/léﬁm(l@gulfoﬂi%-?z @31-;_|

tetrzﬂ'@aror(aphthal(eﬁS}yl@aoémnmde (lfmmiplﬁzmws Negctmm yas gisgolved in methanol (5

ml)@g él&eﬁtﬁ)ég \%égr onaawég? & e | (ﬂrﬁ lg mBav%sda E el“hteI r}nx ure was
stlrre[i (at’2 benl @RHp Eﬂaﬂﬁ@ %rf?lﬁﬁﬂrﬁ ‘I%egﬁﬂ WX N hstedzto3l Wy addition of

tetra drona ht hal en- 2-y 2-tri Iuoroacetam de by

hydtdvdalmaicu‘g@M) qmdébg;;qlvépmﬁwglfe eggmque@ Bregrude was pgedtin the next

s ortinplicshiy M%W%%%Q‘( 3% 6 86 . 607

(m 2 H 3.81 (s, 3 H 35-345(m1H)331(sz
H under H20 peak) 2.80 - 3.02 (m 3 H 2.16 (dd, 1H)
Examglglé’d 1H) 132- 1. 47 (m 1 H; MSmz MH 333, MH

QA =
[ 1@@ (Anl I | nosul f onyl ) - 8- met hoxy-1, 2, 3, 4-tetrahydro
H al en-2- yljcarbanmate

0=8=0

(i) (6S)-6-(Dimethylamino)-4-methoxy-N-quinolin-2-yl-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide

To a solution of 2,2,2-trifluoro-N-{(25)-8-methoxy-3-[(quinolin-2-ylamino)sulfonyl]-
1,2,3 4-tetrahydronaphthalen-2-yl }acetamide (120 mg, 0.25 mmol) in methanol (5 ml) was
added aqueous sodium hydroxide (1 M, 5 ml) and the mixture was stirred at ambient
temperature for 2 hours. The pH was adjusted to 7 by addition of hydrochloric acid (2 M).
Formaldehyde (37% aqueous solution, 0.22 ml, 2.7 mmol) and methanol (3 ml) was added
and the mixture was stirred for 1 hour. Sodium cyanoborohydride (52 mg, 0.83 mmol) was
added followed by acetic acid (30 ul) and the reaction mixture was stirred at ambient
temperature for 16 hours. The solvents were evaporated and the residue was purified by
preparative HPLC to give the title compound (5.7 mg, 3% over 2 steps). "H NMR (400
MHz, CD;0D) & ppm 8.04 - 8.08 (m, 1 H) 7.98 - 8.03 (m, 1 H) 7.72 - 7.76 (m, 1 H) 7.62 -
7.67 (m, 1 H) 7.52 - 7.57 (m, 1 H) 7.40 - 7.44 (m, 1 H) 7.34 - 7.39 (m, 1 H) 6.86 - 6.91 (m,
1 H) 3.88 (s, 3 H) 3.73-3.81 (m, 1 H) 2.98 - 3.07 (m, 2 H) 2.50 - 2.62 (m, 1 H) 2.38 - 2.46
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(65) - 6- Am no- 4- net hoxy-

- phenyl -5, 6, 7, 8-t et rahydr onapht hal ene-1 - sul f onam de
wO226/1ep380. 66 Mol ) was suspended i n anhydr ouBCT/SE2006/000592

di chl oronethane (5 m), triethylamne (165 m . 1.2

mol ) and et hyl chl oroformalt5 (65 m, 0.73 Mol ) was

added. The reaction m xture~stirred for 10 m nutes at

roomtenperature. The sol vent was evaporated, ethyl

. 39 28 ORI 2 dT e CIDRAER i TR BV RByH 415, e
410dried (MgSH), filtered and evaporated. The renains

were purified on silica (45% ethyl acetate / hexane)
to give the title compound as a foam (140 ng, 52% . 1H

o B A 0 oo e el b 2379
tetr&lydrdndphthad-2-yBadédatile 2 H) 3.88 - 3.97 (m 1H) 3.83
S 3.37 2°3.51 (m 1H 3.04 - 3.16 (m 2 H 2.41

(s, 3 _
( et 2@ - 2,11 (m 1H) 1.64 - 1.77 (m 1H) 1.20
- m 3 H; M5 nz MrH 405, MH 403. Exanple 17
chitral (i)
S) - 6- (D net hyl am no) - 4- met hoxy- N- pyri m di n- 2-yl -5,
8-®etrahydronapht hal ene-1 sul f onam de
¥ho- 4- met hoxy-L/r-pyrimdin-2-yl-5,6,7,8-tetr
_ghydr éh hal ene-1| - sul fonam de (148 ng, 0.44 mmol)
and fornmal dehyde (37% aqueous solution, 360 I, 4.4
iHORY-2-WRHE (7 i ob.'ssﬁmim b i ! §11
Qularrbi ent te?rperg’t ure orwﬁf&ﬂ@éﬁégtd%%gﬁt%%wﬁf lf":!inda
soludiiod of 3¢, 2+ trifbnoanrdb 2 HR§-dreitiobe y{ 182, 3 detetrdh y@iPomaphthpleneds yllacetamide

in AR e OF 0 e L0k TS e Vte Piited by Brcrowave

irradiBort £t€10800 fdr BRSufsCTUhSSINHE hab By MRERE] MiPthe crude product was
di chl oronmet hane. The phases were separated and the

useqyiay the npistw. NSIE 480-t h ethyl acetate (x3). The

wat er phase was evaporated to dryness,

H
o=

Example 20

ci Chiral
cl

(i) 4-Methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydro-naphthalene-1-sulfonic acid 3,4-
dichloro-phenyl ester

A mixture of 4-methoxy-6-(2,2,2-trifluoro-acetylamino)-5,6,7,8-tetrahydro-naphthalene-1-
sulfonic acid 3,4-dichloro-phenyl ester (190 mg, 0.381 mmol) and LiOHXH,O (80 mg,
1.91 mmol) in acetonitrile (1.5 ml) was irradiated by microwaves at 100°C for 90 min. 1,4~
Dibromobutane was added and the resulting mixture was irradiated by microwaves at 120
°C for 5 min. The solvent was evaporated and the residue was purified by preparative
HPLC and then by passing the product as a solution in dichloromethane through a column

of silica bound amine to give the title product as a solid (52 mg, 30 %). "H NMR (400
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acetone was added and the m xture was filtered. The

acet one was evaporated and the residue was purified by
wonepanessve HPLC to afford the title conmpoundP{2/SR2005/000592

1.3%, 1H NWR (400 MHz, Acetone-d6) d ppm 8.51 - 8.56

(m 2 H 8.21 (d, 1H) 708-51711(m 1 H 7.04 - 7.08

(m 1H) 4.02 (s, 3 H 3.69 -"3.79 (m 1H 297- 3.13

(m 2H 2.51- 270 (m 2 H 2.42 (s, 6 H 2.16 -

Ml%q %ﬁ)él‘% 5 40, 1 5578 @M B s (o8 1 €sY8, 3 671 0, 1 B
3.9bKd, (3@)3 53 ( 8165 ﬁﬁqlﬂ)oznw ) 3.83 1@} HOR2:36 23. 65 fm! £ alnydrn3eé (m,

pht hal en ,2- trifluoroacetam de
| DGR 4 B mo% D IS kM BB v1 i nOY -5, 6, 7, 8-t ot 1
ahydr onapht hal ene-1| - sul fonyl chloride (60 ng, O.16
mol ) was dissolved in nethanol (1.5 m) and ammoni a

(ii)(47MMH'o? -G 2aneliflude0-adbtyldhiids)- Sy618)8) tetrdhglrainaphmhelened -sulfonic
stirred at anbient tenperature for 16 hours. The
acigdetlishhosq-ahewyé etenl | ected by filtration and washed

with water, o give the title conpound as a solid (45

c80 %9. MSmz MH 351. (U)
2,2-Trifluoro-N-f(2S)-8-nmethoxy-5-[(pyrimdin-2-ylam
Ino)sulfonyl] -1,2,3,4-

g%t rahydrori apht haI en- 2-yl Jacet am de

S) - 5- (Am nosul f onyl) - 8- net hoxy-1, 2, 3, 4-t et rahydron
affen- 2-yl]-2, 2, 2- trifluoroacetam de (88 ng, O.25
N%/%S di ssol ved in DVF (3 M) and sodi um
/ﬂydrl de(F7 2 my, 0.30 mml) was added and the nixture

3 AR DrerisEg OBERER COEBRRD And P Qe S B 200 o) Wete aided to
R
sulfinyt chlenide (224 alg, £ 603rmmohen dmhlnemmw‘@@ (@vraboTlm wdultingl mixture
watﬁ?tgn Y a,lf;'(%&%rgw%esmperaturg\%or %8 ourfs '4nd then difdted w1%l?‘c:hcgﬂ)rorlr\1/§hane
washed with 1 M hydrochloric acid, water, and saturated aqueous bicarbonate. The
solution was dried over Na,SO, and evaporated to give an oil (200 mg, 67 %). MS m/z

M+NH, 515, 517, M-H 496, 498, 500.

Example 21

(@ Chiral

N

]
o=§=o
"zN/
|

O
(i) [5-(3,4-Dihydro-1H-isoquinoline-2-sulfonyl)-8-methoxy-1,2,3,4-tetrahydro-naphthalen-
2-yl]-dimethyl-amine.
5-(3,4-Dihydro-1H-isoquinoline-2-sulfonyl)-8-methoxy-1,2,3,4-tetrahydro-naphthalen-2-
ylamine was reacted according to the method described in Example 8(i). After purification
by preparative HPLC the title compound was obtained as a solid (41 mg, 36 %). "H NMR
(400 MHz, CDCl3) 6 ppm 7.97 (d, 1 H) 7.15 - 7.21 (m, 2 H) 7.10 - 7.15 (m, 1 H) 7.01 -



(iv)
(6S) - 6-am no-4-rnet hoxy-N-pyrimdin-2-yl-5,6,7,8-tetra

woydreomnegskt hal ene- | sul f onam de Crude PCT/SE2006/000592
2,2,2-trifluoro-iV-{(25")-8-net hoxy-5-[(pyrimdin-2-yl
am no)sul fonyl]-1 , 2,3, 4-

t et rahydr onapht hal en- 2-yl }a?et am de (from previous
section) was dissolved in nethanol (4 m) and aqueous

di hyd id 1 1.5 ded. Th j
7 08 1980 0106, A v FOC b S 4ot 55 fou B0 313322 (m, 1
' i 7 B
m 235 2R UL L PR 3500 A 8l P 2O93 4D B (ool e 1,57 - 1.74
(m, 2ED! M1%Em(z3N301 401) fol | oned by nethanol (5 m). The

organi c solutions were conbined and the sol vent was
renoved to give a crude product (148 ng) that was used

s (i) ’Wﬁ% é(f%gﬁgﬁgs%wgﬁylz(fH}-&lQﬂfo;@»ES-QJe%k}-q,rz-,3,MS n z

tetrdiySorfaphibaleet Ryl] 203, Bajifluormecdivoride N- pyri di n- 2-yl -5, 6, 7,
8-t et rahydr onapht hal ene-1 ~ sul f onam de

i ral (65)'6- Ami no- 4- met hoxy-i V-pyridin-2-yl-5,6,7, 8-t
r ahydr onapht hal ene-1 -sul fonam de (166 ng, 0.5 mol)
ywas di ssolved in nmethanol (4 m), formal dehyde
o=sé@queous sol ution 37% 410 mM, 5 mmwl) was added and
mxture was stirred at ambient tenperature for 1

.,N)(Qﬁfetic acid (60 mM) was added fol |l owed by
_oport Horgif se addi tion of sodium borohydride. The
m xture was stirred at anbient tenperature for 2

TheR1¥ ®mpbligd $ak Pféﬁbbre\dﬁb? Ry BB Modidestrived e Ekythpla ®¢ii atséng 1,2,3,4-
and di chl oronmet hane (1:1) was added fol | owed b%/_ e I
tetrafdon-ispewinglins. The RRAEGEA RUSHiSHPYCETUBItAEBRY oA silica column,
At 8 ands; @1 ¥RSheptane, starti
o0 i B E rEhd AR Rl S ARB Aheptane, startng
withp 1@ 9% snd/eiden kit 5ed aifardie¥ihe title product as a white solid (135 mg, 70 %).
'H NMR (400 MHz, DMSO-ds) 8 ppm 9.50 (d, 1 H) 7.85 (d, 1 H) 7.10 - 7.24 (m, 4 H)
7.04 (d, 1 H) 4.32 (s, 2 H) 3.95 - 4.07 (m, 1 H) 3.86 - 3.91 (m, 3 H) 3.39 - 3.47 (m, 2 H)
2.86 - 3.07 (m, 2 H) 2.79 - 2.87 (m, 2 H) 1.90 - 2.00 (m, 1 H) 1.60 - 1.76 (m, 1 H) 1.23 -

15 1.31 (m, 1 H). MS m/z M+H 469, M-H 467.

(iii) 5-(3,4-Dihydro-1H-isoquinoline-2-sulfonyl )-8-methoxy-1,2,3,4-tetrahydro-
naphthalen-2-ylamine

Chiral

20 N—[S-(3,4-Dihydro—1H—isoquinoline-Z-sulfonyl)-8-methoxy—1,2,3,4-tetrahydro-naphthalen—
2-y11-2,2,2-trifluoro-acetamide (132 mg, 0.282 mmol) was stirred together with 2 M NaOH

(aq) in methanol-dichloromethane (1:1, 4 ml) at room temperature for 20 hours. The pH
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filtered and the sol vents were evaporated. The product
was isolated by col unmm chromat ography (25 ng, 14 9.
woBoddNR93400 MHz, DMSO-J 6) d ppm 7.94 - 7.99 ean/sE2ddy/000592
7.83 - 7.87 (m 1H 7.63 - 7.69 (m 1H) 7.06 (d, 1H)
6.90 (d, 1H) 6.78 - 6.84 (m_,1H) 3.83 (s, 3 H) 3.47 -
3.58 (m 1H) 2.83 - 2.92 (m>21H) 2.74 - 2.83 (m 1H
2.39 - 2245 (m 1H 2.29 - 2.39 (m 1H) 2.23 (s, 6 H)
1.93 - 2.02 1 1.36 - 1.51 1 .. M5 mz M+H
wasgeustag to a glg}(S?]lp_y) the :.?Ildition of IM hydr%gl]llonc Ie_llgid and saturated aqueous
bicago?(gnu % gﬁg Heﬁﬁﬁ@@h@&%%@s’&fﬂ&é@ 8?&41'0?61{1&3%{4 &SR'ﬁfeyJo%{gi&d
extmgs )mm/dhﬁe:d’l@\rﬂflh tsdédihlﬁﬁulf’a;t?/ bﬂcwapm'teld)eo give tile titleé prodgct as an oil
5)-4- Met hoxy-6-[(trifluoroacetyl)amno]-5,6,7,8-tetr
(Ilé%ﬂ%%shmmgﬁgéifonyl chloride (186 ng, 0.50
nmol ) and pyridin-2-amne (52 ng, 0.55 mol) was
di ssol ved in dichloronethane (5 m). Pyridine (80 m,
Example@2) was added and the mixture was stirred at
anbi ent tenperature for 16 hours. The sol vents were
aporat%a'and the crude was used in the nest step
it hout further purification. M5 mz MrH 430, M H 428.

i )
o=4=8S) - 6- Am no- 4- met hoxy- N- pyri di n-2-yl -5,6, 7, 8-tetrahyd
opapht hal ene-1 -sul fonam deCr ude

@ P-trifluoro-iV-{(25)-8-nethoxy-5-[(ryridin-2-ylam

rorsitiNonyl -1, 2, 3, 4-

_d et raHydr onapht hal en- 2-yl }acet am de (from previ ous
section) was dissolved in nethanol (5 m) and aqueous

(i) (M. be@%%%i(gﬁne?)?l&#hiﬁgﬁ4%t%?55, 8Y)s-08an ﬁ&khz‘lﬂ?gne-l -
mxture was stirred at anbient fenperature for "2
sulfeigiride The pH was adjusted to 7 by addition of

o S8FRpB bl go ST B G 0 nc e
prodict Wasibbthined Bek s¢lid 4Bigategop). MS m z MrH 334 M H 332

H NEﬁr@bg N}I?Iz, CDCls) 8 ppm 7.91 (d, 1 H) 6.73 (d, 1 H) 4.36 (d, 1 H) 3.89 (s, 3 H)
3.48 - 3.58 (m, 1 H) 3.00 - 3.14 (m, 2 H) 2.85 - 2.99 (m, 1 H) 2.55 - 2.66 (m, 1 H) 2.44 -
2.54 (m, 1 H) 2.42 (s, 6 H) 2.13 - 2.22 (m, 1 H) 1.69 - 1.84 (m, 2 H) 1.47 - 1.69 (m, 4 H)
1.06 - 1.31 (m, 4 H). MS m/z M+H 367, M-H 365.

(ii) N-(5-Cyclohexylsulfamoyl-8-methoxy-1,2,3,4-tetrahydro-naphthalen-2-yl)-2,2,2-

trifluoro-acetamide

Q Chiral

I,\IH

0=§=0
E&E N,
TN

The title compound was prepared using the method described in Example 9 (ii) and the
product was obtained as a solid (95 mg, 54 %). MS m/z M+H 435, M-H 433.
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(i)
(6S) - 6- (D net hyl am no) - 4- net hoxy- N- qui nol i n- 2-yl -
W@ 2806t106938hydr onapht hal ene-1 sul f onam de To a SBCUSE2006/000592
of 2,2,2-trifluoro-
-{(25) - 8- net hoxy-5-[ (quinoli B 2-yl am no) sul fonyl | -
I, 2,3, 4-tetrahydronapht hal eR 2-yl }acetam de (120 ny,
0.25 nmol ) in nethanol (5 rr1) was added aqueous sodi um

hydr oxi de (1M dt ture S.tl ryed
() e sty AL SR S e S ais e iePlgiamide
to 7 by,addition of hydrochloric acid (2 M.
@or mal dehyde (37% aqueous solution, 0.22 m, 2.7 mol)
nd net hanol (3 m) was added and the m xture was
N§tl rred for 1 hour. Sodi um cyanoborohydride (52 ny,
“70° 83 mol ) was added foll owed by acetic acid (30 m)
the reaction mxture was stirred at anbi ent
erperat ure for 16 hours. The sol vents were evapor at ed
~%and the residue was purified by preparative HPLC to

give the title conpound 5.7& 3% over 2 steps). 1H
N-(hadtyclohegylmifamaybSanpthex yp i B4-teirahydrogmphtjalen:3- yl? 23 2-trifluoro-

7 72
o BB s A D Py A
methBiol I2inlPat@Bom tmPdratuime fot B hduB8Ths pHIvds)adRis®a-+8 aBdnt 8 by the
adaicp, of W I Egehiorisaci bindabaitd 3 ie0usbigaBpRgte ) hergp? xure
d

was]t‘x;rgﬁt%ﬁ{‘ uor%&zﬁk ]ﬁ%f Wréeﬁ%%hg% h%%ﬁ&qml}ftgg ?x;c]r_act_s ;\lzeéem drie
oven @n)chunh‘lfsulfytle]antl (IR ®]vknt was evaporated to give the title product as a solid (65

tetr e Jacet am de Qui nolin-2-am ne
mg, 9% Wg@)%gﬁﬁ%%? ]S(;aé 3& ssol ved in dichl oromet hane

(2.5 m) and a solution of

2,2,2-trifluoro-iV-[(2,S)-8-nethoxy-1, 2,3, 4-tetrahydr

Examplel23hal en- 2-yl Jacetami de i n dichl oronethane (2.5 m)

was added slowy. The mi xture was heated by m crowave
rirradiation at 100 OC for 3 hours. The sol vent was
vaporated and the crude product was

NH

|
0=8=0

_0

(6S)-N-(3-Chloro-4-fluorophenyl)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide

A mixture of (65)-6-amino-N-(3-chloro-4-fluorophenyl)-4-methoxy-5,6,7,3-
tetrahydronaphthalene-1-sulfonamide (53 mg, 0.138 mmol), 1,4-dibromobutane (36 mg,
0.165 mmol), DIPEA (50 ul, 0.304 mmol) and potassium iodide (2 mg, 0.014 mmol) in
toluene (5 ml) was refluxed for 65 hours under an atmosphere of argon. The mixture was
cooled to room temperature, diluted with dichloromethane, washed with water and
saturated aqueous sodium hydrogen carbonate solution, dried over sodium sulfate and
evaporated. Purification by reversed phase HPLC gave the title compound as a solid (46
mg, 76 %). "H NMR (400 MHz, CDCl3) 8 ppm 7.84 (d, 1 H) 7.19 (dd, 1 H) 6.91 - 6.97 (m,
1 H) 6.89 (t, 1 H) 6.69 (d, 1 H) 3.85 (s, 3 H) 3.55 - 3.66 (m, 1 H) 3.08 - 3.22 (m, 5 H) 2.94
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used in the next step. M5 mlz M+H 480. Exanple 20 is
(i) 4-Methoxy-6-pyrrolidin-I-yl-5, . .

w6 ,200682698r ahydr o- napht hal ene-| -sul foni ¢ aci dP8TAE2006/000592
di chl or o- phenyl ester A m xture of
4-nethoxy-6-(2,2,2-trif|uor05§cetylan1np)-5,6,7,8-tetr
ahydr o- napht hal ene- | sul foni caci d 3, 4-di chl or o- phenyl
ester (190 ng, 0.381 mmol) and Li OHxH O (80 ng, 1.91

ST 25511 B e LA g5
H)velS aaddeHa039, 441 Mgp4d1t i4ng. mi xture was irradi ated by

m crowaves at 120 0C for 5 min. The solvent was _
evaporated and the residue was purified by preparative

d then b assing the product as a solution in
Exg%%%lonet haneyt ﬁroughga columm of silica bound am ne
Fve the title product as a solid (52 ng, 30 %9. 1H
(400MHz, CDA3) d ppm7.70 (d, 1 H 7.34 (d, 1H
Xm 1 H 6.82 (dd, 1 H 6.71 (d, 1 H 3.90 (s, 3
Kr$=8.53 - 3.65 (m 1H) 3.05 - 3.23 (m 3 H 2.56 -

3 m 5H 2.27 - 2.36 (m 1H) 1.86 - 2.08 (m 5

'z MEH 456, 458. (i)

4-Net h -6-(2,2,2-trifluoro-acetylam no)-5,6,7,8-tetr
. ahydr o- napht hal ene-1 -sul fonic acid
(1) 6?,5%-1\66 cfilefioo?-predhopyphesyldiN -G yandieshylbd opdtbook6-p 9B otigin-1-yi-

: rpdine (98 m, 1.206 mmol) were
5% A QAL bt 120
A séhutieh 6 165)GV-(2cRlod-2-hidihdxIbRerBE P WMt 0-p Porlidin 8= §169,6.7 8-
hydr o- nap thail ene-| sul fonyl chloride (224 ng, 0.603
e A Wt T 9-554rﬁén¢1bmﬁrﬂwm3@ugﬂ%mﬁ33nl) was
[ D h nd, then .
T o ARSI B TR AT bRl iR Ty B’ TR mixture
wagsitredah himbient ®oipdratwatfer 10 mirthteaind thdnasboRdUus 05s°C.,

Bro?ﬁo%@étgr?i?r%te ?83 11;1%,6069 mmol) was added and the mixture was warmed to room

temperature and stirred for 18 hours. Anhydrous DMF (1 ml) was added, a second portion
of NaH (18 mg, 0.69 mmol) was added and the mixture was stirred at room temperature for
2 hours, heated with microwave irradiation to 100°C for 5 min and then to 120°C for 20
min. The solvents were evaporated and the residue was taken up in dichloromethane,
washed with water and dried over Na;SO4. Evaporation and purification by flash
chromatography using gradient elution (0-15 % methanol in dichloromethane) gave a
mixture containing the starting material and the title compound. The mixture was dissolved
in anhydrous DMF (2 ml) and anhydrous K,CO; (40 mg, 0.29 mmol) and
bromoacetonitrile (52 mg, 0.43 mmol) were added to the solution. The resulting mixture
was heated by microwave irradiation at 140°C for 10 min. The mixture was filtered, the
solvent was evaporated and the residue was purified by preparative HPLC to afford the
title compound as a solid (20 mg, 7 %). "H NMR (400 MHz, CDCl3) 8 ppm 7.74 (d, 1 H)
745 (d, 1 H) 7.29 (dd, 1 H) 6.79 (d, 1 H) 6.68 (d, 1 H) 4.54 (dd, 2 H) 3.87 (s, 3 H) 3.63 (s,
3H)3.10-3.29 (m, 3 H) 2.48 - 3.01 (m, 5 H) 2.15-2.26 (m, 1 H) 1.92 - 2.11 (m, 6 H).
MS m/z M+H 490, 492.
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solution was dried over Na2SO and evaporated to give
an oil (200 ng, 67 0lo). M5 mMz MHNH4 515, 517, MH

wo2606/14888 500. Exanmple 21 (i) PCT/SE2006/000592
[ 5- (3, 4-D hydro-| Hisoqui noline-2-sul fonyl) - 8- nmet hoxy-
|, 2,3, 4-tetrahydro-napht hal enp- 2-yl]-di nethyl -am ne.

5-(3, 4- D hydro-1 Hisoqui nol i'ne- 2-sul fonyl ) - 8- met hoxy- |

, 2,3, 4-t etrahydr o- napht hal en-2- yl am ne was reacted

according to the nmethod described in Exanple 8(i).
Ex%ﬂl’]@rﬁpuri fication by preparative HPLC the title

Q;Imu%l% 1) ﬁz@ 6anePyldninbLs 6, 8-8rdydrokpidMiene-1-
) G e 0%0‘9%) o U P (e iy (?nb 2
sulﬁsbzalﬂzdto - 7.15 (m 1 H) 7. 01 -7. 08 (m 1H) 6.79 (d, 1

M) _4.36 (s, 2H)390(s 3 H 3.43 - 3.65 (m 4 H
M35 1 H 2.95- 3.06 (m 1H) 2.83 - 2.095
Hp( H)262(s 6 H 2.21 - 2.33 (m 1 H 1.57 -

o=074 (m 1 H). M5 mz MrH 401. (H)
S) - 5- (3, 4-di hydroi soqui nol i n-2(1 H) -yl sul fonyl) - 8-
xy-1, 2,3, 4-
etraﬂydronapht hal en-2-yl]-2,2,2-trifluoroacetam de
~9he title conpound was prepared by the nethod

A spihng gl {eShaRarpireiendDPBadiefronud smetered 33+
tetrﬁlwcﬁ&wpﬁﬂ{a@ﬂtwy%@mﬁa& (133 58] 0PN musts) MHATHF e@ls @n; was added
el'uti on by stepw se increasi n\%‘yanount s of eth

droawaea@ @ suspehfe@t afhléthiugn ahlmlwgn drdel (G Oomauttd ]eﬁ]mqllbméqm (1 ml).

LBk af f or
R R oG R A 8 B o

hodrl) THo RBact{dh wak dd)snc?heﬂ%y—drap\ﬁlée étﬂﬂltlén bi) safur@eéd @queohs Na,SO4 (400

4.32 (s, 2 H_ 3.95 - 4 (m H) 86 -
D) hesmpdure veps Aijtratpg and 'lh? sglvglgt wassseV@por(ani ’ghq_groé é;tgvas isolated by
preﬁar%vef A1 etd Divd 2 Whid (319, 48%). HINMRR00 Mz CTE) sfm 7.89
(d, 1.H) 7.00 - 7.09 (m, 4 H) 6.70 (d, 1 H) 3.85 (s, 3 H) 3.63 - 3.72 (m, 1 H) 3.30 - 3.39 (m,
1 H) 3.22 -3.30 (m, 1 H) 2.94 - 3.09 (m, 2 H) 2.77 (s, 3 H) 2.58 (dd, 1 H) 2.37 - 2.45 (m, 1

H). MS m/z M+H 381, 383, M-H 379, 381.

(ii) N-((2S)-5-{[(4-Chlorophenyl Jamino]sulfonyl }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)-2,2,2-trifluoroacetamide

: Cl Chiral
HN

|
0=8§=0
o}
HJ)/F
F
O F

The title compound was prepared using the method described in Example 9 (ii) and the
product was obtained as a solid (240 mg, 96 %). MS m/z M+H 463, 465, M-H 461, 463.



1.3 (m 1 H. MSmz MH 469, MH 467. (U)
5- (3, 4- Dhydro-| Hi soqui nol i ne- 2-sul fonyl ) - 8- net hoxy- |,
wa 286426938 r ahydr onapht hal en- 2-yl ami ne PCT/SE2006/000592
N-[5-(3, 4-Di hydro-1 Hisoquinoline-2-sul fonyl) - 8- net hox
y-1, 2,3, 4-tetrahydro- napht hal en-
2-yl]-2,2,2-trifluoro-acetamde (132 ng, 0.282 mmol)
was stirred together with 2 M NaOH (aq) in
met hanol - di chl oronmet hane (1:1, 4 m) at room
t Fafif'e for 20 hours. The pHwas adj usted to about
H the addition of 1M hydrochloric acid and
o=tsgt urated aqueous bicarbonate, and then the mxture
was_extracted dichl oronet hane (x5). The conbi ned
cts were dried over sodiunsul fate and evaporat ed
o~giwe, the title product as an oil (116 ng, 100 %.
AV mz MrH 373. Exanple 22 Chiral (i)
(6S) - N-cycl ohexyl - 6- (di t net hyl am no) - 4- met hoxy-5,6, 7, 8
(iii {681 6-Amids-Dhaptiapbagl - 4-methabcp-SrtanBderatydrariaphthalene-1-
conmpound was prepared using the nethod described in
sulfengi#idee 8 (i) and the product was obtained as a solid
( { e Mehod @edribkd th BREFle 9Liif)chnd the
Thefﬂl% %.Eh;pé’g?%,@ aiﬁ)yﬂﬁg A sf(n%?ﬁl 0389 (s 3 H T
prod@uch 8aé whtalrid)l 28 2G0lid (1301mg,(I %2 M np'z §6+H 367,569 M-Hi345. 367.
2.55 -, 2. 660%31 1H) 2.44 - 2.54 (m 1H) 2.42 (s, 6 H)

2 2.22 1H 1.69 - 1.84 (m 2 H 1.47 - 1.69
w4 H 1.06 - 1.31 (m 4 H. M5 mz MH 367, MH
O:%S. (|_|)

\ - Q/&I ohexyl sul f amoyl - 8-r net hoxy-1, 2, 3, 4-tetrahydro
( hapht hal en-2-y1) -2, 2, 2-

I[N
_0

(iv) Ethyl ((2S)-5-{ [(4-chlorophenyl Jamino]sulfonyl }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)carbamate
(6S)-6-Amino-N-(4-chlorophenyl)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide (180 mg, 0.49 mmol) was dissolved in dichloromethane &) fnl) and
ethylchloroformate (47 pl, 0.49 mmol) and triethylamine (171 pl, 1.203 mmol) were
added. The mixture was stirred at ambient temperature for 20 min. Dichloromethane (25
ml) was added and the mixture was washed with 1M hydrochloric acid followed by
saturated sodium hydrogen carbonate solution. The organic phase was dried (Na;SOy4) and
the solvent was evaporated. The residue was purified by chromatography on silica using a
gradient of heptane/ethyl acetate reaching from 0-100% of ethyl acetate to give a solid
(133 mg, 62%). 'H NMR (400 MHz, CDCl3) 8 ppm 7.89 (d, 1 H) 7.18 (d, 2 H) 6.96 (d, 2
H) 6.71 (d, 1 H) 4.62 - 471 (m, 1 H) 4.10 - 4.19 (m, 2 H) 3.89 - 3.99 (m, 1 H) 3.85 (s, 3 H)
3.37 - 3.48 (m, 1 H) 3.02 - 3.16 (m, 2 H) 2.42 (dd, 1 H) 2.05 - 2.14 (m, 1 H) 1.68 - 1.80 (m,
1 H) 1.27 (t, 3 H). MS m/z M+H 439, 441, M-H 437, 439.

Example 26
(i) (6S)-4-methoxy-6-pyrrolidin-1-yl-N-[3-(trifluoromethyl )phenyl]-5,6,7,8-

tetrakydronaphthalene-1-sulfonamide
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trifluoro-acetam de The title conmpound was prepared
usi ng the nethod described in Exanple 9 (ii) and the
wonromuesssas obtai ned as a solid (95 ng, 54 % PCWSE208/000592
WM+H 435, MH 433.(H) 6-Am no-4-nethoxy-5, 6,
7, 8-t etrahydro- napht hal ene-Isgsul foni ¢ acid
cycl ohexyl am de N-(5-Cycl ohexyl sul f
anoyl - 8- nmet hoxy-1, 2, 3
4 tetrqpy ro- napht hal en-2-yl)-2,2,2-trifluoroacetand
T3 0. 21 mol ) was stirred together with 2 M
ous NaC]—| (1 M) in nethanol (2 m) at room
enperature for 20 hours. The pH was adjusted to about
by the addition of 1M hydrochloric acid and

a urated aqueous bicarbonate, and then the m xture
extracted with five portions of dichloronethane.

| ned extracts were dried over sodium sulfate
/%nd solvent was evaporated to give the title

oduct as a solid (65 nmy, 90 %. N5 m z
(6S§§ ArippopgN-[3- étﬂfluoqgmethyl)lg?‘nenyl] 5,6,7 8-tetrahyd3:0naphthalene 1-

b (4 s amieopdim g g o

(0. 2ﬁ5xrhlJ ne&72ahmpb3nd Potassinm-iodide (14 mg, 0.09 mmol) in toluene (2.5 ml) were
-(3-ch -4-1 1 7, 8- .

e Sl B ey SRP L T 8 iy S ganc shse

waé("WQih)ed v%tlfftﬁfﬂ&e[c?ﬁ@lﬂ)a%te@ 3Rd 88ed yel §5dlﬁﬁpélﬂfateD|Fﬁ’§ﬁ)lvent was

pot assi um i odi de 2:£%
remmd )mdmr redicaéd p@swe and theaesiduer wapquuiffedby to give the title

an a erelg%)argon The m xture was cool ed
°°WW?%P8&&PF8 at hée luted with dichl oronet hane,

H WaSR @400 WAHY, mjc,qg) S FFOYE2E BY 733UE0365 (08, OAHYM1S - 7.26 (m, 3 H)

hydr ogen carbonate solution, dried over sodiumsulfate

6.680d1 leﬂhbﬁﬁ_éi,écﬂ) PAY + BiST4m, d)lH)k%/OQ €389 §md1 phas +HRPCm, 1 H)
2692486 A€ 4t 4 85 C9ERUNG 1S, fs SOLE Cnl #81) 1.79 - 1.87 (m, 4 H) 1.57 -

1.69 (m, 1 H). MS m/z M+H 455, M-H 453.

(ii) (6S)-6-amino-4-methoxy-N-[ 3-(trifluoromethyl)phenyl]-5,6,7,8-tetrahydronaphthalene-

1-sulfonamide

2,2,2-trifluoro-N-[(2S5)-8-methoxy-5-({ [3-(trifluoromethyl)phenyl]amino } sulfonyl)-
1,2,3,4-tetrahydronaphthalen-2-yljacetamide (279 mg, 0.562 mmol) were dissolved in
methanol (2.5 ml). Aqueous sodium hydroxide solution (2 M, 1.5 ml) were added and the
reaction mixture was stirred for 16 hours at RT. The mixture was made neutral by addition
of hydrochloric acid (1 M) and the mixture was extracted with dichloromethane. The

organic phase was dried (NazS0O4) and the solvent was evaporated to give the title
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ng, 76 % . 1H NWMR (400 Mz, CDCI 3) d ppm 7.84 (d, 1H)
7.19 (dd, 1H 6.91 - 6.97 (m 1H) 6.89 (t, 1H) 6.69
wOdoochih938. 85 (s, 3 H 3.55 - 3.66 (m 1H) 3. 08CT/SR202/000592

(m 5H 2.94- 3.08 (m 2 H 2.69 (dd, 1H 2.28 - 2.39
(m 1H) 1.98 - 2.02 (m 4 1.80 - 1.95 (m 1 H. M
mz M:H 439, 441, MH 437, 9. Exanple 24 ( ( Sj-NI
-chl oro - nmet hoxyphenyi N cyanonet hgl j *- net hoxy-
-pyrrolidin-l-yl-_ 5,6, . e e s

compoigck @B ety 89 Gaphichal ashsed vihpY RN QurRogiLn bR IGY

reac{l(?‘gg%%sl'or 0- 2- met hoxyphenyl ) - 4- net hoxy- 6-pyrrolidin-I-y

MS h/D My H 4@, M- B9hydr onapht hal ene-1 - sul fonanmi de (250
ng, 0.554 mmol) in anhydrous THF (3 m) was added to a
suspension of NaH (18 ng, 0.69 mmol) in anhydrous THF

i) a7 froX )-8, -SEir 3y eHudk bl eyl RnpinD Bilfomeyl)-
i P DA e S Bl

1,2, Bl aemeigdr aaptbithioles-3-gldacapmide9 mmol ) was added and t he
m xture was warmed to roomtenperature and stirred for
18iAfours. Anhydrous DMF (1 m) was added, a second
ortfion of NaH (18 ng, 0.69 mvl) was added and the
i Xxture was stirred at roomtenperature for 2 hours,
Naeated with microwave irradiation to 100C for 5 mn

0=Sghd then to 1200C for 20 min. The solvents were

orgted and the residue was taken up in
l t hane, washed with water and dried over
oNa2S04 FtEvaporation and purification by flash

chr omat ogr aphy using gradi ent elution (0-15 % net hanol

(6.5)-AL bty OF- QB RAG L tyBaMEn G- 316 A [Sute Balo@indraiphibalpnt Hesulfony]
starting material and the title conpound. The mxéure

chlosiads (21%me) 0689 mmelhwgrerdissolorn dizhigromethane i o ds

.K2CO3 . (40..ng, 29 ot 1 &84 5%m
o B B0 T AP AO R4ver
addBdl ¥ dHhe reaction mixture was stirred for 16 hours. The organic phase was washed

with hydrochloric acid (1 M), water, sat. aq. NaHCO; and dried (Na;SO4). The solvent was

e

evaporated and the title compound (310 mg, 99 %) was used in subsequent steps without
further purification.
MS m/z M+H 497, M-H 495.

Example 27
(68 )-4-methoxy-N-phenyl-6-pyrrolidin-1-yl-5,6,7, 8-tetrahydronaphthalene-1-sulfonamide

Q Chiral

(65)—6-Amino—4-methoxy-N—pheny1-5,6,7,8~tetrahydronaphthalene—1—sulfonamide (60 mg,
0.18 mmol), 1,4-dibromobutane (58 mg, 0.27 mmol), DIPEA (0.123 ml, 0.72 mmol) and
potassium iodide (7.5 mg, 0.05 mmol) in toluene (2.5 ml) were heated to reflux for 20

hours. Dichloromethane (20 ml) were added and the organic phase was washed with citric
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was heated by m crowave irradiation at 1400C for 10

mn. The m xture was filtered, the solvent was
wovapanetsed and the residue was purified by prepaSaLi06/000592

HPLC to afford the title conpound as a solid (20 ng, 7

% . 1H NMR (400 MHz, CDO 3) d ppm 7.74 (d, 1H) 7.45

(d, 1 H) 7.29 (dd, 1 H 6.7 d, 1H) 6.68 (d, 1H 4.54

(dd, 2 H 3.87 (s, 3H)363(s 3H)310-329(m

- 2.26
ac1§ (@ fﬁb( a%eér qqﬁ drl%gﬁ?rzsogmp sy te As sgygﬁtpw@lr?@owc} under reduced
prefsusg arld thé résithR PRI b }fﬁgh(}“?f ivd ﬂ&rfﬁ% hﬁi&ﬂc‘l’ b5 2 ?(ﬁld (10.2

7, 8-t etrahydr onapht hal enée- tiron o

mgel hif) ((2S)- 5-{

1 | f.0 Xy- |
o R S B R R s 7 ) €al Baridte Tasamaigt) 6080 713 (m, 2 )
7.0009106 (i) 1 e

suspen(5| o-rgfb;?‘ m;l(c? I:lel.l))n% g?%mgﬁggj%?dr Pg\ﬁéﬁl %%ﬁ 309 3 Eﬁ(m 6 H)
2.9%m810P (i 1TH0R2.(71- APP (mTheDRA.3G 12. é5 wasl H)IlrQ‘ZGdZ 5 (m 5 H). MS m/z

ﬁf? _11_& erature for 2 hours and was heated at

0 hour. The reaction was quenched by

dropwi se addition of saturated aqueous Na2SO4 (400 m).

The m xture was filtrated and the sol vent was
Exappled8at ed. The product was isol ated by preparative

(i) (?%égsl;@ %‘743 ﬁgﬁgg r% é (45 %ﬁ&h@j}y-@gﬁen;}llgg,%egﬁz%m;'oga%halene 1-
sulfodgmidel) 385(3 3 H 3.63 - 3.72 (m 1H) 3.30 - 3.39
m 1H) 3.22 - 3.30 (m 1H 2.94 - 3.09 (m 2 H) 2.77
, 3 H £"88 (dd, 1H) 2.37 - 2.45 (m 1 H. Ms mz
H 381, 383, MH 379, 381. (H)
m+((28) 5-{[ (4- Cnhl or ophenyl ) am no] sul f onyl J- 8- et hoxy-
0=4=0, 2 3, 4-
ahydr onaphi hal en-2-yl )~2,2, 2-trifl uoroacet am de
J4ALeF conpound was prepared using the nethod
/dalescrfiibed in Exanple 9 (ii) and the

N-[(25)-5-(anilinosulfonyl)-8-methoxy-1,2,3 4-tetrahydronaphthalen-2-y1]-2-
fluoroacetamide (59 mg, 0.15 mmol) in THF (1 ml), was treated with borane
tetrahydrofuran complex (0.6 ml, 1 M in THF, 0.6 mmol) under an atmosphere of argon.
The reaction mixture was stirred at 50 °C for 16 hours. Another portion of borane
tetrahydrofuran complex (0.6 ml, 1M in THF, 0.6 mmol) was added and the mixture was
heated to reflux for 5 hours. The reaction mixture was cooled to room temperature and 5 M
hydrochloric acid (0.72 ml) was carefully added. The reaction mixture was made basic by
the addition of saturated aqueous NaHCOs solution, diluted with EtOAc and extracted with
dichloromethane (3 times). The combined organic phase was dried (NayS0y), filtered and
the solvent was removed under reduced pressure. The residue was purified by HPLC to
give the title compound (27 mg, 48 %).

'HNMR (400 MHz, CDCl3) & ppm 7.91 (d, 1 H) 7.16 - 7.25 (m, 2 H) 6.99 - 7.08 (m, 3 H)
6.70 (d, 1 H) 4.70 (t, 1 H) 4.58 (t, 1 H) 3.85 (s, 3 H) 3.44 - 3.55 (m, 1 H) 3.11 - 3.19 (m, 2
H)2.96 -3.11 (m,3H) 2.41 (dd, 1 H) 2.11-2.19 (m, 1 H) 1.60 - 1.73 (m, 1 H). MS m/z
M+H 379, M-H 377.
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product was obtained as a solid (240 ng, 96 %. M5 niz
MtH 463, 465, MH 461, 463.(H)

wO0@8)6r1669381 no- N- (4- chl or ophenyl ) - 4- net hoxy- 5, 6 PCT/SE2006/000592
7, 8-t etrahydr onapht hal ene-1 sul fonam de The title
conmpound was prepared using 1he nmet hod described in
Exanple 9 (iii) and the product was obtained as a
solid (180 ng, 95 %9. M5 mlz M+H 367, 369, MH 365,
367. Chiral (iv) Ethyl
((2S)-5-{[ (4-chl orophenyl )am no] sul f onyl } - 8- net hoxy-1,

ii) R B2 9)-5 BhiliRbW, Biidth£n-122,% 14) eBuRRiveh & hthalen-2-yl] -2-
( )%,612%&%5&%1 no- l\l—g? -ghl or ophenyl) - 4- et hoxcy%- 56,7, g-]t etr
Slucxbgatomidpht hal ene- | sul f onami de (180 ng, 0.49 mmol) was

di ssol ved in dichloronmethane (5 m) and

hyI chlorof ormate (47 m, 0.49 mmol) and
riethylamne (171 m, 1.203 mmol) were added. The

M xture was stirred at anbient tenperature for 20 min.
O=%E% chl or onet hane (25 M) was added and the m xture was
ed®wW th I M hydrochloric acid foll owed by saturated
! drogen carbonate sol ution. The organi c phase
_onas dtied (Na2SO4) and the solvent was evaporated. The

resi due was purified by chromatography on silica using
To a seutian ehtluerpaceippaind] 2me O 19aemaban PR A} A Wrignceesstvely

¢ ' € | by ddotintl (264K 9.19

o R s RESL o bR ol 04
mutd)), 6 s8lEtionl pof BSHE-Amirib-4-thethoxishN-phiRyl-5,617 Biteifahydtddaphthalene-1-

4.10, - 19 2 .3 - 3.99 ( 85 (s, 3
sulfgnggpide G0 g, E)mS nimg& iR DRAF 2 9 %%@Emoz‘f%n’c 0 mﬁ}lﬂﬂ; The
readidiinixtde Whs clred fdr 18 H88rs; thb-s8Rehivaslieinoled dnder redbickd pressure

M5 miz MkH 439, 441, MH 437, 439. Exanple 26 G )
and(tBSyestlug rvestshibssglved pydiclloratngthaney Theyofganictphase wes wasbed yith
hy loric acid (TM), water, sat. aqueous 5 solution and dried (N2;SO;). The

dIARSEYida oy, bl NaHCO; solution and dried (Na;SO5). Th

solvent was removed under reduced pressure and the residue purified by column
chromatography on silica, using dichloromethane/methanol gradient mixtures (0 — 50 %
methanol) as eluent, to yield the title compound (65 mg, quant.).
"H NMR (400 MHz, CDCls) & ppm 7.94 (d, 1 H) 7.19 - 7.26 (m, 2 H) 7.05 - 7.11 (m, 1 H)
6.97-7.03 (m,2 H)6.72 (d, 1 H)4.88 (d, 1 H) 4.76 (d, 1 H) 4.21 - 4.32 (m, 1 H) 3.86 (s, 3
H) 3.40 - 3.52 (m, 1 H) 3.04 - 3.21 (m, 2 H) 2.47 (dd, 1 H) 2.08 - 2.19 (m, 1 H) 1.69 - 1.85
(m, 1 H). MS m/z M+H 393, M-H 391.

Example 29
(i) (2S)-5-(2,3-dihydro-1H-indol-1-ylsulfonyl )-8-methoxy-N,N-dimethyl-1,2,3,4-

tetrahydronaphthalen-2-amine

(@ Chiral
N
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t et rahydr onapht hal ene- 1- sul f onam de(6S) - 6- am no- 4- net h
oxy-iV-[3-(trifluoronethyl)phenyl] -5,6,7,

wo- 20t ned3gdr onapht hal ene- 1- sul fonam de (138 rgT/S@26/000592
mol ), 1, 4-di bronoebutane (112 ny, 0.52 mmol), DI PEA
(0.295 M, 1.72 mmol) and p:‘)r% ssiumiodi de (14 ny,
0.09 mmol) in toluene (2.5 :? were heated to reflux
for 20 hours. Dichloronethane (20 m) was added and

gt SR ARG s S et ted L - Einshenashipitn 2
ami QU P eho| 0DOD nirBEl) GEFheHaBSISE ) %Q trbAt8d Hath dﬁg&g Widdehyde (37 %

purifie b HPLC to give the title conpoun

aq, (01%)3 ml, 782 11151(%, acetil aRigRO(39001) pit Nacm&) (58 rpm 0. 82169ﬁmol) The

reag:gon %LE%UD% ‘«g% 1rrgdg ;_gd-ﬂfui% @w}éorén;neit neixﬁ}s(agh%gan@tge geganic

layéﬂWaslH)lslﬁd&ﬁt}r sa?. aﬂilgéﬂ'(}gl g%ne(a (51328343 f?lﬁaré&rhncflcdf&:?l%ra%gd The
fe%ue yag Pug}lid Bg)fﬂac tp giye thmtlﬁmmmwchwn avetatelsl. (41 ulg, 36 %).

ORI R G L0 A PRI 1
6.93 (2 JZ—I)W 5 (djaroy 1.96 ¢[ £ 25)3: 837 (693 heRyse%nd, i1 .17 (4 1o 8o -

) phenyl ] am no} sul f on
3. 15 azg 3; 0% (P‘éftf}aaﬁylﬁrséﬁ@abhﬁh astand,zt, PH)Z: a2PAém( 2 D 2045, (s, 6 H)
2.29. (202 ) (nier|) di ssol ved in nethanol (2.5 m).
éueous sodll%\ﬁw droxide solution (2 M 1.5 mM) were
MSGM-+8387% he reaction nmixture was stirred for 16
hours at RT. The m xture was nmade neutral by addition
of hydrochloric acid ( 1 M and the m xture was

(S S RS o o OS2

amyide titl econmpound (228 ng, 99 %, which was used
wi thout further purification in the next reaction

SS.

N

0=8=0

o)
N—[(2S)-5-(2,3—dihydro-IH-indol-1-ylsulfonyl)-S-methoxy~1,2,3,4—tetrahydronaphthalen—Z—
¥1]-2,2,2-trifluoroacetamide (136 mg, 0.299 mmol) in methanol (2 ml) and THF (2 ml) was
treated with sodium hydroxide solution (1 ml, 2M). The reaction mixture was stirred for 16
hours. The pH was adjusted to 8 with hydrochloric acid (1 M) and sat. aq. NaHCOs. The
mixture was extracted with dichloromethane (5 times). The combined organic phase was
dried (Na;S0O,) and the solvent was removed under reduced pressure. The residue was used
in the following reactions without further purification.

MS m/z M+H 359.

(iii) N-[(2S)-5-(2,3-dihydro-1H-indol-1-ylsulfonyl )-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl]-2,2, 2-trifluoroacetamide
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M5 mz MtH 401, M H 399. (H|) 2,2,2-t
fluoro-N-[(2S)-8-nethoxy-5-({[3-(trifluoronethyl)pheny
wohewineBsul f onyl ) - PCT/SE2006/000592
|, 2,3, 4-tetrahydronapht hal en-2-yl ] acet am de
(65" )-4-methoxy-6-[(trifl uorg?cetyl)am nol-5,6,7, 8-tet
r ahydr onapht hal ene-1 -sul fonyl~ chl ori de (219 ng, O 589
nmol ) were dissolved in dichloromethane (2.5 m). 3-
Tri.£l uornet hyl anil i ne (104 ng, 0.648 mmol) and
@i ne (0.072 nl, 0.884 nmml) were added and the
K ion m xture was stirred for 16 hours. The organic
o= éﬁase was washed with hydrochloric acid (1 M, water,
aq. NaHCO3 and dried (Na2SO4) . The sol vent was
atoed and the title conpound (310 ng, 99 % was
sequent steps without further purification.
P mrzHl\m 497, MH 495. Exanple 27
(6S) - 4- net hoxy- N- phenyl -6-pyrrolidin-1 -yl-5,86,
(657 @nembxﬁhﬁgﬁgﬁ%gta%dﬁﬂbzﬁﬁﬁo] -5:6518 kAPATIdRaphthalene-1-sulfonyl

Chl&a‘iif‘eﬂéﬂ@ 8:4p9 gompeh) r\%ﬁﬁ;ﬂ@ﬁsgwﬁfbm fighlermnéthane 2Snmbi Weoline (54

mg( &' Q4§'Hnn[§%?3é% ﬂp&ﬁl%es(ogﬁﬁg I%OI‘HH’I%F%W%‘% a&% gl[ agjggpeumactwn mixture

wa§ gittredifof 76 Eourg THe. d¥ariitrphdse iwns s With By&roBhlbriv@Eia (1 )M)

heated t or hours. Dichl or orret hane
watiE 20 g e Gt G R s i bnd the rdsidue
wasryEthBiged ﬂoﬁl@ﬂoqﬁ)cld%ﬁbﬁfmcﬁ‘Me% ﬁ‘trle g‘cﬁﬂ%&%‘d as a solid (139

sul fate. The sol vent was rermve
mgnfe%ure and the residue was purlfl ed by HPLC to give

t d as a solid (10.2 nmg, 15% 1H NMR
MSIH%(}VII\/HZ&SC%%%C! ppm7 90 (d, 1H) 7.16 - 7.23 (m 2
H 7.07 - 7.13 (m 2

Example 30
(i) (6S)-N~(5-chloro-2-methoxyphenyl)-4-methoxy-6-( methylamino)-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide

cl Chiral
e ;

)
0=8=0

'VI,N/

H

pre;

A solution of ethyl ((25)-5-{ [(5-chloro-2-methoxyphenyl)amino}sulfonyl}-8-methoxy-
1,2,3,4-tetrahydronaphthalen-2-yl)carbamate (103 mg, 0.22 mmol) in THF (1 ml) was
added dropwise to a suspension of LAH (26 mg, 0.66 mmol) in THF (1.5 ml). The
resulting mixture was stirred for 3 hours at RT and then heated to reflux for 30 min. The
reaction was quenched by careful addition of sat. ag. NaSO4 (0.3 ml). The mixture was
filtered and the solvent was removed under reduced pressure. The residue was purified by
HPLC to give the title compound (54 %).

"H NMR (400 MHz, CDCl3) & ppm 7.93 (d, 1 H) 7.31 (d, 1 H) 6.93 (dd, 1 H) 6.68 - 6.76
(m, 2 H) 3.86 (s, 3 H) 3.81 (s, 3 H) 3.48 - 3.58 (m, 1 H)3.13-3.23 (m, 1 H) 2.95 - 3.09
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7.00 - 7.06 (m 1H 6.70 (d, 1H 3.84 (s, 3 H 3.62 -
3.73 (m 1H 3.09 - 3.36 (m 6 H 2.97 - 3.09 (m 1H)

w0 .2006/1263892 (m 1H) 2.35 - 2.45 (m 1H) 1.92 PC2/SE2006/000592
(m 5H. MSnz MH 387, MH 385. Exanple 28 (i)
(6S5)-6-[(2-fluonethyl)am no]gd-met hoxy- N-phenyl -5, 6,
7, 8-t etrahydronapht hal ene- Isu f onam de
N-[ (25)-5-(anilinosul fonyl)-8-nethoxy-1, 2,3, 4-tetrahyd

(m%@ﬁ‘?%‘agﬁnr 3?{?’% n%g?d i'ﬁf{g@fgg?&ﬁ}fﬁ}ﬁﬁgﬁg“% 8@ (k21 H). MS m/z
M-regrphydr wiEEMan, £anpl ex (0.6 m, 1IMin THF, 0.6 mmol)

under an atnosphere of argon. The reaction m xture was
stirred at 50 OC for 16 hours. Another portion of

N t0 f j
(i BRSSP R R Bl Qo bolomt E i o34
tetfiobydronbghthden-Ihe)cadamidton i xture was cooled to room
te er(ﬁture and 5 M hydrochloric acid (0.72 m) was
Iy ad¥8d. The reaction mixture was made basic

e addition of saturated aqueous NaHCO sol uti on,
~Qithted with EtOAc and extracted with dichl or omet hane

( =§A§JT€S)- The conbi ned organi ¢ phase was dri ed
(NaRSQ4), filtered and the sol vent was renoved under
r gduy pré&sure. The residue was purified by HPLC to
gi ‘N1t e conpound (27 ng, 48 % . 1H NWR (400

I\/HZOCDCI*B)dppm791(d 1H 7.16 - 7.25 (m 2 H
6.99 - 7.08 6.70 (d, 1H) 4.70 (t, 1H) 4.58

el b o P

tetrahyl&oﬁaphthhwnell §fifonarthide32(3nmg] 01688 nivirolyirz dibhidradi&haré (5 ml)
Wawqcegss velaf treated With digthdagaine. (8 2apl) and ethybchiorgfqrmate(Qyig9 ml,
0.729 RARKS Bl &0ie 6t 1 he The mixture was diluted with dichloromethane, washed
with hydrochloric acid (1 M), sat. aq. NaHCOs5 solution and dried (Na;SO4). The solvent
was removed under reduced pressure and the residue was purified by chromatography on
silica, using heptane/EtOAc gradient mixtures (0 — 100 % EtOAc) as eluent to give the title
compound as a solid (106 mg, 33 %).

'H NMR (400 MHz, CDCl3) & ppm 7.95 (d, 1 H) 7.33 - 7.34 (m, 1 H) 7.13 (s, 1 H) 6.93
(dd, 1 H) 6.72 (d, 1 H) 6.71 (d, 1 H) 4.07 - 4.19 (m, 2 H) 3.88 - 3.98 (m, 1 H) 3.36 - 3.50
(m, 1H)3.04-3.18 (m, 2H) 2.42 (dd, 1 H) 2.05-2.14 (m, 1 H) 1.65-1.78 (m, 1 H) 1.22
- 1.29 (m, 3 H). MSS m/z M+H 469, 471, M-H 467, 469.

Example 31
(i) (6S)-N-(4-chlorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalene-

1-sulfonamide

/©/C| Chiral
HN
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fluoroacetam de 5 To a solution of fluoroacetic acid

(15 ny, 0.19 mol) in DMP (1 m) were successively
weadamesd26038ir oxybenzotri azol e (25 ng, 0.19 mmol ) PCT/SE2006/000592

di i sopropylcarbodiimd (24 ng, 0.19 mml), a solution

of (6S)-6-Am no- 4- nenoxy-

- phenyl -5, 6, 7, 8-tetrahydr ongsm hal ene-1| sul f onam de (50

rrg, O 15 mmol) in DMV (2 m) and DIPEA(O 099 m, 0.6

A sorigod of (%Sfﬁra%;é%?%%)éﬁqﬁ IR SE RN T —
1-stihahfdd %E ?jhﬁﬂggetha[hog Hl'l)q{/é%r@l%@ﬂeely-[féﬁted with
vvas was (1

organi c W th drochl oric acid
fonmlﬂehydes(a’i % aquEtuag Na6CONs®), @thcach@Sél mg%@ndmmlﬁ (32

e St T SN MRS RA, RSSOV Amorca

unde} {édﬁé‘ed ;H-?ésﬂﬂa HaGhl RRIE e AekoRED 3NdbhiefasktRdte (10 ml). The
m Xt ur es % et hanol ) as eluent, to yield the

orgait Iphascomwmhed &8hsef, aq¥at{COs Sqllstlm-(SMWSdeKNﬂﬁm) and the
cDal 3) _d 7.94 (d 7.19 - 7.26 (m 7.05 -
SO“?e“ﬂ’a% Fﬁmg‘%{]‘l@dﬁff@éu‘iﬁdé’@s?‘?ﬁe' 2 H 6. 72((d, 1E)|) 4. 88

The( 1‘381dﬂlé‘|iva§ gﬁl@flédjby HP'LC“to%ivethéuﬁa cérﬁpoﬁldd) (33 n@@ 40%%).3 H)
2 (m 1 = 3. 21 47 (dd. 1H)
'H NMTB (4002Mlﬂ CRClO1) ppm 890(d11 By 7(191(3 i 1;13 0. 7il/Sihli H) a8 (s, 3 H)

77 2o 3 05146 rob ol Phade- i1 Cn N7 - AP ATR® 6

H) 2dm- '2339“%'11; I HP1.87 41 .81k, any}dmﬂmma{ 895, 29a,m/1me 393, 395.
Chlral( )-5-(2, 3-di hydro-|

H i ndol -1 - yI sulfonyl) 8- met hoxy-1, 2, 3, 4-t et rahydr onaph

(ii )kﬁf)l- Wgu:g 21&3&%"82 r?ez%ﬁ%i g,gg)y% éétr?%z%ﬁh%hal@r’%e -1-

sulfonamide

iog
HN

|
0=8=0

" NH,

O

The method described in Example 29 (ii) was used to give the title compound (95%).
MS m/z M+H 367, 369, M-H 365, 367.

(iii) N-((2S)-5-{[(4-chlorophenyl)amino] sulfonyl}-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)-2,2,2-trifluoroacetamide

The method described in Example 29 (iii) was used to give the title compound (96 %).
MS m/z M+H 463, M-H 461, 463.
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aq, 0.23 m, 2.82 mmol), acetic acid (0.50 m) and
NaCNBH3 (53 ng, 0.846 mol). The reaction m xture was
webtowieed3gor 10 hours. Dichl oromet hane was addedTsRebo6/000592
the organic | ayer was washed with sat. ag. NaHCG3,
dried (Na2SO4), filtered ang6concentrat ed. The residue
was purified by HPLC to give the title conpound as an
acetate salt (41 ng, 36 %9. 1H NWR (400 MHz, CDCl 3) d
ppm 7.88 (d, 1H) 7.24 (d, H 7.15 (d, 1H) 7.09 (t,
Exampled295 (t, 1H) 6.75 (d, 1H) 3.96 (t, 2 H 3.87 (s, 3
1ty dronbPh@aRn 3 -Nsulfonyl )-
(‘)j_%[ erlﬁﬁ% n’g?1 é;rdizz,"myl T84 g H)92. Q- PYesdforyl
1 ZSmteﬂrahj)dr@zs@ﬁmécﬂzneW egrbpniz@le(m 1H) 1.67 (m 1H M
mz MrH 387.
S (24 di hydr o- | H-i ndol - | -yl sul fonyl ) - 8- net hoxy- |
3, 4-tetrahydr onapht hal en-2- am ne
[ (2S)-5-(2, 3-di hydro-| Hi ndol - 1-yl sul fonyl ) - 8- net hox
- 1, 2,3, 4-tetrahydronapht hal en- 2-
o=gr/0] - 2, 2, 2-trifluoroacetamde (136 ng, 0.299 mmol) in
wthanol (2 mM) and THF (2 M) was treated with sodi um
jde solution (1 m, 2M. The reaction m xture
Wwas stipred for 16 hours. The pH was adjusted to 8
with hydrochloric acid (1M and sat. aq. NaHCO3. The

> (R RIS LA Laney ol o

tetrﬁg}cﬂﬁﬁﬁquvﬁﬁlnéemlﬁduuﬂiwm mg,c@t%ﬂmm‘l)aésludlbrorﬁ'(btmtane (39 mg,

.17 mued DIBRATGE e D76 pemaD snpniassen oding g e, 0162 mmol) were
sus&l{d(aé ﬁ%og _n{lgtol%ex‘#é D0, @ w1 T et plyerBligiHe 1ami) a8 heREDN A

microwave oven for 40 min at 150 °C. Ethyl acetate (10 ml) was added and the organic

layer was successively washed with aqueous citric acid (pH 4), water, and sat. aqueous
NaHCOj5 solution. The organic phase was dried (Na;SO,) and the solvent was removed
under reduced pressure. The residue was purified by HPLC to give the product (20 %).

'"H NMR (400 MHz, CDCl3) & ppm 7.95 (d, 1 H) 7.46 (dd, 1 H) 7.36 (br.s., 1 H) 7.24 (d, 1
H) 6.80 (d, 1 H) 4.26 - 4.41 (m, 2 H) 3.89 (s, 3 H) 3.43 - 3.57 (m, 4 H) 3.29 - 3.39 (m, 1 H)
3.22 - 3.30 (m, 2 H) 3.05 - 3.15 (m, 1 H) 2.86 - 3.05 (m, 5 H) 2.27 - 2.36 (m, 1 H) 2.04 -
2.17 (m, 5 H). MS m/z M+H 452.

(ii) 2-{[(6S)-6-amino-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]sulfonyl}-1,2,3,4-

tetrahydroisoquinoline-7-carbonitrile

N
Z

The method described in Example 29 (ii) was used to give the title compound (81 %).
MS m/z M+H 398.
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t et rhydr onapht hal en-2-yl]-2,2,2-trifl uoroacetam de(65)
-4-met hoxy-6-[(trifluoroacetyl)amno]-5,6,7,8-tetrahyd
woanaphtdsal ene-| - sul fonyl chloride (152 ng, 0. #£09/SERmb)H00592
was di ssolved in dichloronmethane (2.5 nm). Indoline
(54 mg, 0.449 mmol) and pyriétr;ﬂ ne (0.83 nm, 1.02 nmol)
wer e added and the reactionm xture was stirred for 16
hours. The organi c phase was washed with hydrochloric
acid (1 M, water, sat. ag. NaHCO3 and dried (Na2SO4).
The sol vent was evaporated and the residue was

AT Shol SP L  A0HgaS  i20

tetréEﬁZroMleﬂ%ﬁz -2ty Rarifidofdayretamide
(6S) -\ (5-chl or o- 2- met hoxyphenyl ) - 4- met hoxy- 6- (et hyl a
perY-5, 6, 7,8- tetrahydronaphthal ene-1-sul fonam de A
ution of ethyI ((25)-5-{

N 2, 3,4-tetrahydronapht hal en- 2-yl ) carbamate (103 ng,
022 mmol) in THF (1 mM) was added dropwi se to a
ension of LAH (26 ng, 0.66 nmol) in THF (1.5 m).
esul in‘tg m xture was stirred for 3 hours at RT

2 ed to reflux for 30 mn. The reaction was
_quenched by careful addition of sat. ag. Na SO (0.3
m). The mixture was filtered and the sol vent was

The wathed despnibed in Berepl 29/(l 31 @scdrqesiyebp dile campound (09 %).

to give the title conmpound (54 % . 1H
MSK{@EI{/IISI% '3) d ppm 7.93 (d, 1H) 7.31 (d, 1H)

693(dd 1H 6.68- 6.76 (m 2 H 3.86 (s, 3 H 3.81
(s, 3 H 3.48 - 3.58 (m 1H) 3.13 - 3.23 (m 1H 2.95
ExamBleo@(m 2 H 2.63 (br. s., 3 H 2.52 (dd, 1H) 2.22 -

( 63%-1\%?4&%&';)74%)}& )-Q—gne'thoky%)p)(r%liaainJIIl)yl-5,\@7,@it@trahydronaphthalene-] -

sulfonamide

Cl Chiral

The method described in Example was used to give the title compound (58 %).

'"H NMR (400 MHz, CDCl3) § ppm 7.87 (d, 1 H) 7.01 - 7.13 (m, 4 H) 6.69 (d, 1 H) 3.78 -
3.84 (s, 3 H) 3.62 - 3.76 (m, 1 H) 3.22 - 3.36 (m, 4 H) 3.09 - 3.21 (m, 2 H) 2.96 - 3.10 (m,
1H)2.69-2.82 (m, 1 H) 2.36 - 2.45 (m, 1 H) 2.04 - 2.11 (m, 4 H) 1.88 - 2.00 (m, 1 H).
MS m/z M+H 421, 423, M-H 419, 421.

Example 34
(i) (6S)-N-(3,4-dichlorophenyl)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide



MtH 411, 413, MH 409, 411. (U) ethyl
((2S)-5-{[(5-chl oro-2-net hoxyphenyl ) am no] sul f onyl J- 8-
worbtdeozyw3B, 2, 3, 4- tetrahydronapht hal en- 2-yl ) caPozsBLI®6/H00592
suspensi on of (65)-6-am no-
- (5-chl oro- 2- met hoxyphenyl ) - 4- net hoxy-5, 6, 7, 8-
t et rahydr onapht hal ene- 1- sul fonam de (273 nig, 0.688
nmmol ) in dichloromethane (5 m) was successively
treated with triethylamne (0.24 ml) and et hyl
hi gr of or fiélfle (0.069 ni, 0.722 mol) and stirred for 1
The m xture was dil ut ed with dichl oronet hane,
shed wi th hydrochloric acid (1 M, sat. aq. NaHCO3
lution and dried (Na2SO4) . The sol vent was renoved
o=kyler reduced pressure and the residue was purified by
chr Qqmat ography on silica, using heptane/ Et OAc gradi ent
res (0O - 100 %t OAc) as eluent to give the title
ON as a solid (106 ng, 33 0lo). 1H NWR (400 MHz,
_&Dbd 3) ppm 7.95 (d, 1H) 7.33 - 7.34 (m 1 H 7.13
(s, 1H) 693(dd 1H 6.72 (d, 1H 6.71 (d, 1H) 4.07

(6551-%‘5@8(5 f dwglo? rﬁégy%% %&hgﬂz 5 (Jjé TR té’tra%gdron%lﬁﬁ)aléﬁe-L

sulformmitie Y8 ing6B8.194 nridl),(I@-diHhmab@ane artl, DE’E(AT(O @6Hn1, OMS2 mmol)

_ mz MeH 469, 471, M H 467, 469. Exampl & 31 (i)n. .

in SPRRFLR (0 NG BRERY 192 GO A PG AT [P PG g reaction
5 mu@urz wostpatinBy Bgm@{d@{l@ﬂﬁntﬂe -coHIpbaRA(E sle, T)r al A

sol utlon of - 6-am no-

I NMR mmm@mg) Spome T 98¢, 5HB7 378dt BED 20 dd.chHp AIALAd, 1 H)

67508 i TS T f S R 8D 5% 255 o,

1 H)2.41-2.52 (m, 1 H) 2.05 - 2.16 (m, 4 H) 1.87 - 2.00 (m, 1 H). MS m/z M+H 455,
457,459, M-H 453, 455, 457.

10
(ii) (6S )-6-amino-N-(3,4-dichlorophenyl )-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide

(6S)-4-methoxy-6-[(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene- 1-sulfonyl

15 chloride (103 mg, 0.277 mmol), 3,4-dichloroaniline (46 mg, 0.284 mmol) and pyridine
(0.056 ml) were dissolved in THF (0.5 ml) and dichloromethane (1 ml). The reaction
mixture was stirred for 2 hours. Sodium hydroxide (2 M, 0.663 ml) were added and the
reaction mixture was stirred for 10 hours. Sat. aqueous NH4CI solution was added until pH
~9 was reached. A precipitate formed which was dissolved in THF. The aqueous layer was

20 extracted with THF and dichloromethane. The combined organic phase was dried
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f ormal dehyde (37 % aq., 136 ng, 1.67 mmol), acetic

acid (151 ng) and NaCNBH3 (32 ng, 0.51 mmol) and the
woeamiie3sm xture was stirred for 10 hr. The seC¥sER006/000592

was renoved under reduced pressure and the residue was

di ssol ved in dichloronethan§9(10 m ). The organic

phase was washed wth sat. NaHCO sol ution (5

tinmes), dried (Na2SO4) and the solvent was renoved

under reduced pressure. Th re id e was ur i fi
(Nop§0.0; 479 T SUVark &g PV IBIRANC PR IeA ' if gppound
(12% %09@% Wﬁ@g(v@a)s ﬁec&)@ﬂhgutgfgrtﬁéii pgiéifil%aﬂonllaﬂ sﬁ&egﬂeﬂﬁ}ea@tﬂﬂsteps

' m

MSssz+bI4910®3NB}ﬂ399(ﬁol 1H 2.97 - 3.05 (m 1H) 2.70

(s, 6 H 2.44 - 2.59 (m 2 H 1.67 - 1.81 (m 1 H. M

mz M:H 395, 397, MH 393, 395. (U
Ex 8- am no- N- (4- chl or ophenyl ) - 4- net hoxy- 5, 6,

7, tetrahydronaphthalene | sul fonam de The met hod

(i) (68 $ X (3ok diflunraphamy)-é-mgheyi o pEidid dled Gve t he
tetrg’@y}.rorﬂq?t%?ene-l —.gu%For{?zmuyB mz MH 367, 369, MH 365,

MN- ((2S) -dare{ [ (4- chl or ophenyl ) am no] sul f onyl j - 8- met hoxy-
F2,3, 4-
t rahydronapht hal en-2-yl)-2,2,2-trifl uoroacetam de
wthe nmet hod described in Exanple 29 (iii) was used to
o=fbve the title conmpound (96 %9. M5 mz MtH 463, MH
463. Exanpl e 32 (i)
L@ ) - 4- met hoxy-6-pyrrolidin-I -yl-
hydr onaphi hal en-1 -yl ] sul fonyl }-
, 2,3, 4-tetrahydroi soqui noline-7-carbonitrile Chiral

TN AR oy oo,

sulfonamide (63 mg, 0.171 mmol) 1,4-dibromobutane and DIPEA (0.021 ml, 0.180 mmol)

in acetonitril (0.5 ml) were heated in a microwave oven for 10 min at 130 °C. The reaction
mixture was purified by HPLC to give the title compound (38 mg, 53 %).

1 NMR (400 MHz, CDCl3) § ppm 7.87 (d, 1 H) 7.15 (m, 1 H) 6.87 - 7.00 (m, 2 H) 6.70
(d, 1 H) 3.80 - 3.90 and 3.84 (overlapping signals, m, 1 H and s, 3 H) 3.37 - 3.56 (m, 4 H)
3.18 (m, 1 H) 3.02 - 3.14 (m, 1 H) 2.83 (dd, 1 H) 2.51 - 2.60 (m, 1 H) 2.17 (m, 4 H) 1.98 -
2.07 (m, 1 H)

MS m/z M+H 423, M-H 421.

(ii) (6S)-6-amino-N-(3,4-difluorophenyl)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide
F Chiral

&

NH

0=8=0
" NH,

o)

rd
The method described in Example 34 (ii) was used to give the title compound (50 %).
MS m/z M+H 369, M-H 367.
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t et rahydroi soqui noline-7-carbonitrile (48 ng, 0.12

mol ), 1, 4-di bronobutane (39 ng, 0.179 mmol ), DI PEA
wO0@206nmg6930. 476 Mol ) and pot assi um i odi de (4 nBCTBENDE/000592

nmol ) were suspended in 0.9 ml toluene and 0.1 n

N- et hyl pyrrolidine (NWVP) aﬁ@ heated in a m crowave

oven for 40 mn at 150 C. Ethyl acetate (10 m) was

added and the organic | ayer was successively washed

wi th aqueous citric acid (pH 4), water, and sat.

aqueous NaHCO3 sol ution. The organi c phase was dried
Exahipl&88) and the sol vent was renoved under reduced

pressure. The residue was purified by HPLC to give the
(1) B9 R P -cllmmompyidin2- iR gz Grybdszino D@ Boxy- :'p@m7 95 (d,

A T, T S L 8

@ir29 - 3.39 (m 1FD 3.22 - 3.30 (m 2 H 3.05

-:§:E£F2n1 1H 2.86 - 3.05 (m 5 H 2.27 - 2.36 (m

HNA)™N2. 04 - 2.17 (m 5 H). MS miz MtH 452. (H)

O=2=0[ (6S) - 6- am no- 4- net hoxy-5, 6, 7,

ahydr onaphi hal en-1 -yl ]sul fonyl}-1,2, 3,4-

nydr oi soqui nol i ne-7-carbonitrile The nethod
descrilyed in Exanple 29 (ii) was used to give the

/Pltle corrpound (81 %. MS mlz MrH 398. (iii)
N-{(29)-5-[(7-cy an034d|hydr0|squ|noI|n 2(1 H)-yl)su

The msthpd]degerthet mﬁyamplz 19, (ﬂ)-was used to give the title compound (13 %).

' R A AR RO EB PR i 26 B, { EDIEAmb S 6o W61 - 7.70
(mgi B 6.%35: r%t)srgé dng, ?,2051?@.@1'0@.8(59(& 99 uVBa513 Mt 199 2% 88 (m, 2

H) 26S)-26( @, @ilb2.8p k&P (pr 46} hoXy 20dpiutt, 1) TBN= 1.55 (m, 1 H).
MS 7 M fr 3062, 8ok §t  ahydr onapht hal ene- 1 -

(i) N-((2S)-5-{[(5-chloropyridin-2-yl)amino] sulfonyl}-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-y1)-2,2,2-trifluoroacetamide

/(j/CI Chiral
o |
BN

I
0=5=0

roy

'The method described in Example 19 (ii) was used to give the title compound (17 %).
MS m/z M+H 463.

Example 37
(i) (6S)-6-(dimethylamino)-4-methoxy-N-pyridin-3 -yI-5,6,7,8-tetralydronaphthalene-1-

sulfonamide



15

sul fonam de Chiral The nethod described in Exanple was
used to give the title conpound (58 % . 1HNWVR (400
wOE)61CB38 3) d ppm 7.87 (d, 1H) 7.01 - 7.13 ( RCTAERH06/000592
6.69 (d, 1 H 3.78 - 3.84 (s, 3 H 3.62 - 3.76 (m 1H)
3.22 - 3.36 (m 4 H 3.09 - 2121 (m 2 H 2.96 - 3.10
(m 1H) 2.69 - 2.82 (m 1H 2:36 - 2.45 (m 1H) 2.04 -
211 (m 4 H 1.88 - 2.00 (m 1 H. M mz MH 421,
423, MH.419, 421. Exanple 34 (i)
(6 -;N—(§, 4- di ch. | or ophenyl ) - 4- met hoxy- 6- pyrrol i di
i <Y1 -5, 6, 7, 8-
o=$ed r ahydr onapht hal ene- 1- sul f onani deChi r al
5k 6- am no-
- di chl or ophenyl ) - 4- et hoxy- 5, 6, 7, 8-t et rahydr onaph
a e'r’TEfI sul fonami de (78 ng, 0.194 nmol),
~®, 4-di br onobut ane and DI PEA (0.096 m, 0.582 mml) in
acetonitril (0.5 m) were heated in a nmcrowave oven
Thé orettidd deseriteed id BRafifle 1PH®) waaskd engivd ¥leUitR ound (69 %).

ified by HPLC to. give the titl
HEMR (A0, STHORD PrDE29)- &2 pfam 7D 18d ., 2. By 7,89 - 7.04
. , 7- d 6 , 3 .
@, g@ﬁ%ﬁm 773588&1(, mths 1738 (lﬁlmi’ Hiﬁ’@oz-_ %35 gli)i:ﬂ%zn 3%@ 5,3 H)
3.62.-6973-(n2.1883) §.02 - BB (2h, 21H)-2.91 52.06 1, 1 HH)2.60 0574 ﬁlgr-?s:!-@ H) 2.58 -

2.6%2%1’,‘1‘,175'),3,2}752,’2 3%%; P%g%f?s( 11%;2 "B 2 MeH 455,

MY &) Ma1esaam- N- (3, 4-di chl or ophenyl ) - 4- met hoxy-5, 6, 7, 8-
t et rahydr onapht hal ene- | sul f onam de
(65) -4-nmet hoxy-6-[(trifluoroacetyl)amno]-5,6,7,8-tetr

(ii Pfl }é,%[t(?"%gpotﬁ-a {] ( ?@-egln_efch%!x;-g-n[){pl)yridin-j’ ~ylamino)sulfonyl]-1,2,3,4-

tetrahydronaphthalen-2-yl}acetamide

/@ Chiral
N
HN x

The method described in Example 19 (ii) was used to give the title compound (78 %).
MS m/z M+H 430.2.

Example 38
(i) (6S)-N-1,3-benzodioxol-5-yl-4-methoxy-6-pyrrolidin-1 -yl-5,6,7,8-
tetrahydronaphthalene- 1 -sulfonamide

o\ Chiral
o
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chloride (103 ng, 0.277 mol ), 3,4-dichloroaniline (46

nmg, 0.284 mmol) and pyridine (0.056 nm) were dissolved
wOonoibHR6y38. 5 m ) and di chl oromethane (1 m). TRET/SE2006/000592

reaction m xture was stirred for 2 hours. Sodi um

hydroxide (2 M 0.663 m) Mﬁ;e added and the reaction

m xture was stirred for durs. Sat. aqueous NH4C

sol ution was added untiI pH ~9 was reached. A

preci pitate fornmed which was dissolved in THF

Theageidet descaped infiananle .35&9 éV&S wpadretye-fheditle compound (27 %).

't G AT TR0 B PGS smntesy 11 oo

(ddy EHY S e88 (QFZBH§ 3186 (§ CB H) 367t- B&7t(nt l1encnPPposnd (il 2 H)myes - 3.21
w t hout further Eurlflcatlon in

(0 AL T8 B2 03 0K IOy 0N HB0 1 Yhoral 90 1 ED. M

m/ﬁz[%}qzﬁ{bj%l\%@ﬂﬂ uo?gpgle%yl ) - 4- et hoxy-6-pyrrolidin-1-y

| -5,6,7, 8- tetrahydronaphthal ene-1-sul fonani de Chiral

6amno V-(3,4-difl uoropheny metho
(1) QGSZtér %{ﬁgﬁ@r%%hﬁ%ﬁﬂl@ﬁ@ =3t SRR d. é%i"ééetﬁi‘f‘y Gowkgmﬂne 1-
quQHBhﬂi 1, 4-di bronobut ane and DI PEA (0.021 ni, 0.180
in acetonitril (0.5 nm) were heated in a
rovvave oven for 10 mn at 130 C. The reaction

Xture was purified by HPLC to give the title

npound (38 ng, 53 % . 1H NMR (400 MHz, CDCl 3) d ppm

.87 (d, 1H) 7.15 (m 1H) 6.87 - 7.00 (m 2 H 6.70
o=t 1H) 3.80 - 3.90 and 3.84 (overlapping signals, m

THand s, 3 H 3.37 - 3.56 (m 4 H 3.18 (m 1H 3.02
Oel (m 1H) 2.83 (dd, 1H) 2.51 - 2.60 (m 1H) 2.17
m—4nH) 1.98 - 2.07 (m 1H)

_0

The method described in Example 34 (ii was used to give the title compound (90 %)
MS m/z M+H 377, M-H 375.

Example 39
(i) (6S )-N-(5-chloro-2-methoxyphenyl )-6-[(2-fluoroethyl)amino | -4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide

Cl Chiral
L

The method described in Example 28 (i) was used to give the title compound (96 %).

'H NMR (400 MHz, CDCls) 8 ppm 7.91 (d, 1 H) 7.31 - 7.36 (m, 1 H) 6.93 (dd, 1 H) 6.67 -
6.74 (m, 2 H) 4.67 (t, 1 H) 4.55 (t, 1 H) 3.85 (s, 3 H) 3.81 (s, 3 H) 3.40 - 3.51 (m, 1 H) 2.89
-3.15 (m, SH) 2.35 (dd, 1 H) 2.08 - 2.17 (m, 1 H) 1.55 - 1.68 (m, 1 H). MS m/z M+H
4429, 444.9, M-H 440.9, 442.9.



10

15

20

MS nlz MHH 423, MH 421.

(6S)-6-am no-N- (3, 4-difluorophenyl)-4-net hoxy-5, 6, 7, 8-
woebssahys onapht hal ene- | sul f onam de Chiral ThePO®iSE2W6/000592

described in Exanple 34 (ii) was used to give the

title conpound (50 %9. M n17§ M+H 369, M H 367. Exanpl e

36 (i)

(6S)-N-(5-chl oropyridin-2-yl)-6-(di nmethyl am no)-4~meth

oxy-5, 6, 7, 8- tetrahydronapht hal ene-1-sul f onani de

chiral The method described in Exanple 19 (i) was used

ooy 1,0, '
e e
tetrdirohaphthalefi-2F )-2rfluckblcebun@8e - 6.99 (m 2 H) 3.81 -

3.85 élr s, 3H 3.43 - 3.53 (m 1H) 2.75 - 2.88 (m 2
45 - 2.60 (m 2 H 2.23 - 2.29 (br s, 6 H 1.93 -

N (m 1H) 1.37 - 1.55 (m 1 H. M5 mz M+H 396. 2,
0308 1

iF{I-((ZS)-S-{[(S-chIoro ridi n-2-yl)am no]sul fonyl}-

f(ﬁoxy-I,Z, 3, 4- > a ! -8

etrehyndr opapht hal en-2-yl) -2, 2, 2-tfl uoroacet am de The
pad Jdeslkriped in Exanple 19 (ii) was used to give

¢ titlg conpound (17 %9. M5 mz M+H 463. Exanpl e 37

(6S) - 6-(di. h ' - N i di.n-2-v] < v/
R
'H gg,ﬁ@ggggd:%p%ﬁwmlﬁnww i(d, MEp7.08 €dl 1t H) Bild és,111d) 6.03 (d, 1 H)
6.75 (df,TIi H) 6.71 (d, 1 H) 6.23 - 6.34 (m, 1 H) 4.80 (d, 2 H1) 4.20 - 431 (m, 1 H) 3.86 (s, 3
H) 3.83 (5, 3 H) 3.43 - 3.53 (m, 1 H) 3.05 - 3.20 (m, 2 H) 2.45 (dd, 1 H) 2.10 - 2.20 (m, 1

H) 1.69 - 1.83 (m, 1 H). MS m/z M+H 456.9, 457.9, M-H 454.9, 456.9.

Example 40
(6S)-N-(5-chloro-2-methoxyphenyl)-6-[(2-fluoroethyl)(methyl)amino] -4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide

Ci Chiral
o7 ;

(6S)-N—(5-chloro—2—methoxyphenyl)-6-[(Z—ﬂuoroethyl)amino]-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide (167 mg, 0.377 mmol) were dissolved in methanol
(5 ml). Formaldehyde (37 % aq., 306 mg, 3.77 mmol), acetic acid (0.108 ml) and
NaCNBH; (71 mg, 1,13 mmol) were added and the reaction mixture was stirred for 30
min. The solvent was removed under reduced pressure. The residue was dissolved in
dichloromethane and washed with sat. aqueous NaHCOj3 solution. The organic phase was

dried (N2;SO4) and the solvent was removed under reduced pressure. The residue was
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1H NWR (400 MHz, CD3CD) d ppm 8.20 - 8.25 (m 1H) 8.13

- 818 (m 1 H 7.89 - 7.94 (d, 1H 7.52 - 7.56 (m
wobhoon2aBs- 7.29 (m 1H) 6.90 6.95 (d, 1H) 3. 8PCI/SR22/000592
(br s, 3H 53.63- 373 (m 1H 3.12 - 3.25 (m 2 H)
2.91 - 3.03 (m 1H 2.69 - 474(br s, 6 H 2.58 -

2.68 (m 1H 2.27 - 2.36 (m"1H) 1.65 - 1.78 (m 1 H).
I\/ISrriz M-H 362. 2. (ii)

puré}eﬁ I ! l ;)g@]l:\l- ( S)on| sﬂgggl]sgxg ﬁilghllogc&)rxethane/methanol gradient
ml%@ﬁeg am Qo %ﬁﬂhiahai) %‘el%te)&hb ﬁﬁ@tt@tﬁb@’lﬁlcﬂ-@g e 5608,

escribed in Example 19 (ii) was used to give the

' Nm ¢4000MPT ERAH)SD ﬁ,@rn 7198 (df LE)FR24801 B) 7i14 (&x4akpb9238d, 1 H)

66%5! o574 2T b | 8DALSE () RIS Gt 250

3}121? @cmtﬁﬁsb)edf@ 3 Bal ene- (i, aq&f@m@%@g(m 4 H) 245 (s,3
|ra T e net hod described in Exa%w i) was used
H) 3i08e 2t 19e(nt,i1tHel.60 rp $6r(th, ( 29). ¥4S mf; 519z M-H 454.8,
45 3) 6 ppm 7.79 (d, 1H)665-668(m 2H)6.57
‘4, 1H) 6.46 (dd, 1 H 5.88 (s, 2 H 3.84 (s, 3 H)
3.57 - 3.67 (m 1H) 3.21 - 3.29 (m 4 H 2.95 - 3.21
(m 3 H 2.77 (dd, 1H) 2.31 - 2.39(m 1H 202 -
Example4lm 4 H) 1.81 - 1.98 (m 1 H). M5 mz M+H 430. 9,

42
(i) (%é' <#- gtg%]xyncg dkft(tylgmbnol% 64 gn&uogomﬁth)ﬁ) iphen l{) )% 6_ 758-
tetr&hj&irbﬁ&ﬂ@mlewegmmfdﬂaah@me | - sul fonam de The met hod

described in Exanple 34 (ii was used to give the title
cl)zrrpounéfh"e'% %

F

NH
O:é:O

—/H/
/O

The method described in Example 16 (i) was used to give the title compound (55 %).

'"H NMR (400 MHz, CDCls) § ppm 7.95 (d, 1 H) 7.46 (d, 2 H) 7.11 (d, 2 H) 6.73 (d, 1 H)
3.87 (s, 3 H) 3.40 - 3.51 (m, 1 H) 2.96 - 3.09 (m, 2 H) 2.78 - 2.88 (m, 1 H) 2.54 (s, 3 H)
2.30 - 2.40 (m, 1 H) 2.07 - 2.15 (m, 1 H) 1.53 - 1.67 (m, 1 H). MS m/z M+H 414.8, M-H
412.8.

(ii) ethyl [(2S)-8-methoxy-5-({ [4-(trifluoromethyl )phenyl]amino}sulfonyl)-1,2,3,4-
tetrahydronaphthalen-2-yl]carbamate
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MS miz MrH 377, MH 375. Exanple 39 (i)

(6S) - N-(5-chl oro~2- net hoxyphenyl )-6-[ (2-fl uoroet hyl)am
wonoje 14693t hoxy- 5, 6, 7, 8- PCT/SE2006/000592
t et r ahydr onapht hal ene- 1- sul f onam de The net hod
described in Exanple 28 (i) Mas used to give the title
conpound (96 % . 1H NWMR (408 WMHz, CDCl 3) d ppm 7.91
(d, 1H 7.31 - 7.36 (m 1 H) 693(dd 1 H 6.67 -

b. 74 (mC H 4.67 (t, 1 H 4.55 (t, 1H 3.85 (s, 3 H)
3.81 (s,%"H) 3.40 - 3.51 (m 1H) 2.89 - 3.15 (m 5 H
2.35 (dd, 1 H) 2.08 - 2.17 (m 1H 1.55 - 1.68 (m 1
M5 mlz MtH 442.9, 444.9, MH 440.09,
2.9.(1T1)N=((2S)-5- {[(5 chl or o- 2- met hoxyphenyl ) am no]
Ml fonyl } - 8-net hoxy-1, 2, 3, 4-
é‘,:@trahydr onapht hal en- 2 yI) 2-fl uoroacetam de The
od described in Exanple 28 (ii) was used to give
|t e conpound (90 % . 1H NVR (400 Mz, CDA 3) d
ad, 1H 7.32 (d, 1 H 7.14 (s, 1H) 6. 93 (dd,
6 75.(d, 1H) 6.71 (d, 1H 6.23 - 634(m 1H)

480(d 2 H 4.20 - 4.31 (m 1H 3.86 (s, }—&3.83

(65)-65 anﬁnw-memaxy-m[%(&lﬂmromeml)ah@tyl] 5,6, 8 tefrahydzongphthalene-1-

sulfGarigs 174 g a8 0. 257 shiBharprhls (0 52 3l SdO il dha

pyrﬂ@ne (O 052 ml, 0.654 mmol) were stirred in d1chloromethane (1.5 ml) for 24 hours.
5- chl or o- 2- et hoxyphenylg (2-fluyoroethyl)(m
Ad f1nyal lotomethans ( o) wsgdded gnd the reactlon mixture was successively

wa R BORRHRA S T4l AR s NapiCOy scluion The
orghhit @hasé-wast diedy(Na,S ;) chBthetsereahwaisrmnmpbd iades mﬁutgd pressure to
giv%%}%&%%p%%n& :(L16779 mg, 87 %33 whlglrm g uéﬂ% n sgbssecsp?eln\t/ ?eac‘élgn step

F

without further purification.

'"H NMR (400 MHz, CDCls) & ppm 7.98 (d, 1 H) 7.46 (d,2H) 7.12 (d, 2 H) 6.75 (d, 1 H)
4.63 -4.74 (m, 1 H) 4.09 - 4.20 (m, 2 H) 3.89 - 3.98 (m, 1 H) 3.86 (s, 3 H) 3.39 - 3.51 (m,
1 H)3.03-3.17 (m, 2 H) 2.41 (dd, 1 H) 2.06 - 2.16 (m, 1 H) 1.67 - 1.79 (m, 1 H) 1.22 -
1.32 (m, 3 H). MS m/z M+NH, 489.9, M+H 472.8, M-H 470.8.

(iii) (6S)-6-amino-4-methoxy-N-[4-(trifluoromethyl)phenyl]-5,6,7,8-

tetrahydronaphthalene- 1-sulfonamide
F Chiral

The method described in Example 34 (ii) was used to give the title compound (95 %).

'H NMR (400 MHz, CDCls) § ppm 7.96 (d, 1 H) 7.43 (4,2 H) 7.10 (d, 2 H) 6.72 (d, 1 H)
3.84 (5,3 H) 3.41 - 3.53 (m, 1 H) 3.09 - 3.21 (m, 1 H) 2.97 - 3.09 (m, 2 H) 2.31 (dd, 1 H)
1.99-2.12 (m, 1 H) 1.52 - 1.69 (m, 1 H). MS m/z M+H 400.9, M-H 398.9.
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(5 m). Formal dehyde (37 % ag., 306 ng, 3.77 mol),
acetic acid (0.108 m) and NaCNBH3 (71 ng, 1,13 mmol)
worie/1acdsded and the reaction m xture was stirredT/Se2008000592
mn. The solvent was renoved under reduced pressure.
The residue was dissol ved i i chl or onet hane and
washed with sat. aqueous Na sol ution. The organic
phase was dried (Na2SO4) and the sol vent was renoved
under reduced pressure. The residue waspurified by
col um chromat ography on silica, using
Exgh?pngonethane/nethanol gradient m xtures (0 - 20 %
e hanob% to elute the title conpound (96 ng, 56 %.
(1) (69) MR- ¢ o pireizy] ) -ED@BYy N-mgthy 6 e (it antitly )-3,6 378-( d,

6.92 (dd, 1H) 6.68 - 6.74 (m 2
’e”ﬁ’z?o“é"’”ap ”@é’teﬁ{'%fﬁ”“ﬁmﬁ ) 4.?23 (m 1H 3. 955 ; 4.5%

m 1 Hpnid. 86 (s, 3 H 3.82 - 3.86 (m 1H 3.81 (s, 3
3.52 - 3.62 (m 1 H 2.78 - 3.03 (m 4 H 2.45 (s,
H 2.08 - 2.19(m 1 H 1.53- 1.66(m 1 H. MSmz
H 456.9, 458.9, MH 454.8, 456.8. Exanple 41 (i)
O_Z_Q)S) 4- et hoxy- 6- (et hyl am no) - N-[ 4- (tfl uor onet hyl ) phe

-5,6, 7,8- tetrhydronaphthal ene-1-sul fonam de The
d descrl bed in Exanple 16 (i) was used to give
t”‘t’le conpound (55 % . 1H NMR (400 WHz, CDCl 3) 6
/%pn17 95 (d, 1H) 7.46 (d, 2 H 7.11 (d, 2 FD 6.73 (d,
3.87 (s, 3 H 3.40 - 3.51 (m 1H) 2.96 - 3.09 (m
N—(QZSM)S Q[(#ehlor@hs@yll(meﬂnyl}m)mm]Mfo@m} -@nidthdxyan2,3,42. 40

bty 2 S Sl Ao

am%lﬁflgzlll; l&;eﬁfaﬁlbISWO 70 4t} wakedr | (0106 2B LAY Ik ASHYH IR RS Beated in
a microwave oven at 140 °C for 1.5 hr. The solvent was removed under reduced pressure
and the residue was purified by column chromatography on silica using
dichloromethane/methanol gradient mixtures (0 — 20 % methanol) as eluent to yield the
title compound (69 mg, 92 %).

"H NMR (400 MHz, CDCls) & ppm 7.76 (d, 1 H) 7.23 - 7.29 (m, 2 H) 7.08 - 7.13 (m, 2 H)
6.74 (d, 1 H) 3.86 (s, 3 H) 3.30 (dd, 1 H) 3.16 (s, 3 H) 3.12 - 3.25 (m, 2 H) 2.75 (s, 3 H)
2,61 -2.81 (m, 2 H)2.15-2.25 (m, 1 H) 1.62 - 1.77 (m, 1 H)

MS m/z M+H 394.8, 396.5. |

(ii) N-((2S)-5-{ [(4-chlorophenyl)(methyl Jamino] sulfonyl }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)-2,2,2-trifluoro-N-methylacetamide

Cl

(65)-4-methoxy-6-[methyl(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-
sulfonyl chloride (304 mg, 0.787 mmol), N-methyl-p-chloroaniline (223 mg, 1.575 mmol)
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t et rahydr onapht hal en- 2-yl ] car bamat e( 65) - 6- am no- 4- net h

oxy-iV-[4-(trifluoronethyl)phenyl]-5,6,7,8-tetrahydron
wapbhidhaésre- | sul f onam de (174 ny, 0.436 mmol ), perisyL006/000592

chl oroformate (0.42 m, 0.440 mol) and pyridine

(0.052 m, 0.654 mmol) werestirred in dichloronethane

(1.5 m) for 24 hours. Additional dichloronethane (10

m) was added and the reaction m xture was

i N ORI
The§R6ht WAs réhidrd untierefded pistsirdans Heesitus\das f)ﬁ'ﬂﬁ%&ﬁﬁbm a

under reduced &hessure to give the title conmpoun

SCHef2 cdumerelutingit pmdgctwéudlpwogqmbaj@eﬁwhbmﬁham/@étépnol (2%),

and S ARt i L YR LB u AR @%Zﬂ%%?

MS 6h/z MHH 40068 4924. 74 (m 1H) 4.09 - 4.20 (m 2 3. 89
-398(m1H)386(s 3H)339-351(m1l—|)303
- 3.17 (m 2 H 2.41 (dd, 1H 2.06 - 2.16 (m 1H 1.67

( zzzh@é’ )-é%{%y%%ﬂ@lﬁrﬂuﬁ#gfyﬂ% ﬁﬁSOVDS 6, 9’@ tg;réh)l}ﬁ%hﬂzalene 1-

sulfoasd) ciborédd no- 4- met hoxy- N-[4- (trifluoromnet hyl) phenyl]-5

6, 7,8- tetrahydronaphthal ene-1 -sul fonam de The

t hod described in Exanple 34 (ii) was used to give

e title conpound (95 % . 1H NWR (400 MHz, CDO 3) d

/. (d, 1 H 7.43 (d, 2 H 7.10 (d, 2 H 6.72 (d,
3 s, 3 H 3.41 - 3.53 (m 1H) 3.09 - 3.21 (m
/CJ_H)i. -309(m2|—|)2.31(dd,1H)199-212

(m 1H 152-169$m 1|—_}).I\/Brriz|\/HH4009 MH

A spbgion ofghlersafonic ¢dig (4.93 ml, 73.84 mmol) in dichloromethane (20 ml) was

Y BT R R

yl]-N-methylacetamide (5.3 g, 18.5 mmol) in dichloromethane (100 ml). The mixture was

stirred for 10 hours at RT. The reaction mixture was poured on ice and the product was
extracted with dichloromethane. The organic phase was washed with sat. aqueous NaHCO;
solution and dried (Na;S0O,). The solvent was removed to give the title compound, which
was used without further purification.

"H NMR (400 MHz, CDCls) mixture of rotamers 8 ppm 8.04 (m, 1 H) 6.85 (m, 1 H) 4.68 -
4.78 and 4.17 - 4.26 (m, 1 H) 3.96 and 3.94 (s and s, 3 H) 3.72 - 3.83 (m, 1 H) 3.12 - 3.27
(m, 1 H) 3.09 - 3.11 and 3.03 (m and m, 3 H) 2.99 - 3.09 (m, 1 H) 2.80 and 2.63 (m and m,
1H)2.04-2.18 (m, 1 H) 1.91-2.04 (m, 1 H)

MS m/z M+H 384.9

(iv) 2,2,2-trifluoro-N-[(2S)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-yl | -N-

methylacetamide

0
T)g(p
o) FE

Trifluoroacetic anhydride (3.23 ml, 22. 9 mmol) was slowly added to a stirred solution of

(25)-8-methoxy-N-methyl-1,2,3,4-tetrahydronaphthalen-2-amine (4.17 g, 21.78 mmol) and
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N-((25)-5~{[(4-chlor ophenyl ) (et hyl ) am no] sul f onyl
}-8-nmethoxy- 1, 2,3

woetreahyss onapht hal en- 2 yl)-2,2,2-trifluoro- PCT/SE2006/000592
-nmet hyl acetam de (93 ng, 0.19 mml), anmonia in
met hanol (7 M 0.270 ml), Jéga (0.06 m) and nethanol
(1 M) were heated in a mcr ve oven at 140 OC for
1.5 hr. The solvent was renpoved under reduced pressure

v (454 BT e i 5 oP 4P S Fn3he gs@remes ifed for 30
nnH‘aﬁ&Mdﬁﬁldno tlren %‘ﬁu%ﬁ %EMB}Q@)@%&%&@U( IL{%)S r%ﬁ?%:&é%@?lg)washed

title conpound (69 ny,

with kplgmchlom e(ccﬂ (11¥)), vat@3and sat. 2Quepns NZHHDJTE)EBO aﬁchpBase was
3.16

dn%@N @Sﬁ;) %ndltge oqgen% Egae mm@ve&bdngeylgd?%ed pgeqsblreQT@qre_sldue was
pu%fé&%?}é éﬂl\ﬁﬁlas a'tfyh% %n 'sﬂl%a %&n@ B gradd®ntor@eptandiethil :iég’tatél'l@achmg
fropy § y NIQ% @g)eﬂwl @c[e(aae aﬂme@xﬂ@pnmwur)c( wes isplajealrvis il (S8 £, 86Yh).

I RN ] - 3y 4-
o YR A0 M, SR T e of sotamers 5.y 711360 L D by 28 4m. 2 )
47t7aﬁudez fromy B.sahn@ 3 ghes ( -
N- et OG(% - ?I?I{or oani Pl%gs(ﬁﬁ 2@, 301%% m??gﬁgd 260 (m, 1 H)
18(3137@1%&?92(1@) 064 m, 0.787 nmol) in dichloronethane (5
m) were stirred for 10 hours. The sol vent was renpved
under reduced pressure and the residue was purified
(v) (BS )r&3mathSOXN2me Ml M I\D, 36)-tekiandroREp IR GO ariiht h
dj,chl or omet hane, di chl or onet hane/ net hanol (2%, and
di chl or omet hane/ net hanol (4 %9 to give the title
nd (393 ng, 99 %9. Ms nlz MtH 490.7, 492.7. (H)
4 hoxy~6- [rrethyl(trlfluoroacetyl)am noj
, 6, m>§ t et r ahydr onapht hal ene-1 sul fonyl chlori de

The method described in Example 16 (i) was used to give the title compound (99 %)

"H NMR (400 MHz, CDCl3) 8 ppm 7.10 (t, 1 H) 6.73 (d, 1 H) 6.67 (d, 1 H) 3.81 - 3.84 (m,
3 H) 3.08 (dd, 1 H) 2.76 - 2.94 (m, 3 H) 2.55 (s, 3 H) 2.33 (dd, 1 H) 2.01 - 2.10 (m, 1 H)
1.56 (m, 1 H)

MS m/z M+H 192.2.

Example 43
(25)-5-(1H-indol-1-ylsulfonyl)-8-methoxy-N-methyl-1,2, 3,4-tetrahydronaphthalen-2-amine

[_Q Chiral

DMEF (1 ml) was added to indole (17 mg, 0.142 mmol) and NaH (10 mg, 0.416 mmol) and
the mixture was stirred for 15 min. A solution of (6S)-4-methoxy-6-
[methyl(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-sulfonyl chloride (50 mg,

0.13 mmol) in DMF (1 ml) was added and the resulting reaction mixture was stirred for 10
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A solution of chlorosufonic acid (4.93 m, 73.84 muol)

in dichloronmethane (20 mM) was added to a sol ution of
WO020d/126438i1 f | uor o-i V-[ (21S) - 8- net hoxy-1, 2, 3, 4- periSanwd000592

onapht hal en-2- yl]~i V-nmet hyl acetam de (5.3 g, 18.5

nmol ) in dichl oronet hane (199 m ). The m xture was

stirred for 10 hours at RT. 'The reaction m xture was

poured on ice and the product was extracted with

oL SL TR e g g e ebel i
remd9ed Gitler %Cf{gﬁ?}!ﬁgﬁ 34 18é YRiduBSvdsipukified %g&ﬁ-]wlgt(od%gé 1R title

was used wt further purification.
conmyidnnd (X3ng) 4Pt ure of rotaners d ppm 8.04 (m 1H)

6.85 (m. 1 . - 4, - .
' SR Bl Gis S opmif 83763 B 165 7ot 8- 761, 110
. . . .38 tth, 2H9%.02 (dd,
7‘19-3 ?-.588*“( %1@16@4 ggéf@?ﬁd dégg{)%mgg%%ﬁ@%%n 32.305ﬁl - 51.918 (
1 Hj 3163112 781(8,12 H) 2.504s, Bril) 2.8 (dds 1FH)2.04+H2.384mg 1 FD)\1)43 - 1.58 (m, 1
2,2,2-trifluoro-N-[(2S)-8-nethoxy-I, 2,3, 4-tetrahydrona
H)'pht hal en- 2-yl ] - Nmet hyl acet am de Trifl uoroacetic
MSahbwiE e o(B3 M3 869, 22. 9 nmol ) was slowy added to a
stirred sol ution of
(2S) - 8-net hoxy-i V-nethyl -1, 2, 3, 4-t et rahydr onapht hal en-
2-amne (4.17 g, 21.78 mmol) andpyridine (2.64 m,
Exggﬁip%m” in dichloronethane (50 m). The m xture was
stirjed st 30 min after addition, then diluted with
' oronet hane (100 m) and successively washed with
g ochloric acid (1 M, water and sat. aqueous NaHCO
. The organi c phase was dried (Na2SO4) and the
201 vent was renoved under reduced pressure. The
ue was purified by chromatography on silica using
gradi-ent of heptane/ethyl acetate reaching fromoO -
300% of ethyl acetate. The title conpound was isol at ed
as oil (5.3 g, 85 0lo).

(28)-5-[(5-chloro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3,4-

tetrahydronaphthalen-2-amine

DMF (1 ml) was added to 5-chloroindole (44 mg, 0.28 mmol) and NaH (10 mg, 0.416
mmol) and the mixture was stirred for 15 min. A solution of (65)-4-methoxy-6-
[methyl(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-sulfonyl chloride (100 mg,
0.26 mmol) in DMF (1 ml) was added and the resulting reaction mixture was stirred for 10
hours.

Ammonia in methanol (7 M, 1 ml) was added and the reaction mixture was stirred for
another 10 hours. The solvent was removed under reduced pressure and the residue was
purified by HPLC to give the title compound (50 mg, 47 %).

'"H NMR (400 MHz, CDCl3) O ppm 7.82 (d, 1 H) 7.65 (d, 1 H) 7.60 (d, 1 H) 7.55 (d, 1 H)
7.18 (dd, 1 H) 6.74 (d, 1 H) 6.60 (d, 1 H) 3.86 (s, 3 H) 3.22 - 3.31 (m, 1 H) 2.97 (dd, 1 H)
2.61 -2.72 (m, 2 H) 2.46 (s, 3 H) 2.25 (dd, 1 H) 1.98 (dd, 1 H) 1.37 - 1.53 (m, 1 H). MS
m/z M+H 404.7, 406.7, M-H 402.8, 404.8.
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1H NMR (400 MHz, CDCl 3) m xture of rotamers d ppm 7. 15
(m 1 H 6.66 - 6.79 (m 2 H 4.77 and 4.20 (m 1 H),
w0 .280/1a6m383. 83 (s, 3 H 2.89 - 3.10 (m 6 H) 2pZo/samd6/000592
2.60 (m 1 H 1.84 - 2.03 (m 2 H (v)
(2S) - 8- net hoxy- N- et hyl -1, 28 , 4-t et rahydr onapht hal en- 2
-am ne The nethod described™Tn Exanple 16 (i) was used
to gi ve the title conpound (99 % 1H NWVR (400 MHz,
%dppm?lO(t 1H 6.73 (d, 1 H 6.67 (d, 1 H
Exasnmq4 3.84 (m 3 3.08 (dd, 1 H 2.76 - 2.94 (m 3

T el TPl R o

tetr&hyd?on?lphﬂza@z—bamme- me /O - -nmet/ y* ,2,3, -t r / ro
A"t/ nalen-2- m Chira) DM (1 nl) was added to indole
F Y142 nmol) and NaH (10 ng, 0.416 mmol) and

& ure was stirred for 15 min. A solution of

O_%tﬁ;S) Fa- met hoxy- 6-

- thyl (trifluoroacetyl)am no]-5, 6,7, 8-tetrahydronapht
ne-|-sulfonyl chloride (50 ng, 0.13 mmol) in DWF
-y~wWas added and the resulting reaction m xture

_onas stirred for 10hours. Excess of NaH was destroyed

by addition of 0.1 m of water. The sol vent was

The BERYE desdNBAT inECMGRE 4P s Sssdao ghe thdtle e&npkumdv(ﬂé %)
purified by HPLC to give the title co

me (4A0RWHZ( GDE Y DPrCHEP 89, 1dDphPd .4 )(’677 ﬁcl(q)l H)n”g§8 (d, 1 H)

e bflo Ry s it R S AL PR AR A sdoita i

2.6 .73k, 3102.499@, 3 H) 2.29 (dd, 1 H) 1.97 - 2.06 (m, 1 H) 1.41 - 1.54 (m, 1 H)

MS m/z M+H 438.7, M-H 436.7.

Example 46
1-{[(6S)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalen-1-yl] sulfonyl }-1H-
indole-6-carbonitrile

Chiral
[Q\:N

\
0=8=0

-~

e

N

O

The method described in Example 44 was used to give the title compound (36 %).

'"H NMR (400 MHz, CDCl3) 8 ppm 7.95 - 8.00 (m, 2 H) 7.84 (d, 1 H) 7.67 (d, 1 H) 7.47
(dd, 1 H) 6.83 (d, 1 H) 6.73 (d, 1 H) 3.91 (s, 3 H) 3.18 - 3.27 (m, 1 H) 2.99 (dd, 1 H) 2.60 -
2.72 (m, 2 H) 2.47 (s, 3 H) 2.27 (dd, 1 H) 1.94 - 2.02 (m, 1 H) 1.39 - 1.51 (m, 1 H). MS
m/z M+H 395.8, M-H 393.9.

Example 47
(28)-5-[(7-fluoro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3,4-

tetrahydronaphthalen-2-amine



1H 2.63 - 2.78 (m 2 H 2.51 (s, 3 H 2.32 (dd, 1H)
2.01 - 2210 (m 1H 1.43 - 1.58 (m 1 H. M5 mz MH
WO 20626988 H 369. Exanpl e 44 PCT/SE2006/000592
(2S)-5-[(5-chloro-1 Hindol-1-yl)sul fonyl]-8-nethoxy-N
met hyl -1, 2, 3, 4- tetrahydr onagrt hal en- 2-am ne DMWF (1
m) was added to 5-chloroinddre (44 ng, 0.28 nmmol) and
NaH (10 ng, 0.416 mml) and the mi xture was stirred
for 15 min, A solution of (6 S)-4-nethoxy-6-
, -@ (t ¥ uor oacetyl )am no] -5, 6, 7, 8-t et rahydr onapht
ajepe-| -sul fonyl chloride (100 ng, 0.26 mmol) in DVF
M mY was added and the resulting reaction mxture
v@xd stirred for 10 hours. Amnmonia in nmethanol (7 M 1
iy Mas added and the reaction m xture was stirred for
r 10 hours. The sol vent was renoved under
Edueetnpr essure and the residue was purified by HPLC
@ givellthe title conpound (50 ng, 47 % . 1H NMR (400
MHz, CDC 3) D ppm7.82 (d, 1H) 7.65 (d, 1H) 7.60 (d,

7 d. 1H). 6..74 1H) 6.60 (d

Th% etkgdg%sé(l-g{ed %Z@%@fﬁ%%l}g%& ‘Eonglvigb(qul.eg‘,?%gapg ﬁq) %).

"THAMR (40@MIE: 8 , 2 7% -
208 (1120 H égnzfa% %%'Iﬁ %41@1(6%1.%/2)8%?(3, %HH&@% 4(&!1,;9 H79%-7.15
(m5hH) 6901 FD26.80 (4dADeh- 6% addpll #)8589 (s, 3 H) 3.17 - 3.27 (m, 1 H) 3.00

s (ad ?ﬁ)%ﬁ%?@ﬁymtwsgﬁgi bS5y 209, 1 199 1.50

(1 e H). VIS /o DETBE RIS NERE 386N

Example 48
(2S)-5-[(4-fluoro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3,4-
10 tetrahydronaphthalen-2-amine

F Chiral

The method described in Example 44 was used to give the title compound (47 %).

'H NMR (400 MHz, CDCl3) 8 ppm 7.87 (d, 1 H) 7.62 (d, 1 H) 7.46 (d, 1 H) 7.12 - 7.20 (m,

1 H) 6.87 - 6.93 (m, 1 H) 6.73 - 6.78 (m, 2 H) 3.87 (s, 3 H) 3.23 - 3.33 (m, 1 H) 2.98 (dd, 1
15 H)2.62-2.73 (m, 2 H) 2.47 (s, 3 H) 2.26 (dd, 1 H) 1.95 - 2.04 (m, 1 H) 1.39 - 1.51 (mm, 1

H). MS m/z M-+H 388.8, M-H 386.9

Example 49
(2S)-8-methoxy-5-[(4-methoxy-1H-indol-1-yl Jsulfonyl]-N-methyl-1,2,3,4-

20 tetrahydronaphthalen-2-amine
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The nmet hod described in Exanple 44 was used to give
the title conpound (46 % 1H NWVR (400 MHz, CDO 3) d
wopmen2@8s (s, 1H) 7.91 (d, 1 H 7.77 (d, 1 H PCORBELm6/000592
1H) 7.47 (dd, 1H) 6.78 (d, 1 H) 6.72 (dd, 1H) 3.87 (s,
3H)3.24-333(m1H)3(§2(dd1 2.65 - 2.77
(m 2 H 2.48 (s, 3 H 2.2 dd 1.97 - 2.06 (m 1
H 1.41 - 1.54 (m 1 H Ms mz M+H 438.7, MH 436.7.
Exanple 46 | -{[(6S)-4-net hoxy-6-(nethyl wnino)-5, 6,
7 8- tetrRYdronapht hal en-1 -yl ]sul fonyl}- I Hi ndol e-
6- arbonitrile The nethod described in Exanpl e 44 was
§ to give the title conpound (36 %9. 1H NWR (400
7 CDA3) d ppm7.95 - 8.00 (m 2 H) 7.84 (d, 1H)
o=4=87 (d, 1H) 7.47 (dd, 1H) 6.83 (d, 1H 6.73 (d, 1H)
B.91 (s, 3 H 3.18 - 3.27 (m 1H) 2.99 (dd, 1H) 2.60
(m 2 H 2.47 (s, 3 H 2.27 (dd, 1H 1.94 - 2.02
wiy 1.39 - 1.51 (m 1 H. MSmz MtH 395.8, MH
93 9.HExanpl e 47
(2S)-5-[(7-fluoro-IHindol-I-yl)sul fonyl]-8-nmethoxy-N

L

lH%sxg«gna c‘t@c1 )%ﬂﬂwsmam Nhiz, 54@(1 B) 727gpm B) 145 (¢, 1 H)

d
67466, 160678 k4 11 ) 170 5,985 8 YO pdils. 3 H3 28 0B B dim, 5D

205tg 13267 g 2405 fip Mgt 153902 R &R 4D 143

1.54@@/1H)1.50 (m 1 H. Ms mMz MrH 388.8, M H 386.9.
MS m/z M+H 400.7, M-H 398.7.

7

Example 50
(2S)-5-(5H-[1,3]dioxolo[4,5-f]indol-5-ylsulfonyl )-8-methoxy-N-methyl-1,2,3,4-
tetrahydronaphthalen-2-amine

O7 Chiral
{/ i X'O
N
0=8=0
'VIIN/
H
/O

The method described in Example 44 was used to give the title compound (11 %).

'"H NMR (400 MHz, CDCl3) 8 ppm 7.75 (d, 1 H) 7.49 (d, 1 H) 7.15 (s, 1 H) 6.93 (s, 1 H)
6.74 (d, 1 H) 6.53 (d, 1 H) 5.95 (s, 2 H) 3.85 (s, 3 H) 3.29 - 3.39 (m, 1 H) 3.07 (dd, 1 H)
2.75 - 2.85 (m, 1 H) 2.63 - 2.75 (m, 1 H) 2.54 (s, 3 H) 2.39 (dd, 1 H) 2.07 - 2.16 (m, 1 H)
1.50 - 1.64 (m, 1 H)

MS m/z M+H 414.6, M-H 412.8.
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Exanpl e 48
(2S)-5-[(4-fluoro-IHindol-I-yl)sul fonyl]-8-nmethoxy-N
worbdeyied3g2, 3, 4- i o tetrahydronapht hal en- 2~anm reTSE2008/000592
The nmet hod described in Exanple 44 was used to give
the title compound (47 % . 1kkNVR (400 MHz, CDO 3) d
ppm 7.87 (d, 1H) 7.62 (d, 1}—&;%7.46 (d, 1H) 7.12 - 7.20
(m 1H) 6.87 6.93 (m 1H) 6.73 - 6.78 (m 2 H) 3.87
Ex%s 3 3.23 - 3.33 (m 1H) 2.98 (dd, 1 is H 2.62 -
WPl 2 H) 2.47 (s, 3 H) 2.26 (dd, 1H) 1.95 - 2.04
(28)8-[ (2Rl ro IH -indbl-B Y1 sillforyl [EB-meWxiINLnddtil- 388 £, M H
386.9 Exanple 49
tet{apgyrogaplaisi-Guine - met hoxy- | Hi ndol -1 -yl ) sul fonyl ] - N
-met hyl -1, Ira?i’ 4- 0 tetrahydronapht hal en-2-am neChiral
t hod descri bed in Exanple 44 was used to give
k tle conpound (27 % . 1H NMR (400 MHz, CDA 3) d
fbm %82 (d, 1 H) 7.54 (d, 1 H 7.27 (d, 1 H 7.15 (t,
039 6.78 (d, 1 H 6.73 (d, 1 H 6.64 (d, 1 H 3.93
H 3.84 (s, 3 H 3.28 - 3.38 (m 1 H 3.02 (dd,
.61 - 2.76 (m 2 H 2.50 (s, 3 H 2.31 (dd, 1 H)
0 -"'H./og (m 1H) 1.43 - 1.55 (m 1H MS mlz M+H
ADO0.7, MH 398.7. Exanple 50
(2S)-5-(5H [, 3] dioxol o[ 4,5-f]indol -5-yl sul fonyl)-8-ne
Tht hdod\eBited in |Ex3m§le4¢4 was used to give the title compound (46 %).

"H NMR (400 MHz, CDCl;5) & ppm 7.89 (d, 1 H) 7.79 (d, 1 H) 7.50 (dd, 1 H) 7.20 - 7.24
(m, 1H) 7.14 (t, 1 H) 6.72 (d, 1 H) 6.70 (d, 1 H) 3.87 (s, 3 H) 3.22 - 3.31 (m, 1 H) 3.08
(dd, 1 H) 2.63 - 2.79 (m, 2 H) 2.51 (s, 3 H) 2.33 (dd, 1 H) 2.02 - 2.11 (m, 1 H) 1.47 - 1.59
(m, 1 H). MS m/z M+H 404.7, 406.7, M-H 402.8, 404.8.

Example 52
(i) (25)-8-methoxy-N-methyl-5-(1H-pyrrolo[2,3-b]pyridin-1-ylsulfonyl)-1,2,3,4-

tetrahydronaphthalen-2-amine

== Chiral
[\ o
I}l N
0=5=0
"I,H/
_O

2,2,2-trifluoro-N-[(2.5)-8-methoxy-5-(1H-pyrrolo[2,3-b]pyridin-1-ylsulfonyl)-1,2,3,4-
tetrahydronaphthalen-2-yl]-N-methylacetamide (130 mg, 0.278 mmol) was mixed with
ammonia in methanol (7 M, 2 ml) and the reaction mixture was stirred in a sealed vial for
10 hours. The solvent was removed under reduced pressure and the residue residue was
purified by chromatography on silica using a gradient of CHCls/MeOH/NH; reaching from
0-10% of methanol containing ammonia (3%) to yield the title compound (41 mg, 40 %).
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t et rahydr onapht hal en- 2- am ne The net hod described in

Exanpl e 44 was used to give the title conpound (11 %.
wobBoddRs93400 MHz, CDCl 3) d ppm 7.75 (d, 1H) 7. 281/(d2008/000592

H 7.15 (s, 1 H 6.93 (s, 1 H 6.74 (d, 1 H 6.53 (d,

1H)5.95(s,2H)385(s §4 329-3.39(m 1H)

3.07 (dd, 1H) 2.75 - 2.85 (m 2.63 - 2.75 (m 1

H 2.54 (s, 3 H 2.39 (dd, 1H)207-216(m 1H

lﬂh@%(@;\ﬁﬁ%é&%‘f 2) b .55 28 ¥ i 310 %, 86 (dd 1H)7.82 (d, 1 H) 7.14
(d& 219;)1) ésﬂ(& 1@1}96@(& Fﬂg@@'@b )L??Bf 9 e}%%g@a Y 271 -

- tetra dro apht
2. Sﬂ’@l rleﬂhbﬁ?’ déﬁ@r(ﬁbéd{)l 2]4E§S<’;lﬂ]ﬂ)@ 2B4(ddas H)Sle% 1002 (mel H) 1.35 -
e conmpound (46 0Olo). 1H NWR (400 MHz, CDC 3)
ll%h(g‘br‘hﬁ}%N 1 H 7.79 (d, 1 H 7.50 (dd, 1H)7.20
Msﬂzmﬂw2MH37d4 (t, 1 H 6.72 (d, 1 H 6.70 (d, 1
3.87 (s, 3 H 22-331(m1H)308(dd 1H)
2.63 - 2.79 (m 2 H 2.51 (s, 3 H 2.33 (dd, 1 H 2.02

A 3 Ol s s g S Wy 1256

tettaigyrdhapltbilon2- P8 Deibilyiaeetalsipyr r ol of 2, 3-bJpyri din-1 -
yl sul fonyl)-1,2,3,4- tetrahydronapht hal en-2-am ne

|r I 2,2, 2- trlfluoro i V-[(25)-8- methoxy 5- (I
[ |yrrolo[23&]pyr|d|n | -yl'sulfonyl)-1,2,3,4-

0=8=0

A solution of 7-azaindole in DMF (1 ml) was added to a suspension of NaH (14 mg, 0.591
mmol) in DMF (0.5 ml). The mixture was stirred for 15 min and then a solution of (65)-4-
methoxy-6-[methyl(trifluoroacetyl)amino]-5,6,7 ,8-tetrahydronaphthalene-1-sulfonyl
chloride (152 mg, 0.394 mmol) in DMF (1 ml) was added and the reaction mixture was
stirred for 10 hours. Water (0.05 ml) was added and the solvent was removed under
reduced pressure. The residue was dissolved in dichloromethane and the organic layer was
successively washed with sat. aqueous NaHCOs, water and dried (NaxSQy). The solvent
was removed under reduced pressure and the residue was purified by column
chromatography on silica, using methanol in dichloromethane gradient mixtures (0 - 20 %
methanol) as eluent to yield the title compound (130 mg, 70 %).

MS m/z M+H 467.7, M-H 465.8.

Example 53
(i) (6S)-6-(dimethylamino )-4-methoxy-N-quinolin-3-yl-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide



t et rahydr onapht hal en- 2-yl ] - N- et hyl acet am de (130 ny,
0.278 mmol ) was m xed with ammonia in nethanol (7 M 2
wol2)ocaneb3she reaction mxture was stirred i n aPeESEsm®6/000592
vial for 10 hours. The solvent was renoved under
reduced pressure and the re§§due resi due was purified
by chromat ography on silica "Using a gradi ent of
CHCO 3/ MeO H NH3 reaching from 0-10% of net hanol
ai ni n annDnla (3% to yield the title conmpound

(4 hgg' 1H NMR (400 MHz, CDCI3) d ppm 8.26 -
8. 2 H) 7.86 (dd, 1H) 7.82 (d, 1H) 7.14 (dd, 1H
HY 8 “1H) 6.60 (d, 1 H 3.87 (s, 3 H 3.23 - 3.34

(c
O‘@ﬁp 1H) 2.98 (dd, 1H) 2.71 2.82 (m 1H) 2.63 - 2.70
2.46 (s, 3 H 2.23 (dd, 1H) 1.93 - 2.02 (m
35 - 1.49 (m 1H M5 mfz MtH 372, MH 370. (H)
Y, tx1f1 uoro-N-[(2S) - 8- net hoxy-5- (| H pyrrol of 2,
d~b] pyridin-1-ylsulfonyl)-1,2,3,4-
tetrahydronaphthalen 2-yl]- N—nlethylacetan1de A

L A e

" NP@[((MO(IMA%Q , GBE1HE ppne d.2RqE, 118) 810M (&N} hem (& 1SH) msmw, 1 H)
0 - -
7.5%e 19Xy 8 kb his 4H)u7f41uo? dacwt Y ) #m0d] 1 BDE,52 (-3 B Ba5 -

r fa@n 1

3o PRI e P Bl s et Rty 2T, 2P0 s 010
1.89vag .95t (int, ned) 1.84 - 188 It@wi it $1). Nmmrz NMOHOH 28. Mwhd1@slded

and the sol vent was renoved under reduced pressure.

The residue was di ssolved in dichloromethane and the

| i2vgl
() 2&&@’*@%’&”&#@?@%@ G S e Riengil ulfonamide
oy €tiralnder reduced pressure and the resi due was

by col um chromat ography on silica, using
i n dichl oronet hane gradi ent m xtures (0 - 20

2,2,2-trifluoro-N-{(25)-8-methoxy-5-[(quinolin-3-ylamino)sulfonyl]-1,2,3,4-
tetrahydronaphthalen-2-yl}acetamide (170 mg, 0.355 mmol), ammonia in methanol (7M, 2
ml) and water (0.05 ml) were stirred in a sealed vial for 24 hours at 80 °C. The solvent was
removed under reduced to yield the title compound (170 mg, 0.355 mmol), which was used
in subsequent reaction steps without further purification.

MS m/z M+H 384.4, M-H 382.4.

(iii) 2,2,2-trifluoro-N-{(2S)-8-methoxy-5-[(quinolin-3-ylamino)sulfonyl]-1,2,3,4-
tetrahydronaphthalen-2-yl}acetamide



nmet hanol ) as eluent to yield the title conmpound (130
ng, 70 %9. M5 nmfz MtH 467.7, M H 465.8. Exanple 53 (i)
w0@a8)er186938i Met hyl wni no) - 4- met hoxy- N- qui nol i n- 3Pgir/sB206/600592
, 8-t etrahydronapht hal ene-1 - sul fonam deChiral The
met hod descri bed in Exanpl e 1 (i) was used to give
the title compound (31 % . $R NVR (400 MHz, CDCl3) d
ppm 9.22 (s, 1H 8.07 (d, 1 H 7.91 (d, 1H) 7.69 (d,
1H) .7.58 - 7.64 (m 1H) 7.55 (s, 1H 7.41 - 7.47 (m 1
H) A8 Qirah 1) 3.82 (s, 3H)355-3.64(m 1 H)
23 02 (m 1 H 2.87 - 2.94 (m 1H 2.32 - 2.48
\ 2H)230(s 6H)189-197(m1H)134-
-—Q18 (m 1 H. MSmz MrH 412.3. MH 410.3. (H
-a@ no- 4- met hoxy- N- qui nol i n-3-yl -5, 6,
et r ihydr onapht hal ene-1 - sul f onam de
-0 Pfuoro- -{(2
_®) - 8- met Ky~ 5- [ (qui nol i n-3-yl ami no) sul fonyl ] -1, 2, 3, 4-
tetrahydronapht hal en- 2-yl }acetam de (170 ng, O. 355
Thenmithpd dasvnibed & Exannmle B2 G0 wiszded 2o pield the titlomompoyrsl 98 %).

' Gt Fo B, b aionie RS0 8 Lo et B2 451 B 2% 1

771 '((%ci q 1§ U*?‘és((ﬂJ@H;S@Md) PSR (AP 66’7*‘(HCP}E@318U5@Q7 (A, 1 H)

déquent” reacti on steps w thout further
s 3T, BfHI)c335(DoaS9K/ﬁ§ iED) 3MaH 383 (m, 2 B R488Ad AL H) 29 - 2.16 (m, 1 H)

17% is‘%i h%ﬁulof’f(bz %(ﬁﬁ% 8- met hoxy- 5- [ (qui nol i n- 3-yl ani

MStaE apdisonapthay en- 2- yl j acet ami deThe net hod
described in Exanple 42 (ii) was used to yield the

title conpound (98 % . 1H NMR (400 MHz, CDC 3) d ppm
Ex.‘?mgi%édj’ 1H) 7.99 (d, 1H) 7.95 (d, 1H) 7.92 (d, 1 H

10 (i) (6S)-6-(dimethylamino)-N-isoquinolin-3-yl-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide

Chiral

The method described in Example 31 (i) was used to give the title compound (97 %).

"H NMR (400 MHz, CDCl3) 8 ppm 8.60 (d, 1 H) 7.98 (d, 1 H) 7.89 - 7.94 (m, 2 H) 7.69 (d,
15 1H)7.56-7.62 (m, 1 H)7.46 -7.52 (m, 1 H) 6.64 (d, 1 H) 3.79 (s, 3 H) 3.58 - 3.68 (m, 1

H) 2.97 - 3.05 (m, 1 H) 2.94 (dd, 1 H) 2.51 - 2.60 (m, 1 H) 2.40 - 2.47 (m, 1 H) 2.37 (s, 6

H)2.08 -2.16 (m, 1 H) 1.48 - 1.61 (m, 1 H). MS m/z M+H 412.3. M-H 410.3.

(ii) (6S)-6-amino-N-isoquinolin-3-yl-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-

20  sulfonamide



7.71 (dd, 1H) 7.59 - 7.65 (m 1 H 7.49 - 7.54 (m 1H
6.67 (d, 1 H 4.18 - 4.27 (m 1H 3.78 (s, 3 H 3.50 -
w0.200/10m38 1H) 3. 13 - 3.25 (m 2 H) 2.48 (dd, 1PpEl/SR2008/000592
- 216 (m 1 H 1.75- 1.87 (m 1 H 1.72 (br. s., 1H)
MS miz MrH 480.1, MH 378.2._FExanple 54 (i)
(6S)-6-(di net hyl am no) - l\l—lsogw nol i n- 3-yl - 4- net hoxy- 5,
6,7, 8-tetrahydronapht hal ene- | sul fonam de Chiral The
met hod described in Exanple 3 1 (i) was used to give
¢ s conpound (97 %9. 1H NWR (400 MHz, CDO 3) d
S (d, 1 H 7.98 (d, 1I—|)789-794(m2|—|)
1 H) 7.56 - 7.62 (m 1H) 7.46 - 7.52 (m 1 H)
, 1 H 3.79 (s, 3 H 3.58- 3.68 (m 1H 2.97
(m 1H) 2.94 (dd, 1H) 2.51 - 2.60 (m 1 H 2.40
(m 1 H 2.37 (s, 6 H 2.08 - 2.16 (m 1H) 1.48
Nt‘m 1 H. MSmz MH 412.3. MH 410.3. (U
/Q6S) 6- am no- N-i soqui nol i n- 3-yl - 4- net hoxy-5, 6,
7, 8-t et rahydr onapht hal ene-1| sul f onam deThe net hod
Thegaeibe Bessribed mdarapime 53 (i) w)s wsad taigize theditlyi aoenponed (97 %).

MStrb(z)l\ﬁ+ﬁ%"§E91uRﬂ}f3quz4@ M5 mlz MFH 382.4, M H 382. 4.
,2,2-trifluoro- N-{(ZS) 5-[ (i soqui nolin-3-ylam no)sul f
- 8- met hox
s ( ”Z)tPe%( |2ﬂ{/ﬂi‘?fﬁa%‘rﬂfi;%5%“2%?1?%&%%116@)%%@1%8%0@ 1,2,3,4-
R QR PR 6 1l 2 Wi 480, 2. W H 4783,

EX 55Ch(rdl)
1, 3- benzot hi azol - 6-yl - 6- (di net hyl am no) - 4- net ho
oXY-5,8,7, 8-

0O

E ;[ :l F
’N’l'k,(
) H DF

P F

The method described in Example 42 (ii) was used to give the title compound (48 %).
MS m/z M+H 480.2, M-H 478.3.
10
Example 55
(i) (6S)-N-1,3-benzothiazol-6-yl-6-(dimethylamino )-4-methoxy-5,6,7,8-

tetrahydronaphthalene-1-sulfonamide

N Chiral
KI N
HN S

15 The method described in Example 31 (i) was used to give the title compound (45 %).
"H NMR (400 MHz, CDCl5) § ppm 8.90 (s, 1 H) 7.83 - 7.99 (m, 2 H) 7.68 - 7.76 (m, 1 H)
7.15 (d, 1 H) 6.67 (d, 1 H) 3.79 - 3.87 (m, 3 H) 2.88 - 3.04 (m, 2 H) 2.39 - 2.57 (m, 2 H)
234 -237(m, 6 H) 2.07 - 2.18 (m, 1 H) 1.48 - 1.62 (m, 1 H) 1.41 - 1.46 (m, 1 H).
MS m/z M+H 418.2, M-H 416.3.
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15

t et r ahydr onapht hal ene- 1- sul f onam de The net hod
described in Exanple 3 1 (i) was used to give the
woi2bdeer2e¢38pound (45 %9 . 1H NVR (400 MHz, CDCl 3PCPfSER006/000592
8.90 (s, 1H) 7.83 - 7.99 (m 2 H 7.68 - 7.76 (m 1H)
7.15 (d, 1H 6.67 (d, 1H 3. 79 - 3.87 (m 3 H 2.88 -
3.0 (m 2 H 2.39 - 2.57 ( 2 H 2.34- 2.37 (m 6
H 2.07 - 2.18 (m 1H) 1.48 - 1.62 (m 1H) 1.41 - 1.46
(m 1 H. MSmz MH 418.2, MH 416.3.(ii)
(6S)-6-am 7i o- N-1, 3- benzot hi azol - 6-yl - 4- net hoxy-5, 6
(ii) gﬁég 6 L?i {7 W%EQ&QBZI%EH%EP@ ?rl h%tﬁ&@%ﬁ% fg%hﬁﬁwﬂ%thalene 1-
was used to give
sulfbndzrhwleconpound (99 %. M niz MrH 390. 3, MH 388 4.
(i u
§-h[”ill 3- benzot hi azol - 6- yl am no) sul f onyl ] - 8- et

g’hérahydronapht hal en-2-yl J-2, 2, 2-trifl uoroacet am de

nmet hod described in Exan'ple 42 (ii) was used to

the title conpound (92 % . 1H NMR (400 MHz,

, Hppm 8.90 (s, 1H) 7.93 - 7.98 (m 2 H) 7.72

d, 1 713(dd 1H 6.72 (d, 1H 4.18 - 4.28 (m 1H)
: 346-355m1|—|)311-323(m2H)

~3. 84
e oAy o

Ms(l%é)Mﬁﬂ[:@z:MQI%éhpyrrol o[2, 3- bpr di n-
-yl sul fonyl’] - 8- met hoxy- N, N-di met hyl'|,

2,3, 4- tetrahydr onapht hal en- 2- am neChi raI The net hod

e R e e N v e e L

tetr@hyFrok&hihdih-2-8132 2 Crifuboaterdthidedd, 1H) 7.81 (s, 1

N Chiral
g
HN S

\./

The method described in Example 42 (ii) was used to yield the title compound (92 %).

'H NMR (400 MHz, CDCl3) & ppm 8.90 (s, 1 H) 7.93 - 7.98 (m, 2 H) 7.72 (d, 1 H) 7.13
(dd, 1H) 6.72 (d, 1 H) 4.18 - 4.28 (m, 1 H) 3.84 (s, 3 H) 3.46 - 3.55 (m, 1 H) 3.11 - 3.23
(m, 2 H) 2.49 (dd, 1 H) 2.10 - 2.19 (m, 1 H) 1.75 - 1.87 (m, 1 H). MS m/z M+H 485.7. M-
H 483.7.

Example 56
(i) (28)-5-[(3-chloro-1H-pyrrolo[2,3-b]pyridin-1-yl)sulfonyl]-8-methoxy-N,N-dimethyl-
1,2,3,4-tetrahydronaphthalen-2-amine



H 7.23 (dd, 1H) 6.83 (d, 1H) 3.89 (s, 3 H 3.36 -
3.45 (m 1H) 2.89 - 2.99 (m 1H) 2.67 - 2.78 (m 1H)
wa.286/1263847 (m 2 H 2.34 (s, 6 H 2.06 - 2. 12C{isE2b6pH00592
1.39 - 1.51 (m 1H M mz MtH 420.2, 422.1, MH
418.2, 420.3. (ii)
(2S)-5-f(3-chloro-I H pyrrol ofgz, 3-b] py
di n-1-yl)sul fonyl]-8-net hoxy-1I, 2, 3, 4~
o let rahydrgpapht hal en- 2~am ne The net hod described in
m\e 5 ii) was used to give the title conpound
. M5B mlz MHH 392.2, 494.1. (H)
Nﬁ{(ZS) 5-[(3-chloro-I Hpyrrol o] 2, 3-b] pyridin-1-yl)sul
OFTYI | - 8- net hoxy-1, 2, 3, 4-
g Jydr onapht hal en- 2- yl'}-2,2,2-trifl uoroacetam de
pt hod described in Exanple 52 (ii) was used to
b title conpound (42 % .1H NVR (400 MHz, CDC 3)
d"ppm 8. 33 - 837(m 2 H 7.91 (dd, 1H) 7.79 (s, 1 H
1H) 6,87 4.09 - 4.18 (m 1 3.90
The ?eg@drfb%%ﬂb&é in Egamsle(% (l)liqusl)ussd fosgipelthe t&lempng?oamd 45 %

0 s e B e e e e 4

H) 228.(ad, ]EH@BZBBQd517H§B)89 (s,3H)3.36-3.45 m81H)2t.89 299 (m 1H)267
- ne OX -

1(7%2]% 'HSI H- benzi m dazol - | -yl sul f ony
s -2 i 12.36) 347 (mi 2F) ﬁ%ﬁérﬁhﬁh?ﬁél ~@nlmart Hel. @?n— rléll (m 1 H)
MSTRE Ve slassni Reg 41 gﬂg@@l e 31 (i) was used to

give the title conpoun 1H NMR (400 MHz,
CDCIB)dppm846(s 1|—|)816(d1 780(m1|—|)

( zz)éZéi'S ((g hzorﬂ)ﬁ%pglgpolo[%giyipxrﬁémllml )5?[]0818)1'_9 82neg§13,0xy j 2,3 ';?

tetrahydronaphthalen-2-amine

Ci = Chiral

10 d
The method described in Example 53 (ii) was used to give the title compound (99 %).
MS m/z M+H 392.2, 494.1.

(iii) N-{(2S)-5-[(3-chloro-1H-pyrrolo[2,3-b]pyridin-1-yl)sulfonyl] -8-methoxy-1,2,3,4-
15 ftetrahydronaphthalen-2-yl}-2,2,2-trifluoroacetamide

Cl — Chiral

N
O:é=0

The method described in Example 52 (ii) was used to give the title compound (42 %).
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(m 1H 2.51 - 2.63 (m 1 H 2.33 - 2.45 (m 2 H 2.32

(s, 6 H 2.03- 2.11 (m 1H 1.39 1.51 (m 1 H. M
wonaockiz693884. 4, M H 386.3. (ii) PCT/SE2006/000592

(2S)-5- (1 H benzi m dazol -1 -yl sul fonyl ) - 8- net hoxy-1, 2, 3,

4-t etrahydr onapht hal en- 2- amggj,ne

LT-[(25)-5- (1 H benzi m dazol -I"-yl sul fonyl ) - 8- net hoxy- 1|,

2, 3, 4-tetrahydronapht hal en-2-yl ] -

e ARG PO DB § 3308 Aot Tar i S n B, 1 7.25
(ddgio %13%’%‘7%,“19 a%oUnNoes (5t 115 596 ({ B'rls 92y 33k (§9t1ﬁ%) T8 (dd, 1

entwas rénpved under” reduced pressure an
H) £.88 | 2.9dqrm AUD)2.43 @Hl, i§T) 206 93.14a8, LERJ.G% .72 (m, 1 H)

subsequent reactio it ho urther purification. M
Misniz N 854, 156 by M ds s dese)
N-[(2S)-5- (I Hbenzimdazol -1 -ylsulf onyl)-8-

Ji et hoxy~l | 2,3, 4-tetrahydronapht hal en- 2-
ExathpleB72, 2-tri f |l uor oacet am de

() @RpS AR PP R S A SR S B 2se
tetrdl] r}n@mugp@pyamiﬁi@zol e (94 ng, 0.799 nmol) were
di'ssol ved in dichloromethane (10 m) and the reaction

Nm’ re @wais! stirred for 10 hours. The m xture was
Qd ed with dichl oronet hane and washed successively
M th water and sat. aqueous NaHCO3 sol ution. The

F@ani ¢ phase was dried (Na2SO4) and the sol vent was
@!’i ed under reduced pressure and the title conpound

-

O=¢

sed without further purification in the
sub eq\‘fhent reaction step. M5 mz M+H 454.2, MH 452. 3.

The method described in Example 31 (i) was used to give the title compound (13 %).

"H NMR (400 MHz, CDCl5) § ppm 8.46 (s, 1 H) 8.16 (d, 1 H) 7.80 (m, 1 H) 7.54 - 7.58
(m, 1 H) 7.28 - 7.38 (m, 2 H) 6.85 (d, 1 H) 3.91 (s, 3 H) 3.35 - 3.44 (m, 1 H) 2.88 - 2.95
(m, 1 H) 2.51-2.63 (m, 1 H) 2.33 -2.45 (m, 2 H) 2.32 (s, 6 H) 2.03 - 2.11 (m, 1 H) 1.39 -
1.51 (m, 1 H).

MS m/z M+H 384.4, M-H 386.3.

(ii) (2S)-5-(1H-benzimidazol-1-ylsulfonyl)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-

amine

N-[(25)-5-(1H-benzimidazol-1-ylsulfonyl)-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-yl]-
2,2 2-trifluoroacetamide (120 mg, 0.265 mmol), ammonia in methanol (7 M, 4 ml) and

ammonia in water (33 %, 1 ml) were heated under stirring for 1 day at 70 °C. The solvent



Exanpl e 58 (i)
(6S) - N-(4-cyanophenyl) - 4- net hoxy- 6- (et hyl am no) - 5, 6,

W@ 2806t106938hydr onapht hal ene-1 - sul f onam de ThePOEISE2®6/000592
described in Exanple 57 (ii) was used to give the
title conpound (99 % .1H NVR (400 MHz, DMSCM 6) d ppm
7.92 (d, 1H 7.62 (d, 2 H) ?1l13 (d, 2 H 7.01 (d, 1 H
3.86 (s, 3 H 3.46 - 3.55 (m 1H) 3.29 - 3.40 (m 1 H)
3.11 (dd, 1H)283-295f1,1 2.63g§,3H)2.42 .

was reposerd yider tedpcer prgssurgangihe File SE;%’P‘T?Wl 12589 o) Wap used in

N~((2S) - 5-

the}f_'%blfe 3%% en;!r’%g(%nlt%%ﬁt rﬁ;{i?@atf&l (H)rret hg§<y-l) {

MS, rﬁJzM‘ﬂHt%BrlaNyH[Bﬂﬁa:pht hal en-
2-yl)-2,2,2-trifluoro-Nnethylacetam de The net hod
described in Exanple 29 (iii) was used to give the

5 zzz)77V ééﬁ’ )- %os(qgobk?lgmizg%%] yl&)g %8(%9@0%2 %@y@i’og&}mmalen-}

i@ 2- ﬂrzﬂzl)orﬁac?fizmzd@ 83 (m 1H 4.62 - 4. 72 (m 1H) 3.87
-391(r8h§ 3.60 - 3.72 (m 1 H 2.94 - 3.08 (m 5
278 (m 1 H 1.95- 204 (m 1H 1.82 -
(1 (m 1 H. MSmz MH 468. 3, M+NBL4 485.3, MH
M66. 4. Exanple 59 (i)
O==O<58) 6- (nmet hyl wni no) -1 ~-[4-(trifluoronethyl)phenyl]-
' , 8- (get r ahydr onapht hal ene-1 sul f onam de The net hod
|be ip Exanple 57 (ii) was used to yield the
ound (46 % . 1H NWR (400 MHz, DVsO-J 6) d
/me7H2F779(m 1H) 730(d 2H) 718- 723(m
2 H 6.96 (d, 2 H 3.52 - § 04 - %
(6Sp-41)lethogy-6- [(teﬂu@ro@mtylialmow@ﬂ -tqrahquon@phfhale@ lzrsul onyl

chl%t(_?e (ﬁé%,?%@&ﬁlmoﬁ and %e z5 mgcmzoﬂe (l)_gf m]g, 6%99 n}mgﬁ' v/epé didsolved in

10 dichloromethane (10 ml) and the reaction mixture was stirred for 10 hours. The mixture

was diluted with dichloromethane and washed successively with water and sat. aqueous
NaHCOj solution. The organic phase was dried (Na,SO,) and the solvent was removed
under reduced pressure and the title compound was used without further purification in the

subsequent reaction step.

15 MS m/z M+H 454.2, M-H 452.3.

Example 58
(i) (6S)-N-(4-cyanophenyl)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalene-1-

sulfonamide

N i
/©/// Chiral
HN

o=é=o

~CH,

l,”N

H,C”
20 s

The method described in Example 57 (ii) was used to give the title compound (99 %).
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385.2, MH 383.2.(ii)

2,2,2-trifluoro-N-nethyl-N-[(2S)-5-({[4-(trifluoroneth
wol2y@hesmss ] am no} sul fonyl ) - PCT/SE2006/000592

1, 2,3, 4-tetrahydronapht hal en-2-yl ] acetam de To a

stirred solution of (7 )-7& thyl(tri

fl uoroacetyl)am no]-4-({][ 4- ?l(wn f1 uoronet hyl) phenyl ]

am no }sulfonyl)-5,6,7, 8-tetrahydr onapht hal en- 1-vyl

trifluoronet hanesul fonate

{F IR0 o DMB o) ApmospACKS MR b63 k0ot 147 19 2Habia! . 1

o L BT 00, s 2 AT 000 40805 o1

H) W(Sﬁ?ﬁ) adipum. s as et 7Y .185 205, (nf). 10:) b5B1-)1.69The lrﬂxMS‘ B/z
eated to 80 OC for 10 hours. After cooling to RT
M+HB3E23 M-Brd0dhas diluted with diethyl ether (40 m) and
di chl oronet hane (5 m ), washed successively with
hydrochloric acid (1 M, water, aqueous K2CO (0.5 M
(ii) Nf( W%ﬁ (4- cﬂh@ph)&fr@&)ﬁhﬂw@h&ﬁwﬁy%nzdﬁm@d] CNed -804 rydiotaphthalen-

sol vent was renpved under reduced pressure. The

-)’l) &@ﬂd(fé‘zﬂ%@l\b’@ﬂhb’ agefaiechr omat ogr aphy on silica using
a gradlangmgf hept ane/ et hyl acetate reaching from

(bf ethyl acetate as eluent to give the product
( 68 %9. MS mz MrH 481.2, MH 479.2. (iii)
7Sy~ 7- [methyl (trifluoroacetyl)am no]-4-({[4-(trifluor
priet hyl ) phenyl ] anmi no}sul fonyl )- 5,6
8- tet mahydr onapht hal en- 1-yl
Y hanesul fonate A sol ution of
2,2,2-1r¢’Ll uoro- N-[ (25) - 8- hydroxy-5-({ [4-
trifluoronethyl)phenyl]am no}sul fonyl)-1,2,3,4-tetrah

R TR T ok

! rﬂﬁ/bs%m aph 1416 1(55 mndH)7o7 7.13
HltkliQ/ﬁ#FLmor oacet| C an&ﬁ)drl de (}Zé K mgo

) wa
(m, aﬂd)e@wm 6/83i(se 1 H])h’eéim 4<t72||(m, Wb 39&7i 13 %b(faﬁ H) §.66 'f?b72 (m, 1 H)
20423 T V2D IS K98 1) 1.95 - 2.04 (m, 1 H) 1.82 - 1.95 (m, 1 H). MS m/z

M+H 468.3, M+NH, 485.3, M-H 466.4.

Example 59
(i) (6S )-6-(methylamino)-N-[4-(trifluoromethyl)phenyl -5, 6,7,8-tetrahydronaphthalene-1-
sulfonamide

F Chiral

The method described in Example 57 (ii) was used to yield the title compound (46 %).

'H NMR (400 MHz, DMSO-ds) 8 ppm 7.72 - 7.79 (m, 1 H) 7.30 (d, 2 H) 7.18 - 7.23 (m, 2
H) 6.96 (d, 2 H) 3.52 - 3.62 (m, 1 H) 3.04 - 3.13 (m, 2 H) 2.91 - 3.03 (m, 1 H) 2.62 - 2.72
(m, 1 H) 2.48 - 2.50 (m, 3 H) 2.06 - 2.15 (m, 1 H) 1.49 - 1.61 (m, 1 H). MS m/z M+H
385.2, M-H 383.2.
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Q0C for 72 hours. The reaction m xture was poured on

wat er, the phases were separated and the organi c phase
woasoesiaesessi vel y washed wi t h hydrochl ori c aci @C{AEM06/000592

wat er and sat. aqueous NaHCO . The organi c phase was

dried (Na2SO4) and the solvegg was renoved under

reduced pressure. The residué residue was purified by

chr omat ography on silica using a gradient of

hept ane/ et hyl acetate reaching from 0-100% of et hyl

acetate as eluent to give the title conpound (133 nmg,

.o 2)’2’ . _ - . . 7
BB A ONAD ) ST o B eyt i
1.2 34f-tegrafydrorgpgthaleny 2-yigcedamide - 3. 20 (m 1H) 3.00 -

3.11 (m 4. H) 2.82 (dd, 1H) 2.04 - 2,13 (m 1 H) 1.91

_Jé;ggi(nfmT H. M5 mz M+N#4 646.2, MH 627.3. (iv)
2, -trifluoro-N[(2S)-8-hydroxy-5-({[4-(trifluoromet
o_yl phenyl ] am no} sul f onyl ) -

1,2, 3, 4-t et rahydronapht hal en-2-yl] - N ni et hyl acet ani de
utd on of

> 22w kf | uoro-i V-[(25')-8-net hoxy-5- ({[ 4-
(trifluoronethyl)phenyl] am no }sul fonyl)-

ok PR B e T B o
(wiBBtoA el EEhS) oA s Bl7 o el RIS, 3dA e

.andt e réaction mXxture was sti - one
trifforempthgnashidonata (20 ang, 6. bt ummol) dn DME KB RI) urldeeanyes atmosphere

d ) t 1. e .wa xtracted with . i
well e LR I B RS siolbdovtaierteid @iosim, 15
mnsal}, trit $pHEsRAIQR8 s louss Iﬁﬁoﬁ%d%llé‘&iu&'}ﬁac@@g) (s 8%.02
sql vent was renoved under reduced pressure an he
mmolyThe aniiise pas heateditoRY Ehiioo AR hogsapfter aolisg ké RE, the mixture was

ditdf3a Pt i A AT N BB L5 T, Pl Resmgvely with

hydr@@fonimaci®l M), water, aqueous K,CO; (0.5 M) and water. The organic phase was

dried (Na,SO;) and the solvent was removed under reduced pressure. The residue was
purified by chromatography on silica using a gradient of heptane/ethyl acetate reaching
from 0-100% of ethyl acetate as eluent to give the product (63 mg, 68 %).

MS m/z M+H 481.2, M-H 479.2.

(iii) (7S)-7-[methyl(trifluoroacetyl)amino ] -4-({ [4-( trifluoromethyl)phenylJamino }sulfonyl)-
5,6,7,8-tetrahydronaphthalen-1-yl trifluoromethanesulfonate

F e Chiral
o
ry
0=5:=0
(o]
NKE
F .0 F
F>l_|su"0
F O

A solution of 2,2,2-trifluoro-N-[(2S5)-8-hydroxy-5-({[4-
(trifluoromethyl)phenylJamino } sulfonyl)-1,2,3 4-tetrahydronaphthalen-2-y1]-N-
methylacetamide (348 mg, 0.7 mmol) and triethyl amine (0.147 ml, 1.05 mmol) in
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M5 nmlz MHH 497.3, MH 495.3. (V)
2,2,2-trifluoro-N-[(2S)-8-nethoxy-5-({[4-(trifluoronet

woybjepheasy| | ami no} sul f onyl ) - PCT/SE2006/000592
|, 2,3,4-tetrahydronapht hal en-2-yl]-Nnet hyl acet am deTh

e nmet hod described in Exanplg 29 (iii) was used to
yield the title corrpound(994’ MS mlz MFH 511.0, MH

509. 1. Exanple 60 ( (SRfSH ol S o )
S-fdi net am no”S- met hoxychr om
aichfpgor e mit A Geols ol OdE P A&t 7onistio aminsiide 10655 i, 0.77

e e

0°Gierde hoas. Fhe radctign mixtie was potdusorowated, tid Phasdsh@ere separated

R e Bl L R e s

sat"juedusNAAIOD). THREdrkc Adse wal dEE® @Iaz‘ﬂ’@ﬁ) ﬁgﬂﬁg s&19erit¥as removed

m xture and the reaction stirred at anb
undes peshiced prieesuesy dihairegidue 1E$idus why purifiedesy cénrarpauogtapuy on silica

usifl PEtp R SO ARy e S e Fan o Toee PGB BieiStuent o
giveise titid mhp(ouaam@)m f30 %gred and evaporated to

n.dryness. The crude was purified f% preparative HPLC to
Haﬂ\&% #0:MHz, CREorfprnm §-034dal Bo7ixd (@42 Hxg,296d9§ H) sz (d, 2 H)
ML s SN BB s Tkt 1) 30 {22
1 ) 2504 -2.18 68, I H) 1.DH)- 2%38(511 (ISH M@}n@mm@m ﬁ6i’;l3-

3.78 (m 1H) 2.85 - 2.9 m1H)267(s
2.50 (bs, 1H) 2.40 (s, 6H) MS m z M+H427 MH

() T erod S S lpdror L S mifporsrashntiemdspaine seligm
1 2,|3f4ng7;tah]afrlomphzllmlen—2 -yl]-N-methylacetamide

(3/?)¢ 5 I\/bé hoxy-3-[(trifluoroacetyl)am no] chronane
(1.0 i nmol ) was di ssolved in

Hy

0=8=0

OH IF
A solution of 2,2,2-trifluoro-N-[(25)-8-methoxy-5-({[4-
(trifluoromethyl)phenyl] amino }sulfonyl)-1,2,3,4-tetrahydronaphthalen-2-yl]-N-
methylacetamide (350 mg, 0.686 mmol) in dichloromethane (5 ml) was cooled to 0 °C.
BBr3 (0.324 ml, 3.43 mmol) was added and the reaction mixture was stirred for one hour
allowing the reaction mixture to reach RT. Ice was added and the mixture was extracted
with dichloromethane. The organic phase was washed with sat. aqueous NaHCOs solution
and dried (Na;SOy). The solvent was removed under reduced pressure and the residue was
purified by chromatography on silica, using dichloromethane/methanol gradient mixtures
(0 —20 % methanol) as eluent to give the title compound (238 mg, 60 %).
MS m/z M+H 497.3, M-H 495.3.

(v) 2,2,2-trifluoro-N-[(25)-8-methoxy-5-({ [4-(triflucromethyl )phenyl jamino Jsulfonyl)-
1,2,3,4-tetrahydronaphthalen-2-yl]-N-methylacetamide



anhydrous chloroform (13 m), cooled to -15C and
thionyl chloride (795 m, 10.2 mmol) was added. A
weabestizessof chl orosul fonic acid (490 m, 6.8 PRODISE2G06/000592
chloroform (13 m) added dropw se under 10 m nutes and
the m xture was allowed to to roomtenperature.
Di et hyl f ormam de (50 drops)”was added to give a
honogeneous clear solution and the reaction stirred
for 3 hours at room tenperature. The reaction was
pour egF out"™n ice, extracted with chloroform (x 3),
\Aﬁ:gég':w th a sodi um bi carbonate solution, dried (MgSO
,>and evaporated to give the title conpound as an oil
°=%P. 69, 90%. 1H NWR (600 MHz, CDCl 3) d ppm 7.88 (d,
6.95 (d, 1H) 6.61 (d, 1H) 4.58 - 4.71 (m 1H) 4.44
56‘@;57 1 H 4.33 (dd, 1H) 3.95 (s, 3 H) 3.02 (dd,
2l84"- 2.89 (m 1 H: MSmz MH 372. (H)
N- ((3R)-8-{[(5-Chl oro- 2- net hoxyphenyl ) am no] sul f onyl } -
Thé&mettodaleycribed i ERgrdple-22Hiih vaasewed to yield the title compound (99 %).
2~ oacetam de To a solution of
Mémé#%ﬁ)@ Qn&,\f[ﬂ%§§%)5n line (270 mg, 1.72 nmol) and
pyridine (255 ml, 3.3 mmol) in anhydrous chl oroform (6
m) was a sol utlon of (3i ?)-5-met hoxy- 3-
5 Expopld 60 uor oacet yl ) ami no] chr omane- 8- sul fonyl chl ori de (
535 ng, 1.43 mol) in chloroform (3 n) added dropw se
gnd the reaction stigr at room tenperature
0 i ght. The sol vemevapor ated and et hyl
HeRL e and saturata ium chl oride solution was
o=g4ed. The phases eSO separated and t he aqueous phase
extracted with et acetate, dried (MgSOH4),
| tered, and the g ., \Was renoved by evaporation.
ci‘NugIe product wa$ p riNied on silica (et hyl
_acetate / hexane 2:3% to give the title conpound

(430my, 61%9 . 1H NWVR (400 MHz, DMSO-4) d ppm 9.57 (d,
(i) (3R)-18( FChiap-2ipthoxyphesiyl)-3 -_’(&mzethylamino )-5-methoxychromane-8-

sulfonamide

Formaldehyde (37 % aqueous, 100 ul, 1.2 mmol) was added to a slurry of (3R)-3-Amino-
10 N-(5-chloro-2-methoxyphenyl)-5-methoxychromane-8-sulfonamide (60 mg, 0.15 mmol) in
methanol (1 ml). The reaction was stirred for 10 minutes followed by the portion wise
addition of sodium cyanoborohydride (76 mg, 1.2 mmol). Acetic acid (1 drop) was added
to the mixture and the reaction stirred at ambient temperature overnight. The solvent was
evaporated, ethyl acetate and a solution of sodium bicarbonate was added and the phases
15 were separated. The organic phase was dried (NaySOy), filtered and evaporated to dryness.
The crude was purified by preparative HPLC to give the title compound as a solid (44 mg,
69%). "H NMR (400 MHz, CDCls) 8 ppm 7.75 (d, 1 H) 7.57 (s, 1 H) 7.52 (d, 1 H) 6.90
(dd, 1 H) 6.68 (d, 1 H) 6.46 (d, 1 H) 4.51 - 4.58 (m, 1 H) 3.85 (s, 3 H) 3.82 (s, 3 H) 3.71 -
3.78 (m, 1 H) 2.85 - 2.96 (m, 1 H) 2.67 (s, 1 H) 2.40 - 2.50 (bs, 1 H) 2.40 (s, 6 H); MS m/z
20 M+HA427, M-H425.
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7.28 (d, 1H) 7.08 (dd, 1H 6.92 - 7.02 (m 1H) 6.66

(d, 1H) 4.19 (d, 2 H 3.92 - 3.99 (m 1H) 3.82 (s, 3
woRo®/1Z&d3¢s, 3 H) 2.92 (dd, 1H) 2.62 (dd, 1 H)pCESE208/000592
M-HA95, M H 493. (iv) {SR)-S-kniino-

- (5-chl or o- 2- r net hoxyphenyl 56 5- met hox~chr or nane- 8- sul f

onam de

i V-((3i7?)-8-{[(5-Chl oro-2-nmet hoxyphenyl ) am no] sul f onyl

}-5- net hoxy- 3, 4-di hyd 0-2 Hchr onmen-

3-yl)-2,2,2-trifluorpacetam de (430 ng, 0.87 nmol) was

dissol ved in chlorof mg4 m) and a 2 M sodium

ydroxioderoI ution ( ) Wa$® added. The reaction was
ol stirt at r re for 1 hour. The
_om xtufe was dil uted wot h chforof orm and water, the
m xture was acidified with concentrated hydrochloric

(i) @zégg»m%séy-@%rmu%me@z )%mo%nrbhzaﬁwqa?&b@l Shlowidl ON.

m xture was stirred vigorously until the solid

(3RweMethox o34 Gifliproacetithpaninp nid -0y Bdapmel) wastdissolved in

hi f L dri o dith |
g e oo e £ PiCoai Bl dRoRRPT i, (Bzmmon

0% .. . :

et O (O S o
addéddropwide nde01Q ohinuids)and tixOmix tdredBas(attowedo Ggdto.roamo8
temé%tu%e%m%ﬂg?ff%ggﬁde% g@%g)g&é%%cﬁie@_ﬁ g’gg %élogg)ggéef%%:lear
solu?{gn hd M3 3n siitEd 835 hderambemGdmperature.

RyN-t S- Chl or o”-i net hoxyphenyi yS- f di et hyl anmo )
The-rSadtioh easypohredrmam en ice, suitactedarittdeitprofarin (x3)c wagedrith a

R R T Y ST TSN N —
o g, 305D05t SGROIAEDNEL ) o 318 (0 ¢ 151, i
1 Hf 4.581H) 71444 H) 4.454 4(5% (mi H)H) 4.33 (dd, 1 H) 3.95 (s, 3 H) 3.02 (dd, 1 H)
2.84 - 2.89 (m, 1 H); MS m/z M-H 372.

(iii) N-((3R)-8-{ [(5-Chloro-2-methoxyphenyl )amino] sulfonyl} -5-methoxy-3,4-dihydro-2H-
chromen-3-yl)-2,2,2-trifluoroacetamide

To a solution of 5-chloro-2-methoxyaniline (270 mg, 1.72 mmol) and pyridine (255 pl, 3.3
mmol) in anhydrous chloroform (6 ml) was a solution of (3R)-5-methoxy-3-
[(trifluoroacetyl)amino]chromane-8-sulfonyl chloride ( 535 mg, 1.43 mmol) in chloroform
(3 ml) added dropwise and the reaction stirred at room temperature overnight.

The solvent was evaporated and ethyl acetate and saturated ammonium chloride solution
was added. The phases were separated and the aqueous phase was extracted with ethyl
acetate, dried (MgSO,), filtered, and the solvent was removed by evaporation. The crude

product was purified on silica (ethyl acetate / hexane 2:3) to give the title compound (430



3.85 (s, 3 H 3.81 (s, 3 H 3.72 (t, 1H 3.06 - 3.18

(m 1H) 2.81 - 2.92 (m 1H 2.67 (g, 4 H 2.45 (dd,
W((b_}zl;)%m&es(t, 6 H; M nlz MH455, M H 453. Exaapise2®a/000592

[

(SR*N-f S- Chl or o”- et hoxyphe@ﬁl Andi propyl am noyS- et hox

ychromaneSsul f on wni de The ti'tl e conpound was

synt hesi zed by t he anal ogous pr eparati on of Exanple 60

(650" W RS S090 i - Spamn 457 (F1esp £48 (o ton) Shca. 11D
-% . i) 7.88 B 438 6943 -??S‘i"i??%@ PLEDUR @ IT s o

1 1D 3328, {H) 3.IBis, 3. B12.02ddd, 1HY) 2636id; 1 H)GMS myz I+ 495, B-H 493.
- 1.53 (m 4 H) 0.89 (t, 6 H); M5z MHA83, MH 481.

(!:_xarrpl e 63 (i)
N ( 5- Chl oro- 2- e yphenyl ) - 5- net hoxy-3-pyrrolid
H,\y Cryl chr omane- 8y~ eam de

o= 5{:@ ?)-3- Anmi no-i v-(5-§;g or o- 2- net hoxyphenyl ) - 5- net hoxyc
0 n-8 sul fonam dg (423 ng, 0.31 nmml) was slurried
‘ e (5t

| D o‘m@obutaane(82 m Y0 62”8iol ), sodi um bi car bonat e
¢80 rTg, 1.0 mol) an@ a crystal of potassiumi odi de
added. The reaction was refluxed for 1 week. The

s (v)(8BEBidmminads(I-chiper-danetesraplorab) sumathaxishramaneaSsylfonamide

N—(%%ﬂg—%&gr %ﬂeﬁﬂgﬁi éslt)?ﬁglto &@1@? @aﬁgﬁgxg§7€d%ghfod2H-
chréikn-3-Y2 Q&-trﬁ'hi)oriacg%nﬁ%hd(@:ﬁ[ﬁngﬁ 0% Iﬁﬁhdl) vddsl)dlﬁoﬁzad (ild chloroform

“4 Igll_)b}q)lg 3%%@ S()gm H%.ydrgmgg solugom(;? @H]wafp}fidgd 7T(§1e (rgactlgn pz')as allowed
to sﬁﬁ_g}?roomztegfiefamre #D1 ot 2riSmixhil whs uted with doroben il water,

10 the mixture was acidified with concentrated hydrochloric acid, made basic with a sodium

bicarbonate solution. The mixture was stirred vigorously until the solid went into solution.
The mixture was extracted with chloroform (x 3), dried (Na,SO4) and the solvent was
evaporated to give the title compound as a solid (345 mg, 100%). "H NMR (400 MHz,
DMSO-dg) & ppm 8.31 (s, 1 H) 7.53 (d, 1 H) 7.28 (d, 1 H) 7.02 - 7.12 (m, 1 H) 6.96 (d, 1

15 H)6.60(d, 1 H)4.09 -4.25 (m, 1 H) 3.93 - 4.08 (m, 2 H) 3.80 (s, 3 H) 3.73 (s, 3H) 3.51 -
3.64 (m, 1 H) 3.02 - 3.15 (m, 1 H) 2.78 (dd, 1 H) 2.18 (dd, 1 H); MS m/z M+H 399, M-H
397.

Example 61

20
(i) (3R)-N-(5-Chloro-2-methoxyphenyl)-3-(diethylamino)-5-methoxychromane-8-

sulfonamide



10

15

20

453, MH 451. (i)

(3R) - N-{3- Chl or oA-f | uor ophenyl ) - 3- (di net hyl wni no) - 5- ne
wohwoyicba3emane- 8- sul fonam de The title conpouRdTSES006/000592

synt hesi zed by the anal ogous preparation of Exanple 60

(i) and was obtained as a sg%ld (38 mg, 88% . 1H NMWR

(400 MHz, CD30OD) dppm7 61 7.21 - 7.27 (m

1H)703-708(m H)659(d 1H)447(dd 1H)

97 (dd, 1 % E?x % é

The(trﬂe cm)poznwae wthefwedi)ysbe fualoggu IGPW@U 9 I@Pmnalf 0'() and

aQipRpasgt Fic e 7). AR CHOOAT GGl SppsT 7 (g 0
7.58 (Hi‘ll |m><7§l523(d41 @) leysly @d2 Hefyreasseid; 1 H) 6.45 (d, 1 H) 4.44 - 4.54 (m, 1 H)

355 o HDE Sk, DY PHE tor D000 Seheepartchll b1 oI 5e7 (@ 4

{4 T <t$@3§ﬁ§“%3%¢$%§' D)"Y 0 (ba, 11

669-683(m2 6.51 (d, 1H 6.32 (d, 1H) 4.37
(s 4.23 - 4.33 (m1H 4.06 (dd, 1H) 3.67 (s, 3 H)
EX‘JET‘P’G 2.87 (m 1H 2.50 - 2.66 (m 1 H; M5 mz MH
A83, MH 481. (U)
q - S- Am no- N*S- chl or o”-f | uor ophenyl j - S- met hoxychr oma
n -sul fonam de The title conpound was synt hesi zed by
O“gi he aflal ogous preparati on Exanple 60 (iv) and was
obtai ned as a solid (254 ng, 92% . 1H NMR (400 MHz,
) ppm 7.63 (d, 1 H 7.22 (dd, 1H)699-707
4 6.97 (t, 1H 6.44 (d, 1H) 4.30 - 4.38 (m 1H
8. 98 d, 1H) 3.84 (s, 3 H 3.38 - 3.46 (m 1H 2.95
(dd, 1 2.41 (dd, 1 H 1.30 - 1.68 (m 2 H; MSniz

WV+H 387, M H 385,
(i) (3R)-N-(5- Chloro-2-methoxyphenyl)-3-(dipropylamino)-5-methoxychromane-§-

sulfonamide

The title compound was synthesized by the analogous preparation of Example 60 (i) and
was obtained as a solid (38 mg, 63%). 'H NMR (400 MHz, CDCls) 8 ppm 7.74 (d, 1 H)
7.58 (s, 1 H) 7.52 (d, 1 H) 6.90 (dd, 1 H) 6.69 (d, 1 H) 6.45 (d, 1 H) 4.45 (d, 1 H) 3.85(s, 3
H) 3.81 (s, 3 H) 3.70 (t, 1 H) 3.03 - 3.18 (m, 1 H) 2.81 (dd, 1 H) 2.36 - 2.60 (m, 5 H) 1.37 -
1.53 (m, 4 H) 0.89 (t, 6 H); MS m/z M+H483, M-H 481.

Example 63
| l
B} X
HN cl HN cl
0=S=0 0=8=0
o] o
——— P
NH, r\D
- e

(i) (3R)-N-(5-Chloro-2-methoxyphenyl)-5-methoxy-3-pyrrolidin-1-ylchromane-8-
sulfonamide
(3R)-3-Amino-N-(5-chloro-2-methoxyphenyl)-5-methoxychromane-8-sulfonamide (123

mg, 0.31 mmol) was slurried in toluene (5 ml) and to the mixture were 1,4- dibromobutane
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Exanpl e 65

(SRyN-f S- Chl or o”-f | uor ophenyl ~S™i sopr opyl am noyS- net ho
weyaetwriassge- d-sul fonam de The title conpound RET/SE2006/000592

synt hesi zed by the anal ogous preparation of Exanple 60

(i) and was obtained as an o4 (24 ngy, 67%. 1H NWR

(400 MHz, CD3OD) d ppm 7.63 %dd 1H) 7.23 (d, 1H) 7.00

- 710(m 2 H 6.59 (dd, 1H) 436(d 1H) 3.75 - 3.91

(82§ pg]ldo%% :%mgl)és%dlur; blizgrb%ﬁ%ite {@ mg 8§ mm I) iu}d %mys@l gf %6t%éium
dé@ezad}ﬁa" ’.ﬂ%greaM‘oH ﬁa%?eﬁ%@:ﬂﬁbﬁl &Rek. The reactio was 11t|ered evaporated
N'S- Chl or o”-f | uor ophenyl A"S-fi sopr opyl P 8
and) pBifiveet yoprgparridveaHBBE ud £ivedhd tide Jomepating|ae acsohqb (ﬂﬁ’uﬂigy\W) H

Mﬁ?ﬁ&mﬁ%@b&ﬁwﬁmﬁ% R RGN PR ALY
6.o518% %'489?@3% 4@%%6 o8 %gs ¢nf329 3}1@7& ® 1%[%2 90 -

3.08.(822 1 (Hda2. 7(1(5) 431)8557(52 648 (1) 1 BD) 2712—(s,31 By 184, ]AH)I) MO 4n/z M+H
45%9315%51 1H 2.83 - 2.94 (m 1H) 2.59 (dd, 1H) 2.33
il 7%3 1.12 (dd, 6 H); M5 nmlz MrH443, M H 441.
Exanpl e 67 (3R)-N-(3-Chloro-4 uorophenyl)-5-nmethoxy-3
yrw i di n-1 -yl chroi nane- 8- $ul f onanmi de The title
Examppoothd was synt hesi zed by the anal ogous preparation
of Exanple 63 (i) and was obtained as a solid (100 ny,
. #H NMR (400 MHz, CD3OD) d ppm 7.61 (d, 1 H) 7.23
(d 6.97 - 7.13 (m 2 H 6.50 - 6.65 (m 1H) 4.51
IxftH) 3.87 - 4.00 (m 1H) 3.85 (s, 3 H 2.87 - 3.00
o=680 1H) 2.74 (s, 4 H 2.61 - 2.69 (m 1H 2.52 (dd,
Hol.78 - 1.90 (m 4 H; M5 mz MrH441, MH

(i) (3R)-N-(3-Chloro-4-fluorophenyl)-3-(dimethylamino)-5-methoxychromane-8-
sulfonamide

The title compound was synthesized by the analogous preparation of Example 60 (i) and
was obtained as a solid (38 mg, 88%). "H NMR (400 MHz, CD5;0D) é ppm 7.61 (d, 1 H)
7.21-7.27 (m, 1 H) 7.03 - 7.08 (m, 2 H) 6.59 (d, 1 H) 4.47 (dd, 1 H) 3.97 (dd, 1 H) 3.86
(s,3H) 2.89 (dd, 1 H) 2.66 - 2.75 (m, 1 H) 2.56 (dd, 1 H) 2.39 (s, 6 H); MS m/z M+H 415,
M-H413.

(ii) N-((3R)-8-{[(3-Chloro-4-fluorophenyl Jamino]sulfonyl }-5-methoxy-3,4-dihydro-2H-
chromen-3-yl)-2,2,2-trifluoroacetamide

The title compound was synthesized by the analogous preparation of Example 60 (iii) and
was obtained as a solid (345 mg, 99%). "H NMR (400 MHz, CDCl3) 6 ppm 7.52 (d, 1 H)
7.04 (dd, 1 H) 6.69 - 6.83 (m, 2 H) 6.51 (d, 1 H) 6.32 (d, 1 H) 4.37 (s, 1 H) 4.23 - 4.33 (m,
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(i)

(BRyN-f S*-Di chl or ophenyi yS*di nmet hyl ammo”S- met hoxychr om
wanefs/ged3gonam de The title conpound was synt heerAeehobyooso2

t he anal ogous preparati on of Exanpl e 60 (i) and was

obtained as a solid (37 ng, 1@@ 1H NWMR (400 MHz,

CD3CD) d ppm 7.70 (d, 1H) 7 (d 2 H 7.02 (t, 1H

6.64 (d, 1H) 4.40 - 447(m 1H) 3.96 (dd, 1H) 3.88

bl el R o

8-{[(3,5-D chl orophenyl )am no] sul fonyl }-5-neth
483%@% di hydr o- 2Hchr onen-

,2,2-trifluoroacetam de The title conmpound was
s eS| zed by the anal ogous preparation of Exanple 60
HY'i I'7) %And was obtained as an oil (170 ng, 47%. 1H NMR
1 OI\/Hz cbAd 3) d ppm7.80 (d, 1H 7.72 (d, 1H) 7.03
;" H 7.01 (t, 1H) 6.72 - 6.78 (m 1H) 6.55 (d, 1H)
As, 1H) 4.41 - 4.46 (m 1H) 4.22 (dd, 1H) 3.87
: 2.96 (dd, 1H) 2.78 (dd, 1 H; M5 mz MH 499,
HA97. (iii)

-,3- Ami - 5- hi -5
(i S Ao s NS e e S BITB e The
titl AERhRUAH S 2B s PRBESAEIIBY tﬂé a@l@gumh @réiﬁra(tllon )Exam[bla/m(lv) and was
obtained as a white s id (117 é
obtpirpd as@mgl@l)(zazl W?%? HM‘R_] (4p0 13) mpmﬂ Xe) (cé tl H) 7.22

1HN6.48 {d 1 9

(ddgl_%%% § %mw E NG 41;‘[{)36541 %1]159@0 ; 3%‘%%1]}?)3 08 (dd, 1 H)

3.84¢]3 H)@ 3d.- 346(Hhs 1 I 25 (dNBl ) 2. 44 0BH) V300 1.6 Eioa oty MS
[SR)-N-[S, S-Di chl orophenyiy

WZW&!@)/M 5ol i di n -yl chroi nane- S- sul f onami de The

title conpound was synt hesized by the anal ogous
preparation of Exanple 63 (i) and
Example 65

Cl

(3R)-N-(3-Chloro-4-fluorophenyl)-3-(isopropylamino)-5-methoxychromane-8-sulfonamide
The title compound was synthesized by the analogous preparation of Example 60 (i) and
was obtained as an oil (24 mg, 67%). 'H NMR (400 MHz, CDs0D) & ppm 7.63 (dd, 1 H)
7.23(d, 1 H) 7.00 - 7.10 (m, 2 H) 6.59 (dd, 1 H) 4.36 (d, 1 H) 3.75 - 3.91 (m, 4 H) 3.13 -
3.23 (m, 1 H) 3.01 - 3.11 (m, 1 H) 2.92 (dd, 1 H) 2.32 - 2.45 (m, 1 H) 1.04 - 1.17 (m, 6 H);
MS m/z M+H 429, M-H427.
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was obtained as solid (52 ng, 66% . 1H NVR (400 MHz,
CD30D) d ppm 7.70 (d, 1H 7.07 (d, 2 H 7.01 (t, 1H
w6.26006/106b381 H) 4.43 - 4.53 (m 1H) 3.87 (s, 3 PETRE3®6/000592
(dd, 1H) 2.89 - 2.99 (m 1H) 2.72 (d, 4 H 2.61 - 2.69
(m 1H) 2.51 (dd, 1H) 1.77 - 1.87 (m 4 H; M5 mz
MrHA57, M H 455. (i)
(3R) - 3- ( Di et hyl ammo) - 5- met hoxy- N- phenyl chr oma7i e- 8- su
| fonam de The title conpound was synt hesi zed by the
Example&ous preparati on of Exanple 60 (i) and was
obtiai ned as a solid (14 ng, 34%. 1H NWVR (400 MHz,
d ppm7.61 (d, 1H 7.13 - 7.19 (m 2 H 7.08 -
(m 2 H 6.94 - 7.01 (m 1H) 6.56 (d, 1 H 4.45 -
HN4 2 (m 1H) 3.93 (dd, 1H) 3.84 (s, 3 H) 2.85 - 2.94

WP, 1 H) 2.68 - 2.78 (m 1H) 2.52 (dd, 1H) 2.39 (s, 6

MS|m z MFH363, M H 361. (U)
‘?ﬁJ\S (Ani l'i nosul fonyl ) -5-nmet hoxy- 3, 4-di hydro-2H-c

/Chrorre 3-yl] -2 2,2- trifluoroacetam de The title
npound was nt heS| zed by the anal ogous_pr epargtl on
(3R«z\ﬂV écéiﬁ{ﬂr@ré‘dbw(rwmew%ﬁ’d[ ZW§OZB’Hf’%ﬁﬂﬁ’é)d’mé’§0]aﬁ”76WxX i gnane-8-
7% . 1H NVR (400 MHz, CDO 3) ppm 7.76 (d, 1H)
s“@g"fﬁz‘k 7.25 (m 2 H 7.03 - 7.11 (m 3 H 6.89 (s, 1
ThétidOcdmipouht)was s¢fihéizedlly) thd anBogous Prepayatibkl)of Exd@ple 60 (i) and

wagotgingd bs SO TP Ve NS IRAAGOSEE, G5 3 oy .62 &, 190
7.26?.33)263(#'11}@07 oungb%yz'ﬁ) N @ﬁg%@e"eﬁmﬂ' { enavded, 1 1)

he™t was synt hesi zed by the anal ogous
3.86(pdiled. ilbn3aﬂ (FBx A D 3e04503 15 ¢n, Kt 2viss- 29 énkel) 2$594dd, 1 H)

i B A (39,
7.05 (t, 1 H 6.89 (s, 1H 6.42 (d, 1H) 4.28 - 4.37

Example 67
cl

(3R)-N-(3-Chloro-4-fluorophenyl)-5-methoxy-3-pyrrolidin-1-ylchromane-8-sulfonamide
The title compound was synthesized by the analogous preparation of Example 63 (i) and
was obtained as a solid (100 mg, 66%). 'H NMR (400 MHz, CD;0OD) & ppm 7.61 (d, 1 H)
7.23 (d, 1 H) 6.97 - 7.13 (m, 2 H) 6.50 - 6.65 (m, 1 H) 4.51 (d, 1 H) 3.87 - 4.00 (m, 1 H)
3.85 (s, 3 H) 2.87-3.00 (m, 1 H) 2.74 (s, 4 H) 2.61 - 2.69 (m, 1 H) 2.52 (dd, 1 H) 1.78 -
1.90 (m, 4 H); MS m/z M+H 441, M-H439.
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(m 1H) 3.95 (dd, 1H) 3.82 (s, 3 H 3.35 - 3.45 (m

1H) 2.93 (dd, 1H) 2.38 (dd, 1 H 1.50 (bs, 2 H; M
wonaockiz64385, M H 333. Exanple 71 (i) PCT/SE2006/000592

(3R) - 5- Met hoxy- 3- (et hyl am no) - N- phenyl chr omane- 8- sul f

onam deEt hyl

[(3i7?)-8-(anilinosul fonyl)- 408t hoxy- 3, 4- di hydro-2

H chronen- 3-yl ] carbamate (180 ng, 0.44 mmol) in

tetrahydrofuran (4 m) was added dropwi se to a

Exaspleé8si on of |ithium al uni num hydride (51 ng, 1.3

mmg| ) in anhydrous tetrahydrofuran (1 m). The

reaction stirred for 30 mnutes at roomtenperature

a as then heated to reflux for 10 m nutes. The
HN edCt flon was carefully quenched with saturated sodi um
OSSQIfate (255 M), the reaction mxture was filtered,
ved with tetrahydrofuran and the filtrate was
givaporated. The remains were purified by preparative

HPLC {\'o give the title conmpound as an oil (27 ny,
8% 1H NWVR (400 MHz, CDA 3) d ppm 7.67 (d, 1H) 7.20

(i) (gké %’2( i_% Djﬂ&? n‘Fil%-lf )2 @fgzet(tgémiz % 51 gié%ftf@{c‘}tgoﬁzg% _&! g),tlfonamzde

Tha'i;tﬂelcmouilﬁl)waﬁ sﬁlﬁhéﬁ%ﬁm Enéﬁ%gous @r@iérimm of Bxaipk&s0 (i) and
wa{ Qregped b nafid (6 us Pafy| 11 NDAR (106 Hs, GDUOR) GoamuTe s LD
7O RE L SRR ATt ST CPETU B0 (i ) M 36 e 3

2.8811d, 0.HH2.6510L V4 (s 1 $) 2pfen@ad] H) 287y o HxsMS m/z M+H 431, M-H
di chl oromethane (5 m) and triethylam ne (150 m, 1.05

429rmol) and ethyl chloroformate (64 m, 0.64 mmol) were
addgd. The reaction was stirred for 15 minutes at room
tepyperature. The sol vent was evaporated, ethyl acetate
afd |

A sodi um bi carbonat e sol uti on were added, the
Hi urce was extracted with ethyl acetate (x2), dried
= =IOQSO4), filtered and evaporated. The remains were
ied on silica (55% ethyl

'ﬁ'{ CF,

0

(ii) N-((3R)-8-{[(3,5-Dichlorophenyl )amino] sulfonyl}-5-methoxy-3,4-dihydro-2H-
chromen-3-yl)-2,2,2-trifluoroacetamide

The title compound was synthesized by the analogous preparation of Example 60 (iii) and
was obtained as an oil (170 mg, 47%). '"H NMR (600 MHz, CDCl3) & ppm 7.80 (d, 1 H)
7.72(d, 1 H) 7.03 (d,2 H) 7.01 (t, 1 H) 6.72 - 6.78 (m, 1 H) 6.55 (d, 1 H) 4.54 (s, 1 H) 4.41
-4.46 (m, 1 H) 4.22 (dd, 1 H) 3.87 (s, 3 H) 2.96 (dd, 1 H) 2.78 (dd, 1 H); MS m/z M+H

499, M-H497.
Cl

(iii) (3R)-3-Amino-N-(3,5-dichlorophenyl)-5-methoxychromane-8-sulfonamide
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acetate / hexane) to give the title conpound as an oil

(180 ng, 71% . 1H NMR (400 MHz, CDCA 3) d ppm 7.69 (d,
wopoon2&Bs (s, 1H) 7.20 (t, 2 H 7.09 - 7.15 (npC2/SER006/000592

7.03 (t, 1H 6.41 (d 1H) 4.92 (d, 1H) 4.37 (d, 1H

418-430(m2 4. 06 712)317(m2I—I)3.79(s,3

H 2.83 (dd, 1 2.61 - 2. (m 1H) 1.19 - 1.30 (m

3 H; MSnmz I\/H—I407 M H 405. Example 72 (i)

Tha s emRRNEd WS e de BN AGAILER S SRrAIR A ERaPI G0 () and
( f

e IERLE0BL P 75013, i e O O 07 .

1 H)405 @Mz H)GRBAE)1 H) pps\(d, BH) 448 - 1. 36)(117 124) §. Qd,(ddl, 1HY) 3.86 (s, 3

#1561 iwmm%)né%éga 4ok 2l 3 1155 s’ 2 o Misi g 403, m-

H 2.40 (s, 6 H 1.19 (t, 3 H; M5 mz MH413,
s 2,0 (u)
2,2,2-Trifluoro-N[(3R)-5-vinyl -3, 4-di hydro-2H chr onen
acet am de
EX?‘?D% 93-1(2,2,2-trifluoroacetyl)anino] -3, 4-di hydro- 2
H céiromen-5-yl trifluoronethanesul fonate (5.0 g, 12.7
was di ssolved in dinethylformamde (80 m) and
t ol l owi ng were added in order under argon
Hat MoSptiere: lithiumchloride (1.62 g, 38.1 mol ),
0=¢d butyl (vinyl)tin (4.09 nl, 14 mol)
s(tri phenyl phosphi ne) pal adium (11) chloride
. , 1.27 mmol). The m xture was subjected to
ac ur'rfspargon (3 cycles) and was put in a pre-heated
~Bil ba at 90C with stirring for 2 hours The cool ed
reaction m xture was added to an jce / water m Xxtur

(i) 630-Nwbd Sdxichlararkanyl)-O inahayr3-asekidia- ch!e’)mf%éﬁewlfﬂﬂ%lde
Thgv? ég E&ﬁ\b& ds’ryn%rek&gd ﬁ.%@%glgé& g%a%juona&qixamptle 63 (i) and

ness t was uri
wa$ Ebﬁideﬂ l@@ sdided(52 nlg,2 @%)et}mwlvﬂaqmmmlz @Uaemr‘a‘@)pm 0. 7g|(de1 H)
the tit
7.07 (d, 2 H) 7.01 (t, 1 H) 6.64 (d, 1 H) 4.43 - 4.53 (m, 1 H) 3.87 (s, 3 H) 3.86 (dd, 1 H)
2.89-2.99 (m, 1 H) 2.72 (d, 4 H) 2.61 - 2.69 (m, 1 H) 2.51 (dd, 1 H) 1.77 - 1.87 (m, 4 H);

MS m/z M+H 457, M-H 455.

Example 70

(i) (3R)-3-(Dimethylamino)-5-methoxy-N-phenylchromane-8-sulfonamide

The title compound was synthesized by the analogous preparation of Example 60 (i) and
was obtained as a solid (14 mg, 34%). 'H NMR (400 MHz, CDsOD) & ppm 7.61 (d, 1 H)
7.13-7.19 (m, 2 H) 7.08 - 7.13 (m, 2 H) 6.94 - 7.01 (mm, 1 H) 6.56 (d, 1 H) 4.45 - 4.52 (m,
1 H)3.93(dd, 1 H) 3.84 (s, 3 H) 2.85-2.94 (m, 1 H) 2.68 - 2.78 (m, 1 H) 2.52 (dd, 1 H)
2.39 (s, 6 H); MS m/z M+H 363, M-H 361.
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conmpound as a solid (2.9 g, 84% . 1H NWR (400 MHz,

cbA3) d ppm7.14 - 7.21 (m 2 H 6.82 - 6.88 (m 1H)
w6 .2006/106i38 1H) 6.67 (s, 1H) 5.68 (dd, 1H) 5. 37p(usE2aboos2

4.55 - 4.65 (m 1H) 4.19 - 4.26 (m 1H) 4.10 (dd, 1H)

3.14 (dd, 1 H 2.83 - 2.92 (r61 1 H; MSmz MH

270. (i H 104

N- KSRy S- Et hyl S*-di hydr oAH chronenS-yl J-1~*-tri fl uoroac

etamde 2,2,2-Trifluoro- -[(3i?)-5-vinyl-3,4-di hydro-2

H onen- 3-yl ] acet am de was di ssol ved in nethanol (20
nd 10% pal | adi um on carbon (300 ng) was added
under nitrogen. The reaction nmixture was subjected to
rogen at nosphere for 30 mnutes at room
ratgre. The reaction mxture was filtered through
t gkous earth and the solvent was evaporated to
ive the fF¢1e compound as a solid (2.65 g, 95%. 1H
~NMR (400 MHz, CDCI3) d ppm 7.14 (t, 1H) 6.87 (d, 1H)

55
(i3 a%Ré-%(A@;?&zOﬂuzﬁo@yé)ds N
mfgm5§a 1.21 (t, 3 H; MSsmz MH272. (iv)
5- Et hyI 3-[(trifl uoroacetyl)am noJchr omane- 8- sul f

Thetitlé cahpamddes-syiBesyedbirthhphalggeps girgppgatipnof Example 60 (iii) and

watppetas Pt CEa e bt S IESENRE, S el o

d -
7. 1t§'h| o sh(I)&l fgﬁlli)g?%ee 1(212(91 91!}9@89 (SCPH)QSdlg@l 1 }EM@mm H) 4.53

1) wa
4.68 @iy IHM HX - £H8 ﬁnobﬁ)f%%l (ddabH&ﬁ(SﬂSiS 3rﬁ1) 2§58d¢rﬁnﬁ1)2 7h-2.82
or ded dropwi se under 13 m nutes
(thW@EWQWWe%M| ch was then allowed to come

Qom tenperature. The reaction stirred for 5 days
amtenrperature The reaction was poured on ice,
HEXt*act ed

0=5=0

o

“/NH
e

(iii) (3R)-3-Amino-5-methoxy-N-phenylchromane-8-sulfonamide
The title compound was synthesized by the analogous preparation of Example 60 (iv) and
was obtained as a white solid (247 mg, 99%). '"H NMR (400 MHz, CDCl3) 8 ppm 7.66 (d,
1H)7.17-7.25 (m,2 H) 7.10 (d, 2 H) 7.05 (t, 1 H) 6.89 (s, 1 H) 6.42 (d, 1 H) 4.28 - 4.37
(m, 1 H) 3.95 (dd, 1 H) 3.82 (s, 3 H) 3.35 - 3.45 (m, 1 H) 2.93 (dd, 1 H) 2.38 (dd, 1 H) 1.50
(bs, 2 H); MS m/z M+H 335, M-H 333.

Example 71
HN : HN" :
0=8=0 0=S=0
o) o]

L, = @Q

N~ O N

H H
0 I\ 0O

(i) (3R)-5-Methoxy-3-(methylamino)-N-phenylchromane-8-sulfonamide
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with chloroform (x3), washed wi th sodi um bi carbonate

solution, dried (MJSO4), and evaporated to give the
woizbdea2emspound (505 ng, 93% as an oil. The tPCITBE2006/000592

conmpound was the mnor product (43%pure) in the

m xture wth the nmaj or being @?e regi oi somer with the

sul fonyl chloride in the 6 p(]_a ftion. The crude was

used wi thout further purification MS mlz MH370. (ivV)

Ethyé{[{,"%g{ )83(8212%1%1]% %ﬁzﬁﬁ% fl uor 24 1hy31yo %a-rgh?o%gnlfil’; fy?]ggrlb;;mgte (180
m@& 0V maoB ir tétfah?&l&ﬁfr@ff‘ %eadﬁaf dltok):ix)é s% tg %@E@éﬁgf}%g Bthmm

synt hesi zed b he anal ogous prepara
alynmippm he(ﬁadméﬁd 109t a3 meblam anhydiots (etdbydrgfurd2 09 ml)TmEe reaction

L I NEE LS U -

Thé Yéactlon was carefull uenched with saturated sodium sulf%te éZ%S &Llé the reactlon
(3R) - 3- Ami no- N- § chl or o- 4~f | uor ophenyl’)

mikureawas filtespd rWembedrwgh t@ttdh@dmﬁlrpm amﬂthﬁdﬂtrsty wds esa;z@ae@ YThe
rmﬁ%ﬁalﬁggu% §R9 Eﬁﬂﬁé§5§a e Ivénigggnoﬂ(27ng,
7 7
18%5)%131)11\41% o0 MHQOCb@h%Sg%m78’?i&,q %gb %@B it @0851)704 (t,
R G F 408 - 4aosm 1M>4ﬂ8)(da DD 61 s, IH>1>2156 31, (2 1 D)

2. 85%%3 1984 9? 2#“’( ]l% 356 33'B MBI G M08 A

- 6- Chloro N—phw- | -3-pyrrolidml -yl chrornane-8-su
f de Chiral (3.R-3- Ani no- 6-chl oro-

o}jg henyl chr omane8- stl f onami de (40 ng, 0.12 nmol) was

ssol ved in t&F éh§ 1, 4-Di bronobut ane (28 |, 0.24
@D, DI PEA (6 SEnm)I)

NH,
0 re)

(ii) Ethyl [(3R)-8-(Anilinosulfonyl)-5 -methoxy-3,4-dihydro-2H-chromen-3-yl]carbamate
(3R)-3-Amino-5-methoxy-N-phenylchromane-8-sulfonamide Example 70 (iii) (208 mg,
0.62 mmol) was suspended in anhydrous dichloromethane (5 ml) and triethylamine (150
ul, 1.05 mmol) and ethyl chloroformate (64 ul, 0.64 mmol) were added. The reaction was
stirred for 15 minutes at room temperature. The solvent was evaporated, ethyl acetate and a
sodium bicarbonate solution were added, the mixture was extracted with ethyl acetate (x2),
dried (MgSOy), filtered and evaporated. The remains were purified on silica (55% ethyl
acetate / hexane) to give the title compound as an o0il (180 mg, 71%). "H NMR (400 MHz,
CDCls) 6 ppm 7.69 (d, 1 H) 7.31 (s, 1 H) 7.20 (t, 2 H) 7.09 - 7.15 (m, 2 H)7.03 (t, 1 H)
6.41(d, 1 H) 4.92 (d, 1 H) 4.37 (d, 1 H) 4.18 - 4.30 (m, 2 H) 4.06 - 4.17 (m,2H)3.79 (s, 3
H) 2.83 (dd, 1 H) 2.61 - 2.72 (m, 1 H) 1.19 - 1.30 (m, 3 H); MS m/z M+H 407, M-H405.
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and a few crystals of potassiumiodi de were added. The

m xture was heated to reflux for 16 hours. The sol vent
woasocaeeyser at ed and the residue was purified bpCT/SE2006/000592

preparative HPLC togive a solid (6 ng, 13%. 1H NWR

(400 MHz, DWVSCMB) d ppm 10. 9@6(3’ 1H) 7.31 - 7.47 (m

2 H 7.19 (t, 2 H 7.09 (d, H 6.99 (t, 1H 4.25 -

?638 gﬂa %F084té3 - 4.25 (m 1H 3.00 (dd, 1 H 2.82

, .5 , B 1.66 (s, 4 ; M5 mz M-H 393,

Exapgele 7Rt H 391, 393. (ing ( "

N-[(3B -3, 4-D hydro-2H chronmen-3-yl]-2,2,2-trifl uoroac
e* de (3
H 12, 2-Trifluoroacetyl)am no] -3, 4-di hydro-2
o=ddochronmen-5-yl trifluoronethanesul fonate (2.0 g, 5.1
was dissolved in DVF (4 mM) and palladiumi t
) |diacetate (6.2 ng, 0.25 mmol), triphenyl phosphi ne
~3"Nrg, 0.51 nmmol ), triethylamne (2.1 m, 15 mmol)

nd fokrmc acid (0.38 ni, 20 nmol) were added. The
m xture was heated at 6Q0C for 20 hours. Brine was

(i) (gﬂ%&ﬁl( k8 Gléﬁohﬁ.‘—fll_gllmr@dzeﬂjllxg wtlnathylahinegs- ety claotmede-isubfonamide
bt e P TG AR
. or.at. Si if | i
wad SR BUPROLAEClo D0 AR IRABOPMIE, CIIOD) O i 2030, 1 1)
7.24 ¢tdadiFet.0 b- 3A0; DAD)6.850(dgi ¥ 4ad4s-o4.5@ (rp 11 H) ¢,01888) 1 H) 2.96

1H NVR (400 IWHz, CD3 d 7.04 -
(adol D I8 o) () pep2 e E 0D (& Kyt S0 10 350 Ms dl weerans,
MA426 (M 1H 4.01 (dd, 1H) 3.13 (dd, 1H) 2.91 (dd, 1

%); MS mlz MH 244. 20 (U) Nf R

< on§™- di hydr orHchsomenS-yl IAA-trifl uoroacetam de
ryllchkoride ( i n|di ghl r onet hane, 0.30 m, O.
0 ) s adde e a solution of -[(3 f
O't 3, 4- di fydr o- 2H ¢t onen-3- ¥ -2, 2, 2-tri f| uor oacet ami d
e (50 ng, 0.20
(ii) 2,2,2-Trifluoro-N-[(3R)-5-vinyl-3,4-dihydro-2H-chromen-3-yl]acetamide

(3R)-3-[(2,2,2-trifluoroacetyl)amino]-3,4-dihydro-2 H-chromen-5-yl
trifluoromethanesulfonate (5.0 g, 12.7 mmol) was dissolved in dimethylformamide (80 ml)
and the following were added in order under argon atmosphere: lithium chloride (1.62 g,
38.1 mmol), tributyl(vinyl)tin (4.09 ml, 14 mmol) and bis(triphenylphosphine)palladium
(ID) chloride (0.89g, 1.27 mmol). The mixture was subjected to vacuum / argon (3 cycles)
and was put in a pre-heated oil bath at 90°C with stirring for 2 hours. The cooled reaction
mixture was added to an ice / water mixture and was extracted with ethyl acetate (X2),
washed with water and brine, dried (MgSO,), filtered, and evaporated to dryness. The
crude product was purified on silica (10 — 12.5% ethyl acetate in hexane) to give the title
compound as a solid (2.9 g, 84%). "H NMR (400 MHz, CDCls) § ppm 7.14 - 7.21 (m, 2 H)
6.82-6.88 (m, 1 H) 6.77 (dd, 1 H) 6.67 (s, 1 H) 5.68 (dd, 1 H) 5.37 (dd, 1 H) 4.55 - 4.65
(m, 1 H) 4.19 - 4.26 (m, 1 H) 4.10 (dd, 1 H) 3.14 (dd, 1 H) 2.83 - 2.92 (m, 1 H); MS m/z
M-H270.
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nmmol) in acetic acid (0.30 mM). The m xture was
stirred at anbient tenperature for 1 hour. 5
weubdounydsghl oride (0.1 m) was added and the nPETSE2006/000592
was stirred for an additional hour. Aqueous sodi um
hydr ogen car bonate was addeg ntil pH 7-8 and the
m xture was extracted with P@hloronethane (x3). The
conmbi ned organic |ayers were washed with brine, dried
(MyS™) and the sol vent was evaporated. The residue
pupi fied by f €hr ogat ography on silica eluting
i afigg?ma-ﬁi griadilent 5-20% Et OAc) to give a
Jsolidi (B¥F ng, 939, NVRI{400 MHz, CD3CD) d ppm 7. 04

7.16 (m 2 H 6-81 (d, 1H) 4.28 - 4.41 (m 1H) 4.16
(iii )I-lffj( ﬂfﬁyﬁﬁé@%o%%bkrg@eg % );lljg 2,(2‘,:15i trzﬂwwrogcegcﬁmgig d, 1

2.2 0 3R ffr& IBRY-8firk i r3,4- Bﬂ@ﬂﬂamxcmmmnadsmm avas d$ssblved in
fonic acid, Chlorosulfonic aC|d(gp 71 ,.2..65

methewol ) ang 1% pliidmym gn eabeR 63 I&gbwm/%ﬂdsd E‘PE‘H‘rTB n. The
reac%ho?ﬁor oﬁjcr)r W f%&ﬂﬂ_%tyf q‘%l@ég%ﬂ‘aﬂﬁos&ﬂ?ryfoﬂ% frifiRed W Rbdm! N

ure was stirred at
tempefat@fit tenperature for 16 hours. The reaction mxture

d d di chl
Theaaaipndria i oo §Y/E HROVEh SCRAPAET ATt G VorT g
eva teg)ﬁt) g%ttﬁéjtlﬂé E(g}nfé\@frﬁras @%3Mid (256’51? wyoshlamdR Wes MHz,

t he aqueous layer until was saturated. The
CDai) éppsm 7.2 ér 1. &k (d;, AdDea7d; h EBEE(s( % 3D 4eifd 4.6% (m, 1 H)

4100 o6 oo oVt Bck0t b T F 2R NI 3 &2 s 21 ¢, 3

MSSAPRQuURe;4 0. 98 g) that was used in the next step
w thout “f'urt her purlflcatlon M5 nmlz MH 358, 360 (v)
( R -chloroS-fftri fq yor oacet y*am noJchr omaneS- sul f onyl
chl.ori de To o= ]p

GLhts 2

(iv) (3R)-5-Ethyl-3-[(trifluoroacetylJamino]chromane-8-sulfonyl chloride
N-[(3R)-5-Ethyl-3,4-dihydro-2H-chromen-3-y1]-2,2,2-trifluoroacetamide (0.4 g, 1.45

or%o- acet yl am no) - chr oman- 8- su

gtk y
H F

F

mmol) was dissolved in anhydrous chloroform (5 ml) and dimethylformamide (20 drops),
cooled to -15°C and thionyl chloride (215 pl, 2.9 mmol) was added. A solution of
chlorosulfonic acid (295 ul, 3.8 mmol) in chloroform (5 ml) was added dropwise under 13
minutes to the stirred mixture, which was then allowed to come to room temperature. The
reaction stirred for 5 days at room temperature. The reaction was poured on ice, extracted
with chloroform (x3), washed with sodium bicarbonate solution, dried (MgSOy), and
evaporated to give the title compound (505 mg, 93%) as an oil. The title compound was the
minor product (43% pure) in the mixture with the major being the regioisomer with the
sulfonyl chloride in the 6 position. The crude was used without further purification, MS

m/z M-H370.
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in dichloroethane (15 m) and DVF (5 m) was added

thionyl chloride (4 m). The reaction m xture was
woeadoaded3® refl ux with a drying tube for 2 houpPeT/SER®6/000592

sol vent was renoved by evaporation. The crude was

di ssol ved in dichloronethanaﬁsnd washed with saturated

sodi um hydr ogen car bonat e, ch was reextracted with

di chl oronet hane. The conbi ned organic | ayers were

drieq:(NgSO4) and the solvent was renoved by

eapor ation. The crude material was used directly in

3 ext step Ms mz MH 376, 378. (V|)

C ]o 0-.3- (2 2 2 trifluoro-acetylanino)-chroman-8-sul
fonyIHc FOr i de (O 7 g, 1.8 mmol) in dichloronethane
(10 M) was added pyridine (165 m, 2.05 mol)

f I ; _ -
i e e R e R
chrdien-SoliveR2-milsoreiveratddy evaporation and the crude

m xture was purified b flash chromat o c(a d
The FidpheamRovnd o¥gs syRfhesiedity: the gnalpeous B UOS&* &O ﬁfl’é’ 1) an
wad 6l;tluﬁe& PO e§1t4r%§9§ig 2080, Tﬁc %ct%%nﬁlw%@m% of thk %qo%&hd)rﬁer with

was use n the next step
the 4GTonaiide #3Be 6485itionyMS)m/z M+H 481, M-H 479.
(3R) -3- Ami no~6- chl or o- N- phenyl chr omane- 8- sul f onam de

HN - 8=ToAni | i nosul f onyl ) - 6-chl or o- 3, 4- di hydr o- 2H- chr onmen-
0=330§I ]1-2,2,2- trifluoroacetamnm de (50 ng, 0.115 mmol)
di ssolved in chloroform (4 m) and aqueous sodi um
axide (2 M 4 m). The mxture was stirred at
ambi enf tenperature for 1.5 hours. Concentrated
hydrochloric acid (800 mM) was added to reach acidic
(v) PBR)- £Adizmm’b()$ehhdxger4 ﬂm@ph@iyk) Mylaﬁidmwmr&-mlfmamiidr pH
was reached and t s stirred fo
The title compound was synt es1ze yt e analogous preparatlon ot Example 60 (iv) and
was obtained as an oil (60 mg, 52%). 'H NMR (400 MHz, CDCl3) & ppm 7.60 (d, 1 H)
7.22 (dd, 1 H) 7.00 - 7.06 (m, 1 H) 6.96 (t, 1 H) 6.82 (d, 1 H) 4.39 (dd, 1 H) 3.98 (dd, 1 H)
3.42 -3.51 (m, 1 H) 3.00 (dd, 1 H) 2.56 (q, 2 H) 2.48 (dd, 1 H) 1.19 (t, 3 H); MS m/z M+H

385, M-H 383.

Example 73
(i) (3R)-6-Chloro-N-phenyl-3-pyrrolidin-1-ylchromane-8-sulfonamide

Q Chiral
0

(3R)-3-Amino-6-chloro-N-phenylchromane-8-sulfonamide (40 mg, 0.12 mmol) was
dissolved in toluene. 1,4-Dibromobutane (28 ul, 0.24 mmol), DIPEA (60ul1, 0.35 mmol)
and a few crystals of potassium iodide were added. The mixture was heated to reflux for 16

hours. The solvent was evaporated and the residue was purified by preparative HPLC to
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16 hours. The | ayers were separated and the aqueous

phase was extracted with dichl oronethane (x2). The
woaniimessor gani ¢ phases were dried (Na2SC ) amrdTiSE2006/000592

sol vents were evaporated. The crude (40 ng) was used

in the next step wthout furr:lbg purification. M5 nlz

MtH 339, 341, MH 337, 339 nple 74 (i)

(3R) - N- (4- Chl orophenyl ) - 5- met hoxy- 3- (et hyl am no) chr or

givg ¢ S0 (o CBEk SPUBHEDY MiZh s Bl b mom 100065, R ERy.3 - 747

(m, fﬂf*;hyg{tet ﬂygi Qgﬁpsa% 'ig?ﬂ%ﬂﬁltﬁ; &§51 H§l4 18--49% (m, 1 H)

was added

3.08 (kh i) D82 Gid, It |H)rﬁ ngdal @mdLMﬁm,ddS(m@ M@H 3933%05, M-H
nggg in tetrahydrofuran (1 m) under and atnosphere

39 rgon. The m xture was stirred at roomtenperature
for 1 hr and then heated to reflux for 15 mn. The
reaction mxture was allowed to cool to RT and 2.5 ni

(ii) daf(3RxqeBily dendH whraudt-40Y -3 lurilserofseianidred. The
resBItlng m ture was extracted wi th dichl oronet hane.

iC ayer was dried over sodium sul fate,
gﬁ%%d t he sol vent was renoved under reduced

pressuﬁ Re residue was purified by colum
chronatography on silica using gradi ent n1xtures

(3R2'3C@b szogﬁe A fﬁfe@iﬁ S RAROI-3 4 Qiityddd 2%1&%1%1@@@1

e compound wds i sol ated as SO|Id (24

tnﬂmgrorﬁﬁ%nesdlfbﬂﬁbd?Z(mg)@ Memol)oR@ @psobvaddmbAVIB 34 (d) arm-[;alladlum

iicstag (7 a2 fpminy e ntonphiBt i fiky O3 oty 7

mehbylé’mi% (2 1%111 @5 ol )LiNd Br8R acid(09B 1hI)20 HhoB weede fdded3The
}-[? mz MrH 382.9, 384.9, MH 381.1,
rmx;g@ vzas e d@t ﬁ@ C for 20 hours. Brine was added to the cooled mixture which

waéé;%@q?g \%1 éé.t_@&? g{ﬁpﬂ?n%lnlblne & asnlilclz iaye slv}zerg \JLEEJH%XE §nne

dried (MgSO0,), filtered and the solvent was evaporated. The residue was purified by flash
chromatography on silica eluting with heptane/EtOAc (gradient 5-30% EtOAc) to give a
solid (1.1 g, 88%). "H NMR (400 MHz, CD;0D) § ppm 7.04 - 7.16 (m, 2 H) 6.89 (t, 1 H)
6.82(d, 1 H)4.29 - 4.41 (m, 1 H) 4.16 - 4.26 (m, 1 H) 4.01 (dd, 1 H) 3.13 (dd, 1 H) 2.91

(dd, 1 H); MS m/z M-H 244.

(iii) N-[(3R)-6-Chloro-3,4-dihydro-2H-chromen-3-yl]-2,2,2-trifluoroacetamide
/©/\OJ o Chiral
ey F

Sulfurylchloride (1M in dichloromethane, 0.30 ml, 0. 30 mmol) was added dropwise to a
solution of N-[(3R)-3,4-dihydro-2H-chromen-3-yl]-2,2,2-trifluoroacetamide (50 mg, 0.20
mmol) in acetic acid (0.30 ml). The mixture was stirred at ambient temperature for 1 hour.
Sulfurylchloride (0.1 ml) was added and the mixture was stirred for an additional hour.
Aqueous sodium hydrogen carbonate was added until pH 7-8 and the mixture was
extracted with dichloromethane (x3). The combined organic layers were washed with

brine, dried (MgSO,) and the solvent was evaporated. The residue was purified by flash
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3-yl)carbamat e(3 ) - 3- apnho-

- (4-chl orophenyl ) - 5- net hoxychr omane- 8- sul fonam de (171
wogoosd2éB8s mol ) was di ssolved in 5 nl di chl or oretrisan®es/000592

Et hyl chl orof ormate (0.044 m, 0.46 nmol) and pyridine

(0.075 nl, 0.926 nmmol) were added and the reaction

m xture was stirred for 1 h . Dichl oronet hane (20

m ) were added and the organi c phase was washed wth

1M hydrochloric acid, water and sat. Na tion. .
chrofrato gyandarrvingsijitaeadetingaitly eRianct ﬁ@@@ﬁsr,ad@m %—29%85%9%@6 a
. vent S1 ur
soli S POT0 V60 5K 1oy SHEL IR0 bl o% g QP wese . 110
4.280uf 41 (g at 11PN.16 1 H. D\, (14ED4.Dedd, CBD B3 GddyprH)72. 8 (ddd | Hi); MS
7.18 gd, 2 H 7.02 - 7.08(m 2 H 6.44 (d, 1H
m/zM-ED278,236.7 (m 1 H 4.34 - 4.43 (m 1 H 4.10 - 4.33
(m 3H 3.83 (s, 3H 2.87 (dd, 1 H 2.63 - 2.72 (m
1H 1.21 - 1.31 (m 3 H. M5 mlz MtH 440.7, 442.86,
(iv) [BRNEICAR Fo-B; [ (A BioTfoadeyHati3®] &hromuaQe-§-sulfeniy acid,
(3R) - 3-am no-hN-(4- chl or ophenyl ) - 5- net hoxychr omane- 8- su
Hd\ggmam de N-(Z ('aéR) -S-{ [(4-chl orophenyl )am no] sul f onyl

}152 get hoxy- 3, 4-di hydro-2 Hchronen-3-yl)-
mtrpfl uor oacet anmi de (607 ng, 1.3 nmol) was
cl o B<I5 m et hanol . 2M sodi um hydroxi de (1. 96
m, 3.9 ) were added and the reaction m xture was

ol 4501 ot AT G0 el
chrc‘r’l\ge}éigS\l}%@,%aggqg%&&g%ﬁg};@%ﬁa €55 45 SniAdd it HoRMBIAOESM) at 0°C.

addi t1on of | M sodi um
Theaaixbee atae stifféteataquisentsethperatnrefas 1@ kowrscTheireagtion mixture was

di chl ' i
pougi e e ORISR megians Sctdinany s 16tsT Whfe gparated. The
org%nﬁw[ﬁgxal%‘%?fac{eﬂ Q%%f;ga@f 883 WRliun] BEloFi88 vdy 8dde%o the aqueous

ng a 2 col um,
Jayer until it was saturated. The aqueous layer was extracted with EtOAc (X3) and the

combined organic layers were dried (MgSOy) and the solvent was evaporated to give the
crude title compound (0.98 g) that was used in the next step without further purification,

MS m/z M-H 358, 360.

(v) (3R)-6-chloro-3-[(trifluoroacetyl)amino] chromane-8-sulfonyl chloride

Cl ,,o Chiral

Ci

To 6-chloro-3-(2,2,2-trifluoro-acetylamino)-chroman-8-sulfonic acid (975 mg, 2.7 mmol)
in dichloroethane (15 ml) and DMF (5 ml) was added thionyl chloride (4 ml). The reaction
mixture was heated to reflux with a drying tube for 2 hours. The solvent was removed by
evaporation. The crude was dissolved in dichloromethane and washed with saturated
sodium hydrogen carbonate, which was reextracted with dichloromethane. The combined
organic layers were dried (MgSOs) and the solvent was removed by evaporation. The

crude material was used directly in the next step. MS m/z M-H 376, 378.
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washi ng wi th di chl oronet hane, nethanol and el uting

with 0. 7M ammoni a i n net hanol vyielding the product
wO02d®/mep3872 %9. MS mz MH 367.(iv) PCT/SE2006/000592

N-((3R)-8-{[ (4-chl orophenyl)am no] sul f onyl } - 5- net hoxy-

3, 4-di hydro-2H chronen-3- yl)-2,2,2-trifluoroacetam de

p- Chl oroaniline (165 ng, 1.2 1mml) was added to a

sol ution of (3i?)-5-Mthoxy- 3-

[(trifluoroacetyl)am no]chromane-8-sul fonyl chloride

(460 ng, 1.23 mmol) in dichloronethane (5 m) foll owed

By S addit ] wridin . o)) o
R0 SR RIS By Do Ry 2 29
triffboeddcetapridt hane was added (20 ml) and the organic
(:zgase was ma%ped with I N hydrochloric acid, water,

t. aqueous 48di um hydr ogencar bonat e sol uti on and

rigd (sodiumsulfate). The sol vent was renoved under

ced pressure and the product (613 ng, quant.) was
i thout further purification. M5 mz MH 464.8

462. 9 464.9. Exanple 75 (i)

~BLEt y-3-(met hyl am no)-N-[4-(trifluoronethyl)p

henyl ] chr ofrane- 8- sul fonam de A sol ution of Ethyl

To bl P N Gty ) et B e cBlggide 40 g) 1.8 mmol)
in dicHlbrafRné B8 WD.w. 4880 pPRlide (185105 BiSol) followed by aniline

tetrahydrofuran (3m ) was added to a suspension of
(187 o ol heiFagden BéxtuEavasgtingd 37roempleperature for 1 hour. The

r 1 .under an_at nmspher e
sol RAPKES SATVLE LY BOMGRIN AR dhe (LI P Bingan et o
chrématogfphy on silida (HeptanbF0Ad, gradiest; 80201 30:86) tBigive P Bte
m xt yr S gooledto room tenperature and sat. sodi um
COH&%&%“P@@-%\%ES %) Ferssaligh Ehigisphd wasiased ditestlyrinba mextagep. MS
m/z M+H 435, 437, M-H 433, 435.

(vii) (3R)-3-Amino-6-chloro-N-phenylchromane-8-sulfonamide

Q Chiral
o}

N-[(3R)-8-(Anilinosulfonyl)-6-chloro-3,4-dihydro-2H-chromen-3-yl]-2,2,2-
trifluoroacetamide (50 mg, 0.115 mmol) was dissolved in chloroform (4 ml) and aqueous
sodium hydroxide (2 M, 4 ml). The mixture was stirred at ambient temperature for 1.5
hours. Concentrated hydrochloric acid (800 ul) was added to reach acidic pH. Sodium
hydrogen carbonate was added until basic pH was reached and the mixture was stirred for
16 hours. The layers were separated and the aqueous phase was extracted with
dichloromethane (x2). The combined organic phases were dried (Na,SO4) and the solvents
were evaporated. The crude (40 mg) was used in the next step without further purification.
MS m/z M+H 339, 341, M-H 337, 339.



diluted with dichloronethane (10 m) and filtered,

dried (sodiumsulfate) and the sol vent was renoved.
woheospzesdsict was purified using HPLC to yield BdTisB2008000592

% of product. 1H NWVR (400 I\/Hz CDA 3) d ppm 7.65 (d,

1H) 7.44 (d, 2 H 7.21 (d, ]2) 6.43 (d, 1H) 5.15 -

5.24 (m 1H) 3.84 (s, 3 H) el (dd, 1H 2.75 - 2.89

(m 3 2.50 (s, 3 H. M5 nz MH 416.6, MH 414.6.

Ex 'PBI%H; met hoxy- 8- ({[4- (trifluoronethyl)phenyl]amnm no}s
h [
O T 2 e R B B i G B,
0. 049 nthral0. 61 nmol ) were added to a solution of
?) - 3-am no- 5- met hoxy- 7V- [ 4- (tri fl uoromet hyl ) phenyl ]
r omane- 8- sul fonam de (106 ng, 0.263 mmol) in
i chl oronet hane (2 m). After one hour nore Ethyl
_Q J)oroformate (0.049 M) and pyridine (0.049 nm) were
addgd and the reaction mxture was stirred for another
ar ) D chl or onet hane was added (10 nml) and the
F 'v,@/phase was washed with 1M hydrochloric acid and
subseqiently with sat. sodi um hydrogencar bonat e
“sol ution. The organi ¢ phase was dried (sodium

A sr%m&foﬁtog )ethiyfé (B3RS @e{‘f(lfﬁaﬂofo fie dﬁ@aﬁﬁ%]s I}eme@lgo)éﬂi@@fdlhydro-

uce ssure Wwas purl I ed
5 2Hed1nmmat 6gzll)apfopmte (8P mg; &. 1L9§|mrgolé ngteanahgdmﬁman (2 ml) was added to a

t ane t. 0- 000 0, t hyl
suRERIGH o SO ERG SRy 9y S BTR ™ e gL
un(ﬂéf'%lnd Msﬁﬁer@ oP BfBoh.: TiRe htkturbas 6tidéd éﬁr,ooih tE%pe?raaﬂ;e €6t 1 hr and
6.47 (d, 4.70 - 4.76 (m 1 33-441r31]
them Hpatad ggreﬂux, fQ15 ?mn Thefyeagtigmmixture3awss) al@v&gg to gepl tg&) and 2.5

ml zziaztgg@eomﬁ%&ﬁgﬁl}#g (%;Pﬁ@hsﬁ;af?d%d( The %smmg %tﬂi&w&é’“ Sltracted

10  with dichloromethane. The organic layer was dried over sodium sulfate, filtered and the

solvent was removed under reduced pressure. The residue was purified by column

chromatography on silica using gradient mixtures dichloromethane/methanol (0 - 20 %

methanol) as eluent. The title compound was isolated as a solid (24 mg, 32%).

'H NMR (400 MHz, CDCls) 8 ppm 7.63 (d, 1 H) 7.12 - 7.18 (m, 2 H) 7.04 - 7.10 (m, 2 H)
15 6.41(d, 1H)4.34-4.41 (m, 1 H)4.04-4.12 (m, 1 H) 3.83 (5,3 H) 3.02 - 3.10 (m, 1 H)

2.83-2.92 (m, 1 H) 2.54 (s, 3 H) 2.47 (dd, 1 H). MS m/z M+H 382.9, 384.9, M-H 381.1,

383.2.

(ii) Ethyl ((3R)-8-{[(4-chlorophenyl)amino] sulfonyl }-5-methoxy-3,4-dikydro-2H-chromen-

20  3-yl)carbamate
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(H)

(3R) - 3-am no- 5- net hoxy-N-[4-(trifl uoronethyl)phenyl]ch
woalrsane38- sul f ona7ni de2, 2, 2-trifl uoro-i V-[(3i PLTSE®6/000592

oxy-8-({[4-(trifluoromethyl)phenyl]ainino}sulfonyl)-3,

4- dihydro-ZFLchronen-S-yI]aﬁ%tan1de (152 ng, 0.31

mmol ) and amonia in nethanocl™ (7M 0.436 ), nethanol

(1 mM) and water (0.1 m) were heated in a nmcrowave

R arhasl et ToipBhere bR HErR Rt Brou o RiBg (1  Fagn46
mﬂ@?w%@@i%s}d%édﬁﬁ%’tmf &%Bllaﬁfmeﬁhﬁrﬂef Eddich®rofoMRaid (8.0Mt i, 0.46 mmol)

V)
ancﬂpm@net GOi G7I5un} 6- %[n(xmay) yereveddedand the(ippetioptmixture sies siggred for 1

hov.ay hg;gn gﬂ? 53%%? %ci(}ccg agé tlaa orgamg IPB?%C Jies Ovizashed with 1 M

hy c(raérﬁ&,néadvatm&:\/a&f dal INJHGOsohaRat The afgaﬁi@];mhgepwmmﬂ Ma,S0y),
quon%t chiori de (113 ng, 0.303 mmol)

filteried lah@ therreteahwag 1emeved Bpder pgduced B@Sf(lm dléhf qpde pyodugst (90 meg,
| 1t | f
44 @I SD\HS wﬂﬂgﬁﬁuﬁﬁeraqu%?lc%(@gn o, 0. 364 ) in

UOT one

'H @hMRI (@G)(DN’HH‘I @mzlgpa Pprl7)67 (ahEH) Faldt (oD Hyi PO Tzowﬁ 2 H) 6.44 (d,
stirred for hours and the sol vent was renoved und

| EDekfifiochi7 ploes L b 3 ]dHM\AQs U3 (om0 B3 s i) B87 (@4, 1

i 388 2 PP ) S U ERELATRG 0 e 7,

4507 dUEU38 8544019, quant.). M5 mz M+H 498 6, MH
496. 7. Exanpl e 16 (
(SRyN*S*- Di chl or ophenyi yS- met hoxy- S*net hyl am noj chr oma

(iii?ﬁz? );rfg{z‘;h%zgqgﬁ-@ﬁlob%e%lt) '5%&9{5@%%&%% B d%ﬂaﬁz% USII ng

cri I'n” Exanp

H NVR (400 Mz, CDCl3) d ppm 7. 59 (d 1H) 721- 726
2 H 7.03 (dd, 1H) 6.42

N-((3R)-8-{[(4-chlorophenyl)amino]sulfonyl }-5-methoxy-3,4-dihydro-2H-chromen-3-yl)-
2,2, 2-trifluoroacetamide (607 mg, 1.3 mmol) was stirred in 15 ml methanol. 2M sodium
hydroxide (1.96 ml, 3.92 mmol) were added and the reaction mixture was stirred for 7
days. The pH was adjusted to ca. 6.5 by the addition of solid ammonium chloride. The
methanol was removed under reduced pressure and the aqueous layer was made basic by
addition of 1M sodium carbonate. The aqueous layer was extracted with dichloromethane
twice, the combined extracts were dried (sodium sulfate), filtered and the solvent was
removed under reduced pressure. The residue was purified using a SCX-2 column,
washing with dichloromethane, methanol and eluting with 0.7M ammonia in methanol
yielding the product (348 mg, 72 %).

MS m/z M-H 367.
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(d, 1H 5.15 - 5.25 (m 1H) 3.84 (s, 3 H 3.23 (dd,

1H) 2.87 (d, 2 H 2.80 (dd, 1H 2.53 (s, 3 H. MsSnz
wOkbboA238, 418.5, 420.5, MH 414.6, 416.5, 418C®/SELddy/000592

et hyl

((3R)-8-{[ (3, 4-dichl orophenyl );am no] sul f onyl } - 5- met hox

y- 3, 4-di hydr o- 2Hchr onen- y]1 carbamate The title

conpound mas prepared usrng t he nethod described in

i) to give the pr

(iv )4‘v}4(3§ )- %M[ 4- thgrophe )41;7@71(( Hd_fony?}d methoxy ? 4- dzhydro 2H-chr0men 3-
yl)_g ,?ﬁ &%%Q@: 4- di chl or ophenyl ) - 5- met hoxychr omane-
onam

e title conpound was prepared using the

‘%*rethod described in Exanple 75 (iii) to give the
@oduct (quant.). -Ms mlz M+H 402.7, 404.6, MH 400.7,

2.7. s (iv)
N ((3R)-8-{[ (3, 4-di chl orophenyl ) am no] sul fonyl J-5-neth
o_gwé,y 3, 4- di hydr o- 2Hchr onen-
)-2,2,2-trifluoroacetam de The title conmpound was
@@ usr ng the nethod described in Exanple 75 (iv)
O the product (95% . MS mlz M+H 498.6, 500.6
/CMH 496 7, 498.6 Exanple 77 (i)

37) - 5- Met hoxy- 3- ( et TA-[3-(trif) t net h
)@wyh]l@: ﬂﬁg)r%&é S@%M?S&r@)ﬁrl Erbarml,utgqr{ 4>fe< g?ﬁ%\ﬁlgﬁeﬂ‘\//ﬁ-

B
dichloromethane (5 ml) followed by the addition of pyridine (0.25 ml, 3.08 mmol) and the
reaction mixture was stirred for 2 hours. Dichloromethane was added (20 ml) and the
organic phase was washed with 1N hydrochloric acid, water, sat. aqueous sodium
hydrogencarbonate solution and dried (sodium sulfate). The solvent was removed under
reduced pressure and the product (613 mg, quant.) was used without further purification.

MS m/z M+H 464.8 M-H 462.9, 464.9.

Example 75
(i) (3R)-5-Methoxy-3-(methylamino)-N-[4-(trifluoromethyl )phenyl [ chromane-8-
sulfonamide

F .
F £ Chiral

NH
O=é=0

O
E;: j&,H/

O

A solution of Ethyl [(3R)-5-methoxy-8-({[4-(trifluoromethyl)phenylJamino } sulfonyl)-3,4-
dihydro-2H-chromen-3-yl]carbamate (88 mg, 0.185 mmol) in anhydrous tetrahydrofuran
(3ml) was added to a suspension of lithium aluminumhydride (14 mg, 0.37 mmol) in
anhydrous tetrahydrofuran (1 ml) under an atmosphere of argon. The mixture was stirred at

room temperature for 10 min and then heated to reflux fro 30 min. The mixture was cooled
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1H NMR (400 MHz, CDCI3) d ppm 7.61 (d, 1H) 7.22 - 7.43
(m 4 H 6.40 (d, 1H) 5.13 - 5.23 (m 1H) 3.83 (s, 3

woRo®/123¢dd, 1H) 2.84 - 2.87 (m 2 H 2.77 (d@8CTAER06/000592
2.51 (s, 3 H. 5 M mz MtH 416.7, MH 414.7. (H)

ethyl [(3R)- 5rrethoxy8({[3%5tr|b
uor onet hyl ) phenyl ] a?ni no} sul ]f nyl) -3, 4-di hydro- 2Hchr om
en- 3-yl]car barrate io The title conpound was prepared

AR R ARG RN I T -

d111§tleh Wwith dlchloromethane (10 ml) and flltered dried (sodium sulfate) and the solvent
(3R) - 3- am no- 5- met hoxy-"N-[ 3- (tri fl uoronet hyl) phenyl ] ch

wag pareouedSThaprodwciniad @unﬁedhsng HoLE @dmid @Adngvésl %) of product.

AN EM LR ORE Bradan O LETPR @ R dhalerae 11

2
525 I A L L2820 (3,1 AT

M—Hillﬁl)@ﬁehvﬂyH]"dﬁﬁno} sul fonyl ) -
3, 4- di hydr o- 2H chronen- 3-yl ] acet am deThe title
conmpound was prepared using the nmethod described in

(ii )@mﬂmﬂeﬂfxn(eﬂw)cy BQ{ M- (ehﬂu&ﬂaﬁzeMy@gu@iyw%%}mzyﬁymﬂ Whdro-
.8 Exanmple 78 (i)
ZH(@R?”Z@ WK@X@W@W met hyl am no) - N- qui nol i n- 2-yl chr omane
cr8-sul fonam de 2, 2,2-Trifluoro- -{(3
-5-met hoxy-8-[ (qui nolin-2-yl am no) sul fonyl]-3, 4-di hy
0- 2 Hc]

Ethyl chloroformate (0.029 ml, 0.31 mmol) and pyridine (0.049 ml, 0.61 mmol) were
added to a solution of (3R)-3-amino-5-methoxy-N-[4-(trifluoromethyl)phenyl]chromane-8-
sulfonamide (106 mg, 0.263 mmol) in dichloromethane (2 ml). After one hour more Ethyl
chloroformate (0.049 ml) and pyridine (0.049 ml) were added and the reaction mixture was
stirred for another hour. Dichloromethane was added (10 ml) and the organic phase was
washed with 1 M hydrochloric acid and subsequently with sat. sodium hydrogencarbonate
solution. The organic phase was dried (sodium sulfate), filtered and the solvent was
removed under reduced pressure. The residue was purified by chromatography on silica
using a gradient of heptane/ethyl acetate reaching from 0-100% of ethyl acetate to yield 93
mg (74 %) of product.

"H NMR (400 MHz, CDCls) & ppm 7.75(d, 1 H) 7.47 (d, 2 H) 7.21 (d, 2 H) 6.47 (d, 1 H)
4.70 - 4.76 (m, 1 H) 433 - 4.41 (m, 1 H) 4.09 - 4.25 (m, 3 H) 3.83 (s, 3 H) 2.86 (dd, 1 H)
2.62-2.71 (m, 1 H) 1.22 - 1.32 (m, 3 H). MS m/z M+H 474.6, M+NH; 491.7, M-H 472.7.

(iii) (3R)-3-amino-5-methoxy-N-[4-(trifluoromethyl)phenyl]chromane-8-sulfonamide
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i romen-3-yl }-iV~-net hyl acetam de (90 ng) was di ssol ved
in 3 m tetrahydrofuran. 5N sodi um hydroxide (2 m)
woen®/added and the reaction mixture was stirredriSer00d000592
hours. I N hydrochloric acid was added until neutral pH
and sat. sodi um hydrogencar ggate sol uti on was added
and the m xture was extract with chloroform (tw ce).
The conbi ned organi ¢ phase was dried (sodiumsulfate),
fiLltered and the sol vent was renoved under reduced
=essure. The residue was purified using a SCX col um,
shing with nethanol and eluting with 0. 7M ammoni a in
t hanol . The product was then purified by
hr omat ography on silica using a gradi ent of
BHC 3/ MeOH NH3 reachi ng from 0-10% of net hano
o=F®ntaining ammonia (3% to yield the product (25 ng,
@ 1H NWVR (400 MHz, CD3CD) d ppm 8.13 (d, 1H) 7.82
7.79 (m 1H) 7.69 (m 1 H 7.60 (d, 1H) 7.42
7 35 (m 1H) 6 65 (d, 1H) 4.03 (m 1FD 3.88
3.70 (m 1 2.85 - 2.96 (m 2 H 2.42 (m

2,2 %uor%% ([@R) 5 r'_r?ethoxy-iaz{f4—%{lﬁﬁugg)%le9hyﬂwhen}%?armnof Hifonyl) 3,4-
dih &%@H %hﬂasﬁ{eh@iyr]é’ceﬂmﬂu@gl Qngwnhﬁmmi&ayhﬂa@ﬂa limmaﬂﬁnol (M,
a

?) - 5- met hoxychr oman

m ne 82 mmol ) wer .
0. 4@16 msh; Imegzniph( 12@1) anfl vegtes 0. éﬁ@h@@rﬁabf@t%na atrn@rwvetq% at 140 °C
or ST Eal G 0 bl SRR Sal 0 Hopr@ad: 136 me.

mu@@dﬂﬁ1&6dhhﬁomﬁhﬂhmqmm@mdmﬁt|rrlng was conti nued for
10 mn_at 0 C. The reaction was allowed to warmup to
MS e i-E R At 43h8 successivel y washed with sat.
sodi um hydr ogencar bonate, I N hydrochloric acid and
again wth sat sodi um hydrogencarbonate sol uti on. The
(iv )i, B antriflupioal € (IRYsS -treiiogy-85 Ol (ariflsarbinatigl)phdriyl lnevimed sidfeayl)-3,4-
the;ﬁ?' ent S rean%d under reduced
dihydro-2H-chromen-3-yl]acetam

FuF

O
(0]
‘ry F
N
FF

A solution of (3R)-5-Methoxy-3-[(trifluoroacetyl)amino]chromane-8-sulfonyl chloride

0O

(113 mg, 0.303 mmol) in dichloromethane (1 ml) and pyridine (0.061 ml, 0.76 mmol) was
added to a solution of p-trifluoromethylaniline (59 mg, 0.364 mmol) in dichloromethane
(0.5 ml). The reaction mixture was stirred for 8 hours and the solvent was removed under
reduced pressure. The residue was purified by using a SCX-2 column washing with
dichloromethane and eluting with 2% methanol in dichlormethane to yield the product
(157 mg, quant.).

MS m/z M+H 498.6, M-H 496.7.



pressure. The product (19.7g, 96% was used w t hout

further purification. Ms mz MH 252.12 (H)
wWO02R)6r136988t hoxy- N- net hyl chr oman- 3- am ne Chi r al PAT/SE2006/000592

solution of ethyl

[(3i?)-5-nethoxy-3,4-dihydrq; H chr omen- 3-yl ] car bamat e

(10 g, 40 mmol ) in tetrahydr& uran (50 m), was slowy

added to a suspension of |ithium alum num hydride (2.1

g, b5 ) in tetrahydrofuran (50 m) under argon
Ex%HWW%ﬁﬂg?e. After conpletion of the addition and the

. it or L O0eR. - : i .
) oh GRS A onaide
Fleact i onchmi xt ure was cooled to 5 - 10 Cwth an ice
# and deconposed by cautious, dropw se addition of
1 mM of water, followed by 2.1 ml of 15% aqg. sodi um
droxide and finally by 6.3 nl of water. The m xture
@%§ all owed to reach roomtenperature, stirred for an
ditional hour and filtered. The filtercake is washed
tetrahydrofuran and the conbined filtrate was
AT at ed under reduced pressure to give the
_product, which was used without further purification.
M5 nmlz MEH 194.02 (iv)
I =~ - i | i .
The% g@s ¢ ﬁM%f s 93?* prepaiEl & thE infokitRr RAGSSA! ih FRRNPRI G128 me,
5 42%hl ori de(3i ?)-5- Met hoxy-i V- net hyl chroman- 3-ami ne (3.6

'n et T Gl nnis b o P Ea e L7 B5kad Wom .02

i d 8 .
a, g{}gﬁ{/ 5 0856 4m3? Hl3lseRd 1;1:) RBA (g&a}?H%)éW(@,S‘Z Aslded (dd, 1 1D 2.53

The 'm xture was irre for 5'mn
(s, B BB NMShe/znVix LA 16.00dd 8.8 420 M kb4t bachlGDdidBOenper at ur e
and stirred for 2 hours. The m xture was washed wth
aqueous saturated sodi um hydrogen carbonate, IM

w  (ii)RyEl QSR)-8L/ B, AgiAIABShenyl )amino]sulfornyl }-5-methoxy-3,4-dihydro-2H-
chromen-3-yl)carbamate
cl

%

The title compound was prepared using the method described in Example 75 (ii) to give
the product (68%).
15 MS m/z M+H 474.6, M-H 472.7, 474.6

(iii) (3R)-3-amino-N-(3,4-dichlorophenyl)-5-methoxychromane-8-sulfonamide



aqueous saturated sodi um hydrogen carbonate. The
organic |layer was dried (sodiumsulfate), filtered and
woheosgiabosent was evaporated. The residue (4.2 gLTHES006/000592
di ssol ved in dichloronmethane (10 m) and the m xture
was cooled to 0C. Chl orosulfclﬁ‘ic acid (1.9 m, 28.2
mmol ) in di chl or onet hane (101 ) was added dropwi se to
the m xture. The m xture was stirred at 00C for 10 mn
cgnd thionyl chloride (3.1 m, 42.3 mmol) in
i gl oronet hane (10 m) was added dropw se. DVF (0.2
) was added and the m xture was stirred at RT for 20
ours. The m xture was poured onto ice and the phases
Nere separated. The organic |ayer was washed with
O=%s@t ur at ed aqueous sodi um hydrogen carbonate (x2),
i (Na2S™4), filtered and the sol vent was
r\lﬂted to give a solid (3.8 g). M5 nlz M+H 388.
V) 2
72,2,2-Trifluoro-N {(3R)-5-met hoxy-8-[ (quinolin-2-ylanm
Theio'ari]tZéJnM{Hé }%ﬂjn%i m{ﬂiyawacig& 2 dg}feﬁlod described in Example 75 (iii) to give
the (pBodaict Grabet)noxy- 3- [ met hyl (tri fl uor oacetyl ) am no] chrona

ne- 8- I | oride (.7 , 2.0 nmmol) and
Ms?“%%@ﬁq%ﬂ%nn%l‘lp%g I%Hdﬁ’ﬁﬁagzﬂgmm ) were dissolved in
5 chl oroform (10 m). DIPEA (0.9 m) was added. The
m xture was heated at 400C for 20 hours. ridine (0.6

(v )WV (3R SS- H Ot dickbaroplasy biwmingd sudfgey) | HeaeBoyad 446l dr e H3
hours, T .xi ure mashed with I M hydrochloric
c}lrgwfﬁ%%ﬁa’gaéﬂﬂﬁggéo C?%’Z"é}g%s sodi um hydr ogen car bonat e.

GTheor gani ¢ phase was dried (Na SO4), filtered and the
ent was evaporated. The residue was purified by
romat ogr aphy on silica using a gradi ent of
3/ MeOH NH 3 reaching from 0-10% of net hanol
o-&pntaining amonia (3% to give the product (180 ny,

8% %S m z MrH496
RF
L
o) H F

The title compound was prepared using the method described in Example 75 (iv) to yield

10  the product (95%).
MS m/z M+H 498.6, 500.6 M-H 496.7, 498.6

Example 77
(i) (3R )-5-Methoxy-3-(methylamino)-N-[ 3-(trifluoromethyl )phenyl]chromane-8-

15 sulfonamide
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Exanmple 79 (i)

(3R) - N- (3- Cyanophenyl ) - 5- net hoxy- 3- (et hyl am no) chr oma
woee®@gedsgonam de N-( R)-& { [(3-Cyanophenyl ) arCmSE2006/000592

sul fonyl }-5-nmethoxy-3 ,4-di hydro-2H chronen- 3-yl) ~

2,2,2-trifluoro- |V-rrethyl aceltgm de (74 ng, 0.55 nmol)

was di ssol ved i n net hanol m ) and aqueous sodi um

hydroxi de (2M 0.75 nl) was added. The m xture was

stirred at anbient tenperatur for 2 Qurs. T . .
The Hitlq STBPQAS 8 PERPGSERE i srnod a%fg?& BR &%Pg?” (i) to yield
h water and extracted with Et QAc (x3) and
theglk(%:df.él%gggné}hane. The conbi ned organic | ayers were

TH NIV 4AONSIZBOEDCLE)id fipen G 1adol By 228r-at43d(m, AE) 6.48i(dueH) 5.13 -

5 28 0] G151 C LD SRRGTA s S g A1 (5P 2:51 5,3 D

39 t lid (26
M4 N I e Dol 3) 6 ppm 763 (1 H. )
7.46-749(1Hn)741-745(1Hn)731-736
(ii)I(ﬁghyglj[@% égméqﬂro 8- g'[ég ri ﬂl@rq@étziyll)meg aiﬁzngém fin 3,%&1}_' ydro-2H-
ch,é,%g,?_f(};(i{_ﬁl)d,rbé)mtg 53 (1 H dd); MS mz MH 374 0, MH

3R) - 8- {[ (3- Cyanophenyl ) am no] sul f onyl } - 5- net hoxy- 3
i hydro-2H-chrone i - 3-
)-2,2,2-trifluoro-Nnethyl acetam de(3i ?)-5-Met hoxy-3
nH met hyl (trifluoroacetyl)am no] chromane- 8- sul f onyl
O=%Rl oride (194 ng, 0.5 mmol ), 3-am nobenzonitrile (118
g O 1 9 mmol ) and pyridine (200 m, 2.5 nmol) were

4 i n di chl oronet hane (3 n1) The m xture was
Sti rrad Qt anbient tenperature for 20 hours. EtQOAc was
added and the m xture was washed wi th hydrochloric

Th@ﬁﬂ@' éthpBundapus SOEHinEMhB Yebtitod diSciiBdd)in BxEmpid B (i) to gi
he gr %ﬁéﬁnc phggéét%\r/vas dlyglmed (Na SO4§ flllnter e?:lmatand(nt)hoeglve

themdmh Ma$ evaporated. The residue was purified by
CH B HARN PR h] 1 ca

(iii) (3R)-3-amino-5-methoxy-N-[3-(trifluoromethyl)phenyl]chromane-8-sulfonamide

The title compound was prepared using the method described in Example 75 (iii) to yield
the product (quant.).
MS m/z M+H 402.7, 420.5, M-H 400.8.

(iv) 2,2,2-trifluoro-N-[(3R)-5-methoxy-8-({[3-(trifluoromethyl )phenyl ] amino Jsulfonyl)-
3,4-dihydro-2H-chromen-3-yl]acetamide
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usi ng a gradi ent of heptane/ethyl acetate reaching
fromO0-100% of ethyl acetate to give a solid (51 ng,
warege/12688m z M H 468. 1 Exanple 80 (i) PCT/SE2006/000592
(3R) - N- (4- Cyanophenyl ) - 5- net hoxy- 3- (net hyl am no) chr oma
ne-8-sul fonam de The title c&p‘pound was prepared using
t he nmet hod described in Exanple 79 (i) to give a solid
(29 ng, 45%, 1H NWR (400 MHz, CDCI3) d ppm7.72 (1 H,
d)_7.49 (2 H d) 7.20 (2 H, d) 6.46 (1 H, d) 4.32 -
4. (1H m 4.01 - 4.07 (1 H m 3.84 (3 H s) 3.01
3F09 (1 H mM 2.87 (1 H dd) 2.54 (3 H s) 2.46 (1
, dd); M5 nmlz MFH 374.0, MH 372.1 (ii N R- - -Cya
Ntphenyl am noJsulf oiiylJ- -nethoxy- -dihydro
O=$0chroneit-Syl)- 2,2,2-trifluoro-N methyl acet am de The
i gonpound was prepared using the nethod descri bed
I\ﬁ L& 79 (ii) to give a solid (69 ng, 29%. M
z H'468. 1Exanpl e 81
3K) - | >i - (4- Chl or ophenyl ) - 3- (di met hyl am no) - 5- met hoxyc
i érgifp y 34?% ' ekitdescribed in Example 75 (iv) to yield
Th{‘f{%_ ocr%ggh%égr? [)- 5(%11?;&@&&3%_ (et hyl am no) chPoman(e-)8- y
the pudduon@3’gde (38 nig, 0.10 nmol) was dissolved in

f or mal dehyde (33% aqueous
Mﬁ%ﬁn‘d@o[pﬁhﬁ%o mmol ) and aceti(z: acid (2 1) were

added. The m xture was stirred at anbi ent tenperature
for 1 hour. Sodi um cyanoborohydride (32 ng, 0.50 mol)
Exgmpleatfded and the nmixture was stirred at anbient

(i) WM%%&?&Q%:}%%%H 5—&'—q1)7%%fan-mcﬂ%rﬁarﬁagé—gulﬁog%zic@e S

m Chiral
N,
HN N

|
0=5=0
o

e

"l,N/
H

Pre

2,2,2-Trifluoro-N-{(3R)-5-methoxy-8-[(quinolin-2-ylamino)sulfonyl]-3,4-dihydro-2H-
chromen-3-yl }-N-methylacetamide (90 mg) was dissolved in 3 ml tetrahydrofuran. SN
sodium hydroxide (2 ml) were added and the reaction mixture was stirred for 10 hours. 1N
hydrochloric acid was added until neutral pH and sat. sodium hydrogencarbonate solution
was added and the mixture was extracted with chloroform (twice). The combined organic
phase was dried (sodium sulfate), filtered and the solvent was removed under reduced
pressure. The residue was purified using a SCX column, washing with methanol and
eluting with 0.7M ammonia in methanol. The product was then purified by
chromatography on silica using a gradient of CHCl3/MeOH/NH; reaching from 0-10% of
methanol containing ammonia (3%) to yield the product (25 mg, 35%).

'H NMR (400 MHz, CDs0D) & ppm 8.13 (d, 1 H) 7.82 (d, 1 H) 7.79 (m, 1 H) 7.69 (m, 1
H) 7.60 (d, 1 H) 7.42 (m, 1 H) 7.35 (m, 1 H) 6.65 (d, 1 H) 4.03 (m, 1 H) 3.88 (s, 3 H) 3.70
(m, 1 H) 2.85 - 2.96 (m, 2 H) 2.42 (m, 1 H) 2.33 (m, 3 H); MS m/z M+H 400.0, M-H
398.2.
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was added and the m xture was concentrated under
reduced pressure. Aqueous sodi um hydroxide (IM was
weadomd26a38i | pH 8-9. The m xture was extract edP@iriSE2006/000592
Et OAc (x3) and the conbi ned organi c phases were dried
(Na 2SO0 ) , filtered and thejczaol vent was evapor at ed.
The residue was purified by romat ogr aphy on silica
using a gradient of CHCO 3/MeOH NH 3 reaching from
0-10% of . met hanol _ cont ai nj anmonja. (3% to give a
(i B (B gt B CHOG e T Cerhamsge Dom 762
loH, d) 7. pf2 H d) 7.07 (2 H d) 6.43 ( 1 H d)
@ 63 (1 H, m 3.85 (3 H, s) 2.87 - 2.97 (1 H,
(A z
395.1

é/g M, br. s.) 2.46 (4 H, br. s.); M5 mz MH
, HM H 397. 0 Exanple 82
“(3R) - N- ( 3- Cyanophenyl ) - 3- (di met hyl am no) - 5- met hoxychr o
CRR3 ST Samine (1478 82 ol wepe dissolved n 2001 |
dichionen&hanel sndnbesolabon @ds compledo 080. Bilmyl hlvmdordiases@0wal) and
i n.nmethanol (1 rmal. dehyd 33%_ aguepus . . .
ethyGHiGRTERY 23N dl 1231, 328 PR s adnedge golpgorgnd stirring

walBbRindBd A 18NEinth 8 o0 Thélfdact@swal AlldvRS Bhwarm up to room
anbi enttenperature for 1 hour. Sodi um cyanoborohydri de

ten{pbeatuig, and s@@esringly waste dadtieshit. sadivnheydrbgangadonzis, 1N
ti.rred at ambient .tenperature for 20 hours, . .
e efd Rerhv o Tes has S sl Shign. The organi
phdse s ideiBd addivinh sulfite)! filieretMasd HRRERBAT WAL@NOVEE inder reduced
reduced pressure. Aqueous sodi um hydroxide (IM was

preggigedlhgpreduch 9g12n 969N & agusad v ish ey surgher pREFiEaioR; t h

Iplgﬂ 3) and the conbi ned organi c phases were
Msglgli/e %ﬁ%%) filtered and the sol vent was
evaporated. The residue was purified by chromatography

.on silica using a gradient of CHC 3MeOHZNH reachi ng
(i 3K DM e B HEAWA BT EoHeai e ng ammoni

O Chiral
@;JII,N/
H

0O

A solution of ethyl [(3R)-5-methoxy-3,4-dihydro-2H-chromen-3-yl]carbamate (10 g, 40
mmol) in tetrahydrofuran (50 ml), was slowly added to a suspension of lithium aluminum
hydride (2.1 g, 55 mmol) in tetrahydrofuran (50 ml) under argon atmosphere. After
completion of the addition and the evolution of hydrogen gas subsidized, the reaction
mixture was heated to reflux for 24 hours. The reaction mixture was cooled to 5 — 10 °C
with an ice bath and decomposed by cautious, dropwise addition of 2.1 ml of water,
followed by 2.1 ml of 15% aq. sodium hydroxide and finally by 6.3 ml of water. The
mixture was allowed to reach room temperature, stirred for an additional hour and filtered.
The filtercake is washed with tetrahydrofuran and the combined filtrate was concentrated
under reduced pressure to give the product, which was used without further purification.

MS m/z M+H 194.02

(iv) (3R)-5-Methoxy-3-[methyl(trifluoroacetyl Jamino]chromane-8-sulfonyl chloride
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(3% to give a solid (16 ng, 70% . 1H NMR (400 MHz,
CchA3) d ppm7.64 (1 H d) 7.31 - 7.43 (4 H m 6.45
wO2Dodd/1269384. 54 (1 H, d) 4.11 (1 H, br. s.) 3.8BCTBER06/000592
s) 2.82 - 2.91 (1 H mM 2.60 - 2.78 (2 H m 2.43 (6
H br. s.); M5 nmlz MtH 388.811,2MH 386. 2. Exanple 83
(3*)-17-(4-Cyanophenyl) - 3- (di %et hyl am no) - 5- net hoxychr
onene- 8- sul fonam de The title conpound was prepared
lrISI ng the thod described in Exanple 82 to give a
O_SS_%Hd (24rTg 99% 1H NMR (400 MHz, CDO 3) d ppm 7. 22
H d) 7.49 (2 H m 7.21 (2H, rr) 6.49 (1 H d) 4.58
, .Fs.)3.99(1H br. s.) 3.86 (3 H s) 2.83 -
. g , M 2.52 - 2.64 (2 H m 2.48 (6 H, br. s.);
M5 mz MrH 388.0, M H 386.2 Phar nacol ogy l\/bt hod for

I$125I JSB258585 binding to rat striatal
@3 échth@PiS%ﬁ@tHYMEOIP&IE@iW@B@%N( i}nrmlb wag giseqlyedin

i oa O
e A PR3 I bR R OO A2 5 m
andslbmmcea 3 mipwes alded Rsag. THeamxoaewes sliabd sfCCfes 5amid and then
were of anal ytical grade. Prepar atl on of rreg\rﬁ elsh
the gpigfuse wes f‘ﬂ%‘ﬁ‘?ﬁe‘off? ra@mt%m%ﬁ%qu @yFs. the mixture
was?gvg lﬁanﬁ'f acﬁe %ﬂ‘%@? dﬁﬁ‘ﬁr dfggéﬁ %Eﬁ)@ﬁiaté’ UltM h‘f}’&fogﬂl%ﬁc acid and

onmogen tal ning 50 Tris-HG
aqumhsl\@@ﬂrﬁl;ed koﬁ%@ﬂﬁogemaamaﬁrﬁgﬁl ¢rgenig ilayepwm é}aqb(sodlum

sul%ate) P Itérgcli algdc%e sgl%gr?t war\s)oéirtzl]gorateggnoSt ics) pH 7.4

The residue (4.2 g) was dissolved in dichloromethane (10.ml) and the mixture was cooled
to 0°C. Chlorosulfonic acid (1.9 ml, 28.2 mmol) in dichloromethane (10 ml) was added
dropwise to the mixture. The mixture was stirred at 0°C for 10 min and thionyl chloride
(3.1 ml, 42.3 mmol) in dichloromethane (10 ml) was added dropwise. DMF (0.2 ml) was
added and the mixture was stirred at RT for 20 hours. The mixture was poured onto ice and
the phases were separated. The organic layer was washed with saturated aqueous sodium
hydrogen carbonate (x2), dried (Na,SOy), filtered and the solvent was evaporated to give a
solid (3.8 g). MS m/z M+H 388. '

(v) 2,2,2-Trifluoro-N-{(3R)-5-methoxy-8-[(quinolin-2-ylamino)sulfonyl]-3,4-dihydro-2H-

chromen-3-yl }-N-methylacetamide

(3R)-5-Methoxy-3-[methyl(trifluoroacetyl)amino]chromane-8-sulfonyl chloride (790 mg,
2.0 mmol) and 2-aminoquinoline (340 mg, 2.4 mmol) were dissolved in chloroform (10
ml). DIPEA (0.9 ml) was added. The mixture was heated at 40°C for 20 hours. Pyridine
(0.6 ml) was added and the mixture was heated at 40°C for 3 hours. The mixture was

washed with 1M hydrochloric acid and saturated aqueous sodium hydrogen carbonate. The
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using an U tra-Turrax T8 (I KA Labortechnik, Germany).

The ti ssue honpbgenate was centrifuged at 48 000xg for
woQoosinesrad the pell et was resuspended and PCT/SE2006/000592

recentrifuged as above. The final nenbranes were

diluted in buffer to a conc ration of 60 ng original

wet wei-ght (w.w.) per nl an tored in aliquots at

-700C. Radi ol i gand bi ndi ng assays Sat uration bindi ng

oreg D frisea S Brisred el s R Wi papiedaresgdue
wag{%l i 4%?“8. Zg%hf ol M18 4sih %‘ﬁa&&ﬁ ok CHM, RN Ereaching

1251 ] SB2585 and unIabeIIed
froMBR 5@%8F neshagiol eordaihingaimmama o) tat givethepmedico (180 128-18 %)

0 one). Non-specific binding was determ ned
Mﬁzﬁ’i‘/zt%%@eéence of 10 nM nethiothepin. In the
conpetition experinents 0.8-2 ng w.w. per tube and a

radi ol i gand concentration of 0.5-1 nMwere used with 7
Examplee? r at i ons of the conpeting drug pre-dissolved in

di | uted,i ffe
&) BI5GB Suva e A e O I e B e A
rapid fohikt ration through V\hat man GF/B filters
at ed with 0.3% pol yet hyl enei m ne using a Brandel
-scel | Warvester. The radioactivity was determined in a
ekard Tri-Carb 2900TR liquid scintillation counter.
tg were analyzed by non-linear regression analyses

Si ngj““PRI SM 4.00 (G aphPad Software Inc., San D ego,
More i nformanti on about the asay can be found in

).
@@sé {[_ (B'anog%}‘?ﬁﬁﬂﬁé}@iégn?’l}%ﬁ{éh@gg@’,@gﬂ%ydm%—%hmmené-yl)-

2,2)-giflved-ssmetByNcetémRid (74 mg>0\85 200 as dissolved in methanol (1.5 ml)
Char acterjzation of é&é&’»‘]é ]S 2583{?5 5, ndi.ng to hurrag

and RQUSAL SPAHIM Adroxidei( pld apearedl. ifhe rax i es shitgd at

am?%gﬁfénﬁ'éﬁltﬁ}etfblsﬁ}'ﬁodré THE Sk tuPE G al PorREntrated RRRY PRRBEd pressure,

diluted with water and extracted with EtOAc (x3) and dichloromethane. The combined

-

organic layers were dried (Na,SOy), filtered and evaporated. The residue was purified by
chromatography on silica using a gradient of CHCl3/MeOH/NH; reaching from 0-10% of
methanol containing ammonia (3%) to give a solid (26 mg, 46%). '"H NMR (400 MHz,
CDCl3) é ppm 7.63 (1 H,d) 7.46 - 7.49 (1 H, m) 7.41 - 7.45 (1 H, m) 7.31 - 7.36 (2 H, m)
6.44 (1H,d)4.36 (1 H,d)4.14 -4.21 (1 H, m) 3.84 (3 H, ) 3.09 - 3.16 (1 H, m) 2.89 (1 H,
dd) 2.59 (3 H, s) 2.53 (1 H, dd); MS m/z M+H 374.0, M-H 372.1

(ii) N-((3R)-8-{[(3-Cyanophenyl Jamino] sulfonyl}-5-methoxy-3,4-dihydro-2H-chromen-3-
yl)-2,2,2-trifluoro-N-methylacetamide

Q\ Chiral
HN \\N
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1597-1605. Results Typical 1C50 values as neasured in

t he assays descri bed above are 1 nMor less. In one
weazpeciess the invention the 1C50 is bel ow 500PaWISER006/000592

anot her aspect of the invention the 1C50 is bel ow 50

nM I n a further aspect of ﬁ%ﬁ invention the 1C50 is

bel ow 10 nM Table 1. Speci results from

assayCLAIMS 1. A conpound having the fornula I

(3R.)-éMRK}ley—éjmpél%é(tgﬁﬁ&ryp%%d?a@g%%iﬁlro%% ]Shsutlteoglglaé}}foncc‘i)e (194 mg,

Tt T

dis©Pvellaa Idiqhi‘qrbme(ﬁ]md (PankoXke rmq(tutepm)sz;tlrred at amblent temperature for

Co6- yl CO- 6 k 6het [,C,O.
20 irbitap B REded i BF FANRYT e PR REPeniarpelg (1D,
aquﬁégs Ss&glér;ﬁ%%%gﬂeg gam%r@ Y ﬁﬁ% s@@da_K)éihecll( >(/I|\Ia2804) filtered
ands@e wlma)tzvas N&R&r@aﬁ(’ﬁle’emdwawur&;aﬁl byrchremaogmaphypon silica

l.e . ho

usif  Bfogiea St bRy Jrie cenieh i Y1008 oWy gBal b Bive a
solfawgt 2143l ogen, C1-10al kyl, C2- 10a| kenyl ,

W ﬂig?{k %I C1- 10al koxy, N(R p )2,
MSOB/ZIMalrI%@:d 6al kyl , Cs~het eroaryl Co- eal kyl ,

Cl- 6hal oal kyl , C1- 6hal oal kyl O, R70C0- 6al kyl, cyano,

SR7, SO2RS8, S(P?, N( R8) COR7, N(R8) SO2R7, COR7, COOR7,
Ex&DpR:F8D,

(i) (3R )-N-(4-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide

2 NChiral
HN

The title compound was prepared using the method described in Example 79 (i) to give a
solid (29 mg, 45%), "H NMR (400 MHz, CDCls) 8 ppm 7.72 (1 H, d) 7.49 (2 H, d) 7.20 (2
H, d) 6.46 (1 H, d) 4.32 - 4.38 (1 H, m) 4.01 - 4.07 (1 H, m) 3.84 3 H,s) 3.01 - 3.09 (1 H,
m) 2.87 (1 H, dd) 2.54 (3 H, s) 2.46 (1 H, dd); MS m/z M+H 374.0, M-H 372.1

(ii) N-((3R)-8-{[(4-Cyanophenyl)amino]sulfonyl}-5-methoxy-3,4-dihydro-2H-chromen-3-
yl)-2,2,2-trifluoro-N-methylacetamide
ZN Chiral

“d

HN

Oxl=0
© o)
., F
e
/o I F F

The title compound was prepared using the method described in Example 79 (ii) to give a

solid (69 mg, 29%). MS m/z M-H 468.1
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CON(R 8)2 or SO2N(R8)2; R3 is hydrogen, hydroxy,

hal ogen, C1-10al kyl, C2-10al kenyl, C2-10al kynyl
wGRedDaédsexy, N(R 11 , C6- 10aryl C0- 6al kyl , PCT/SE2006/000592

C5- 6het eroaryl C 0- 6al kyl, C1-6hal oal kyl ,

Cl- 6hal oal kyl O, R70C0- eal k % cyano, SR7, SO2R7,

SOR7, N(R 8)COR 7, N(R8) SOZ%? COR7, COCOR 7, OsQ2Rt,

CON(R 8)2 or SO2N(R8)2; R4 and R5 are sel ected

i ndependently from hydrogen, Q‘al kyl, Q shal oal kyl,
Exappledlkenyl ,  C2- 5al kynyl, C3-6cycl oal kyl, Cs-

( 3R’2‘-T%L4CE zl%?{)f(?y %{/ﬁ%ﬁ(gg@efﬁﬁgﬁzﬁkg@r%éﬁ%? Ff"ynﬁﬁeacg -SfnBRYIDE

nore groups ect ed
netent |y from hal ogen, hydroxyl, cyano and
| koxy, orR4 and R5 formtogether a
%@ -yhet erocycl oal kyl, and may be substituted by one

nore groups sel ect ed i ndependent |y from hydrogen,
@%en Cl- alkyl, G -ehaloal kyl, COR 12, OR12 ,

e, SO2N(R 1 2, C5-6aryl, Cs- eheteroaryl cyano,
_and oko substltuted on b or g position; R6 is
hydr ogen, Cl-6al kyl, C3-6cycl oakyl, R7QCl-eal kyl,
(3R M- @hahmaiphyhyl)ﬁrgemamw(mpthyla(nﬁno)chmm@mees sdfqnynndﬂ(3&mg,

oGBS g i P B Sl

50 ﬁ:llt) S0ah08l) |ﬁ}ih acéﬁ% el (QY;FH ReRMdded. THeahix ik was stlrred at ambient
1-6hal oal’kyl, C3.7cycl oal kyl C 0-6al kyl , C6-

terr@m;amo fc&aﬂ lhpir. Sdi@n cysieboeathydrige @?-ms,aﬂ ﬁ@mmcé} weg addgdrnd the
nn)Itl(l)rreerz}s% fred St amablent tee:rli]lleattar%{ur aﬁ%'zo% ug? H@rﬂ{o%flfz)‘ﬁx %l:ﬂa(biw, lo.s ml)

was added and the mixture was concentrated under reduced pressure. Aqueous sodium
hydroxide (1M) was added until pH 8-9. The mixture was extracted with EtOAc (X3) and
the combined organic phases were dried (Na;SOy), filtered and the solvent was evaporated.
The residue was purified by chromatography on silica using a gradient of
CHCl/MeOH/NH; reaching from 0-10% of methanol containing ammonia (3%) to give a
solid (39 mg, 99%).

' NMR (400 MHz, CDCl3) § ppm 7.62 (1 H, d) 7.16 (2 H, d) 7.07 (2 H, d) 6.43 (1 H, d)
4.56 - 4.63 (1 H, m) 3.85 (3 H, s) 2.87 - 2.97 (1 H, m) 2.60 (4 H, br. 5.) 2.46 (4 H, br. s.);
MS m/z M+H 395.1, M-H 397.0

Example 82
(3R )-N-(3-Cyanophenyl)-3-(dimethylamino)-5-methoxychromane-8-sulfonamide

O\ Chiral
X

(3R)-N-(3-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide (24 mg,
0.060 mmol) was dissolved in methanol (1 ml). Formaldehyde (33% aqueous solution, 55

l, 0.60 mmol) and acetic acid (2 pl) were added and the mixture was stirred at ambient
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whereby any aryl and heteroaryl under Rl, R7 and R8

may be substituted by one or nore groups sel ected
wonoepessent | y from hydrogen, hal ogen, hydr oxyPCT/SE2006/000592

Cl1- 6hal oal kyl , cyano, OR12, Cl-6al kyl, oxo, SR11

CON(RU)2, N(Rp )COR 12, SEﬁRlZ, SOR 12 , (R n )2

and COR 12 ; R9 is hydrogen, “hal ogen, hydroxy,

Cl- 6al koxy, C1-6hal oal koxy, Cl-6hal oal kyl, C1-6al kyl

or COR 12 : R10 is hydrogen, - 6al kyl , Cl1-6al koxy. or,
tempgragke fal lp@Hr Sqdjum icgarmbgf gﬁc’}e &Pﬂ@é (Hﬁ mgiol) was deed and the
- Gl I ; ' = 78l logy :
oo SRS K O (B bor 20 oty B ISPIRST w0l (H¥D)was
addes thedeach theatariok\angd thdvaixatng RS toncrltiRtd umdgr toduced pressure.

R A T S
chlé%rc;}ﬂ'l dé(éb andhe lcgﬂl’éﬁlgarbg%a(};iié\ ]!é}galséﬁklgrﬁldgeg %_I%I%S'dﬁ,'filtered and the

vat or solvated safts ereof . e compound
sol e omsl evapot e The nesiduewhasrpeirifiied By ichromatography on silica using a

oot S CHRIFORENTE riehic FRed  OweRinainal Ryphiging Smmbnia
ey Ml (16 the 50%). ! MPEZ] ' ;

oS Pty 308, BFS{a08a| S gy ALY, 6 751

7.ARPA Hs nh)6ar50d éh &) e a1 ded) 433 (1S3, Hyrds. py8h (3 BLs DAL k$91 (1 H, m)

268" 2 BTSN3 (6 . br. s.); MS m/z M-+H 388.0, M-H 386.2.

Example 83
(3R )-N-(4-Cyanophenyl)-3-(dimethylamino )-5-methoxychromane-8-sulfonamide

/@///NChiral
H

\
S;O

The title compound was prepared using the method described in Example 82 to give a solid
(24 mg, 99%).

'H NMR (400 MHz, CDCls) § ppm 7.22 (1 H, d) 7.49 (2 H, m) 7.21 (2H, m) 6.49 (1 H, d)
4.58 (1 H,br.s.)3.99 (1 H,br.s.)3.86 (3H, s)2.83-2.95 (1 H, m) 2.52 - 2.64 (2H, m)
2.48 (6 H, br. s.);

MS m/z M+H 388.0, M-H 386.2

Pharmacology

Method for [125I]SB258585 binding to rat striatal SHT6 receptors
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R4 and R5 are sel ected i ndependently from hydrogen,
Cral kyl and G -5hal oal kyl, or R4 and R5 form toget her
we 2efshiesssocycl oal kyl , and may be substituted BYTSE2006000592
nore groups sel ected independently from hydrogen,
Cs.garyl and Cs-eheteroaryl; iﬁg i s hydrogen or
Cl- 6cyanoal kyl ; R7 is Ci- 10aﬂ | or .
C3- 7cycl oal kyl Co- 4al kyl; R9 is hydrogen; and R10 is

h drogen; or salts, solvates or solvated salts
M4—¥Féql%of or salts, solvates or sol vated salts t her eof .

[ I e
?]SSB:?R;% g?(ﬁg?Hﬂps ity r%@&tfgﬂx %P@ﬂ) @/P}]fl’rlﬁq G pu\f%aﬁeé# ﬁgg]rg
AniesshaquBivstienes Eﬂy@ec(ﬁmkﬁl, Freibui‘g NBériih r@ﬁbﬂé‘%ﬂﬁ@:ﬂ@%re
raline. The conpound accordlng to any one of
pur(‘?["%ﬁeﬁ'grofl gq;n@er% SPUCes quel were gy analifiasl 8@He-or o, f1 uor o,
brono, nethoxy, ethoxy or propoxy, fluoromethyl,
d|fluoronethyl trifluoronethyl, |uoronethoxy,
s ogs: trifluoromet hoxy or cyano 5. The

Stqﬂgagft) gé{% S C ulﬂ@{%&ﬁp?ag@?ﬁ%wq yrg’{ZHd algngt &‘g&§we§¢na EPRS/ dissected
outhWeioheefnd M@@%a% BRI ®Rh M ing 90 Hm%%fﬁgi“ Yl mM MgCI2, 1
yl,

trifl uoroneth fl uor onet hoxy, difl uoromet

mM ﬁl}]f@dlodmgmatgyyne énd Protease mhdntw (@mnp]eth R@ch@D&@loﬂi&@) pH 7.4
O .or Xis Nin

T A Bl M ol
cent@ﬁlgédl&tdf%()ﬁ)@g Fo hitPandRBE YR TR 'rélﬁg{pe‘nﬁ@d Meb%ﬁmfuged as

pyrrol e, oxindole or benzazepi ne. he conpoun
a %@C’B?Qjﬁnﬁé megmnbipres gyeee diluted i baffel to @ concentratian of G¥4mgodginal

We&e@flt (ch\%l.) p%t mﬁi and stored in aliquots at -70°C.

Radioligand binding assavs:

Saturation binding studies were carried out in duplicate with 1-3 mg w.w. per tube in 0.5
ml buffer (50 mM Tris, 4 mM MgCI2, 100 mM NaCl, 1 mM EDTA, 5 mM ascorbate and
10 uM pargyline at pH 7.4), 0.2 nM ['**T|SB258585 and unlabelled SB258585 to give a
final concentration range of 0.23- 20 nM (12 conc.). Non-specific binding was determined
in the presence of 10 uM methiothepin. In the competition experiments 0.8-2 mg w.w. per
tube and a radioligand concentration of 0.5-1 nM were used with 7 concentrations of the
competing drug pre-dissolved in DMSO and diluted in buffer. The assays were incubated
for 1-3 hours at room temperature, and terminated by rapid filtration through Whatman
GF/B filters pretreated with 0.3% polyethyleneimine using a Brandel cell harvester. The
radioactivity was determined in a Packard Tri-Carb 2900TR liquid scintillation counter.
Data were analyzed by non-linear regression analyses using PRISM 4.00 (GraphPad
Software Inc., San Diego, CA).

More informantion about the asay can be found in Hirst, W.D., Minton, J.A.L., Bromidge,
S.M., Moss, S.F., Latter, A., Riley, G., Routledge, C., Middlemiss, D.N. & Price, G.W.

(2000). Characterization of ['*T]-SB-258585 binding to human recombinant and native
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i ndependently from hydrogen, nethyl, ethyl, i-propyl,
n- propyl and fluoroethyl, or R4 and R5 form toget her
woyeorsakéadsne or norpholine. 8. The conpound aceorTSENY6/000592

to any one of clainms 1 to 7, wherein R6 is hydrogen,

met hyl, cyanonethyl or fl uoié)gt hyl . 9. The conpounds

sel ected fromthe group con ting of

(6S) - N- (5- Chl oro- 2- met hoxyphenyl ) - 6- (di et hyl am no) - 4-

met hoxy-5, 6, 7, 8- tetrahydronapht hal ene-1-sul am de
SHY6oSyemoIs i Fast g RAGNWERD t%%%%ﬁ%%“%ﬂﬂ@ﬂyv Bs, fa?’g?%‘-‘atc@r’rmo’
159?}6%§§onapht hal ene-1| sul f onam de,

=N (3, 5-Di chl or o- 2- met hoxyphenyl ) - 6- (di met hyl am no

) - 4- met hoxy- 5, 6, 7, 8- tetrahydronapht hal ene-

1- sul f onam de,
@EES) -6- (D net hyl am no) - N- (3-f | uor ophenyl ) - 4- net hoxy- 5,

- k 75| ' or less. In one

Tyefiafy g i Ry L RARR 1, s RO e 4 Hor fese Jny
asp@ pflthenawntiba kieri€s) sitefayn50fl uld, In another aspect of the invention the

(6R) - 6- (D met hyl ami no) - N- (3-f) uor.o nyl) - 4- net haxy+5,
1Ctis Pl S PJRI SIS A etTale SPTGRaR e 1 Do 1004
(6R) - N- (5- Chl or o- 2- met hoxyphenyl ) - 6- (di et hyl am no) - 4-

nmet hoxy-5, 6, 7, 8- tetrahydronapht hal ene- 1- sul f onam de,
Table65)Spbeif8n SesOitcfrbmrasgdyeny| ) - 6- (di net hyl ami no) - 4- met hox

vwB 68 7 Q t ot v ol

\rdre-ananhbilbal -
y-5--67-8—tetrahydrpraphthatener 1- sul f onam de,
Examaple Q. ( 3- chil o giilin]Mjuor ophenyl )t 6- (di met hyl ami no) - 4-m

1 ethoxy-5,6, 7,84 {etr@pydronapht hal ene-1-sul f onam de,
(6S)-6-(D net hyl am no) -N-(6-fl uofopyridin-3-yl)-4-meth

21 oxy-5, 6,7, 8- tetg4ahyddaonapht hal epe- 1-sul fonam de,

25 12+£4.2

18 17+5.0
69 27+16
60 23%13
71 307

72 290 +50
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(6S) - 6- (D et hyl am no) - 4- met hoxy- N-[ (2S) - 8- net hoxy-1, 2
, 3, 4-t et r ahydr onapht hal en- 2-

wol2)e6h,26038, 8-t et r ahydr onapht hal ene- | - sul f onam 8€T/SE2006/000592
(6S)-N-(3,5-Di chl orophenyl)-6-[isopropyl (nmethyl)am no]
- 4- met hoxy-5, 6, 7, 8- tetrahyqﬁgnaphthalene-
1- sul fonam de,
(6S) - N-(5- Cnl or o- 2- met hoxyphenyl ) - 4- met hoxy- 6- pyrrolid
in-1-yl-5,6,7,8- tetrahydronapht hal ene- 1-sul fonam de,

CLABS$- N- (3, 5- Di chl or ophenyl ) - 4- met hoxy- 6- pyrrol i di n-1 -y
| -5,6,7,8-tetrahydrona rhthal ene- 1-sul fonam de,
(6S)-N-(3-Chl oro-4-fl uorophenyl ) -4-nmet hoxy- 6-norphol i n

1. A dorypoundiaving thd fetmatayldr onapht hal ene-
1-sul f onami de, (6S) - 4- Met hoxy- 6- (et hyl am no) - N- phenyl -

(E—ﬂﬂt)et rahydr onapht hal ene- 1-sul f onami de,

(63% 6- (D net hyl am no) - 4- met hoxy- N- pyri m di n- 2-yl -
08SEE r ahydr onapht hal ene- | sul f onam de,

(6S)\- 6- D nmet hyl am no) - 4- net hoxy- N-pyri di n- 2-yl -

) 3°t enemfydr onapht hal ene- 1- sul fonam de,
et Iyl am no) - 4- met hoxy- N-qui nol i n-2-yl -5,6,7

R

R™, 8- yf\bnapht hal ene- | suI f onam de,
4- Mgg hoxy- 6ﬂéyrr I|d| n-1-yl-5,6,7, 8-tetrahydro-napht ha
| ene-1 - sul foni ¢ &ki d 3, 4- d| chl or ophenyl ester,

whérél (3, 4-Di hydro-1 Hisoqui noline-2-sulf
nl) 8- met hoxy- 1, 2, 3, 4-tetrahydro- napht hal en- 2-
P IS_,/(Ed roahiyltshbcyL, é,‘mnheteroarylco salkyl, C3scycloalkylCo.salkyl, Cs.

efegodyelya iy roal o CoERTY eno. 1. ol fonam de

R! is hydrogen, hydroxy, halogen, Cy.joalkyl, Cz.10alkenyl, Ca.10alkynyl, Ci-joalkoxy,
N(R™),, Cs.102ry1Co.salkyl, Cs.gheteroarylCo.salkyl, C;.shaloalkyl, Ci.shaloalkylO, R’OC.
salkyl, cyano, SR7, R7SO,Cy.alkyl, SOR”, R’CON(R®)Cy.¢alkyl, NR*SOR", COR’,
COOR’, 0SO,R”, (R®,NCOCy.¢alkyl, SO;NR®);, NR®)CON(R®),, NO; or 0x0;

nis0,1, 2,3 or4;

X is a single bond, O, Cj.zalkyl or NR6, or X is N in a Cs.jzheteroaryl;

QisCHor O;

R?is hydrogen, hydroxy, halogen, Cj.joalkyl, Cy.10alkenyl, Cs.qpalkynyl, Cqjoalkoxy,
NR™),, Cs.10arylCossalkyl, Cs.sheteroarylCo.salkyl, C1.shaloalkyl, Ci.shaloalkylO, R’OCo.
salkyl, cyano, SR7, SO,R®, SOR”, NR®)COR’, N(R®)SO;R’, COR’, COOR’, OSO,R’,
CON(R®); or SO;NR®);

R3is hydrogen, hydroxy, halogen, Ci.jpalkyl, C,.10alkenyl, Cy j0alkynyl, Ci.jpalkoxy,
NR'"),, Cs.10arylCo.salkyl, Cs.gheteroarylCo.salkyl, C;.shaloalkyl, Cy.ghaloalkylO, R"OC,.
salkyl, cyano, SR7, SO,R”, SOR”, NR®)COR, N(R®)SO,R’, COR’, COOR’, OSO.R’,
CON(R®), or SON(R®);

R* and R’ are selected independently from hydrogen, C;.salkyl, Cishaloalkyl, C, salkenyl,
Cs.salkynyl, Cs.¢cycloalkyl, Cs.sarylCialkyl and Cs.gheteroarylCy.salkyl, and may be
substituted by one or more groups selected independently from halogen, hydroxyl, cyano

and C;.salkoxy, or
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(6S)-N-(3-Cnhl oro-4-fl uorophenyl) - 4-net hoxy-6-pyrrolidi

n-1-yl-5,6,7,8- tetrahydronapht hal ene- 1-sul fonam de,
wOa8)e1938- chl or o- 2- met hoxyphenyl ) - N- (cyanonet Rgir)SEZ006/800592

t hoxy-6-pyrrolidin-I|-yl-

5,6,7,8-tetrahydronaphthalen?ﬂJ-sulfonanide,

(6S) - N-(4-chl orophenyl) - 4- netfioxy- 6- ( net hyl am no) - 5, 6,

7, 8-t etrahydr onapht hal ene-1 sul f onam de,

6-pyrrolidin-

54 et hoxy-
R GEEHS (R FiopRhtT 4 GontsHEpFl P AP maybessustsuted by one or more
A B LSS o 00

ORy 281%%3&2Né3~1éheC$-sa$yll Castmeterobeyl, cyano, and oxo substituted on B or y

os(iGOin-' 6-[ (2-fl uoroet hyl)am no] - 4-net hoxy- N-phenyl -5, 6,7
P % ’et r ahydr onapht hal ene-1| sul f onam de,

RS e . ; it
s o,
R (b§m¢oeesﬁwh¢rd% 0SQ:Gepalkykyphenyl ) - 4- met hoxy- 6- (met hyl a

TR RO) ~1P. 107, 8- 14et ahydr onapht hal ene- 1-sul f onam de
R SR i b SRR Gy ValoREF Risesteat o C:.
chafpalky®- t et r ahydr onapht hal ene-| sul f onam de, 2-{

ggs( 6S) - 4- net hoxy- 6- pyrrolidin-
R™Ip Wyjdiagep, G1-malkih Caphrdoadind phs1easlenrkylCoplkyk GlshianylCo-calkyl or Cs.

6h7e%e_gt%rr§lhc%?lg_1é8{qui nol i ne-7-carbonitrile, (6S)-N-(4-chloro

R g‘:ﬂ%‘hyfot)mftﬁmdﬂ a&;ﬁiﬁpmarﬂloir d]gﬁhdteryd:ycgoaﬁkyl,
VRSt R PRI R e et Dpghssiuted b gnoyor more
RS RIS ok L) gt o

RS, 67721yl @to; SRy dIGEMS (&ﬁw@%bcm B ,8OR", NR'), and

&BR)2N- (5-chl oropyri di n-2-yl) - 6- (di met hyl ami no) - 4- met h
oxy-5, 6, 7, 8-

R’ is hydrogen, halogen, hydroxy, Ci.salkoxy, Cyighaloalkoxy, Ci-shaloalkyl, Cy.galkyl or

COR'%;

R s hydrogen, C.¢alkyl, C;¢alkoxy or Ci-ghaloalkyl;

R s hydrogen, Cy.¢alkyl or Cy.¢haloalkyl; and

R' is Cygalkyl or C;.¢haloalkyl, or

R and R'? form together a Cs scycloalkyl or Cs.7heterocycloalkyl, whereby R!'! and R
may be substituted by one or more groups selected independently from hydrogen, halogen,
hydroxy, cyano, Cj.salkyl, C;.salkoxy and Ci.shaloalkyl,

or salts, solvates or solvated salts thereof.

2. The compound according to claim 1, wherein:

P is Cg.10arylCo.salkyl, Cs.iiheteroarylCyp.salkyl or Cs.scycloalkylCo.zalkyl;
R!is hydrogen, halogen, C;.jpalkoxy, C;.¢haloalkyl or R7OC0.6alkyl;
nis0,1,2o0r3;

X is a single bond, O or NR®, or X is Nin a Cs.izheteroaryl;
QisCHorO; |

R?is hydrogen or halogen;
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t et r ahydr onapht hal ene- 1- sul f onam de,
(6S) - 6-(di net hyl am no) - 4- net hoxy- N-pyridin-3-yl-56,7,
we- 20t ned3ydr onapht hal ene-| sul f onam de, PCT/SE2006/000592
(6S)- N1, 3-benzodi oxol - 5-yl - 4- met hoxy- 6-pyrrolidin-I-y
| -5,6,7,8-tetrahydronapht hal gne- 1-sul fonam de,
(6S) - N-(5-chl oro-2-net hoxyph [)-6-[(2-fluoroethyl)am
i noj - 4- net hoxy 5,6,7,8- tetrahydronapht hal ene-
| f ona %
56@%]‘"%-6{158]’019?gyloorflﬂé%lh%é’yphenyl )-6-[(2-fluoroethyl)(m
R* SAdR? h@%ﬁ%d MdBpERRAYN Y Profh HydsgdnEY ?zHlY}q ﬂﬁﬁphﬂﬁ@ahfﬂe

1- su] f onam de,

R* agBR- fbrmgpgeihgr BCA: mmmdyalmalkg) ﬁfhﬁ lhﬂay(liersubsitiﬂ?tfed) b’gbh% by More
d sul f onam de,
grotl%%%l%\@ @‘?ﬂ%?‘%‘ﬁﬁ'eﬁrﬁ %Yaggé'f R&%‘ry %éhi}?et%‘)?{rﬁlet hyl am

RO isma) ol C 841 dr onapht hal ene- 1-sul fonam de,
Smg roge IOH-?% ol -I]§5h sul fonyl ) - 8- met hoxy- N- net hyl -1,

@ G- mfékfﬁla)ﬁﬁdn@)wémﬂt}ﬁ@d) alkyd-  am ne,

9 (b-chloro-I Hindol -I-yl)sul fonyl]-8-nmethoxy-N
R &%}SYEI %e{’ ag]d - tetrahydronapht hal en- 2- am ne,

R1°(1Q5ydr8g¢mt hoxy N- et hyl - 5-{
(trifluoraomethy lzﬁ | Hi ndol -1 -yl]sul fonyl 3 |, 2,3, 4-
or Slagf rsg}yﬁjap Sk gﬁﬁ@tﬁgp@ thergefi grsalts, solvates or solvated salts thereof.
I -{[(6S) - 4- et hoxy- 6- (net hyl ani no)-5, 6,7, 8-tetrahydron
apht hal en-1 -yl ]sul fonyl }-1| Hi ndol e- 6-carbonitrile,
3. The compound according to claims 1 or 2, wherein P is phenyl or naphtyl, pyridinyl,

pyrimidyl, quinoline, iso-quinoline, cyclohexyl, 1,2-methylenedioxybenzene or tetraline.

4. The compound according to any one of claims 1 to 3, wherein R is hydrogen, chloro,
fluoro, bromo, methoxy, ethoxy or propoxy, fluoromethyl, difluoromethyl, trifluoromethyl,

luoromethoxy, difluoromethoxy, trifluoromethoxy or cyano.

5. The compound according to any one of claims 1 to 4, wherein R? is methyl, ethyl,
methoxy, ethoxy, propoxy hydrogen, halogen, fluoromethyl, difluoromethyl,

trifluoromethyl, fluoromethoxy, difluoromethoxy or trifluoromethoxy.

6. The compound according to any one of claims 1 to 5, wherein X is NR® or O, or X is N
in an indol, indoline, tetrahydroquinoline, tetrahydroisoquinoline, benzoxazepine,

isoindoline, pyrrole, oxindole or benzazepine.

7. The compound according to any one of claims 1 to 6, wherein R* and R are selected
independently from hydrogen, methyl, ethyl, i-propyl, n-propy! and fluoroethyl, or

R* and R’ form together pyrrolidine or morpholine.

8. The compound according to any one of claims 1 to 7, wherein R is hydrogen, methyl,

cyanomethyl or fluoroethyl.
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(25)-5-[(7-fluoro-1Hindol-I-yl)sulfonyl]-8-nethoxy-N

met hyl -1, 2, 3, 4- tetrahydronapht hal en-2-am ne,
wWO028)611369384- f | uoro- I Hi ndol -1 -yl ) sul f onyl ] - 8- meCiSE0B000592

met hyl -1, 2, 3, 4-

t et rahydr onapht hal en- 2- am ne S) - 8- net hoxy-5-[ (4-neth

oxy-| Hindol -1 -yl)sul fonyl]- thyl-1I,2,3,4-

t et rahydr onapht hal en- 2- am ne,

(2S)-5-(5H[I, 3] di oxol o[ 4, 5-f] i ndol - 5-yl sul fonyl) - 8-ne

t hoxy-N-net hyl -1, 2, 3, 4- tetrahydronapht hal en-2-am ne,

9. TrRDonipdubds LMD OE8lp bonsiskiaplofony! 1 - 8- met hoxy- N-

net hyl -1, 2, 3, 4- tetrahydronapht haFen-2-am ne, _
(65) 2%y -@@D%m?mMYmnyﬂ)ﬁﬂdﬁm%ﬂaﬁyMIﬁj)ﬁ{-lﬁlpﬂmog}l-ﬁﬁ,’i’,ﬁ+ n-1 -
[)-1,2 4- tetrahydronapht hal en-2-am ne,
tetr&%f@%%?g}%h&ﬁigﬂ%@& met hoxy- N-qui nol i n-3-yl-5,6,7
(65)%- ikt Yahiao RAHARGE N -ghe 1 06 818-@8ahydronaphthalene-1-

6S) - 6- (di met hyl ani no)’- N-i soqui nol i n- 3-yI| - 4 et hoxy- 5,
sulipngmgle; et r ahydi Onapht hal ene- | sul f onani de,

S TN e s b R G e
tetréySlrofeph{halenbl losudfanbinfder r ol of 2, 3-b] pyridin-1-yl)sul fon

T q. _ i hyl -
(6S%—{ﬁ]z(}%sfngﬁiyméﬂyﬁ%%ﬁ%ﬁép%ﬂpgﬁpﬁkﬁ,6,7,8—tetrahydronaphthalene—1-

sulfog@hide; (1 H benzi m dazol -1 -yl sul fonyl) - 8- met hoxy- N, N- di
methyl -1, 2, 3, 4- tetrahydronapht hal en- 2- ami ne,
(6R)-&Q)Ditetylayianp phasthoy-N-phenyiak§,7 E-ereh yirbmdphtia)ens, 16, 7
sulfo%értme e[ ahydr onapht hal ene-| sul f onam de,
(6R)-6-(Dimethy1amino)—N—(3-ﬂuorophenyl)-4~methoxy—5,6,7,8-tetrahydronaphthalene-1~
sulfonamide,
(6R)-N-(5-Chloro-2-methoxyphenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3,5-Dichlorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3-Chloro-4-fluorophenyl)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(65)-6-(Dimethylamino)-N-(6-fluoropyridin-3-yl)-4-methoxy-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)~6-(Dimethylamino)-4-methoxy-N—[(ZS)-8-methoxy-1,2,3,4-tetrahydronaphtha1en—2-
y1]-5,6,7 8-tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(3,5—Dichloropheny1)-6—[isopropyl(methyl)amino]—4-meth0xy—5,6,7,8—
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(5-Chloro-2-methoxyphenyl)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N—(3,5-Dichlorophenyl)—4-methoxy-6-pyrrolidin-1-y1-5,6,7 ,8-tetrahydronaphthalene-
1-sulfonamide,
(GS)—N-(3—Chloro-4~ﬂu0rophenyl)—4~methoxy-6-morpholin-4-yl-5,6,7 ,8-
tetrahydronaphthalene-1-sulfonamide,
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and
(6S)-6-(nmethylam no)-N-[4-(trifluoronethyl)phenyl]-5,6
WO B0@/1et38 ahydr onapht hal ene- | sul f onam de, or S&CTSE2006/000592
sol vates or solvated salts thereof. 10. The conpounds
sel ected fromthe group conﬁ' ting of
(3R) - N- (5- Chl or o- 2- net hoxyp le?ﬁyl ) - 3- (di met hyl am no) - 5-
nmet hoxychr onane- 8- sul f onam de,

(68&35%;%42@@%%8@%@3}% nax ﬂi??‘),é-ie%faﬁ%%ﬁg ltl?a‘fén%%-étﬁfo@arrﬂde,
(6s%éfépé%@%agmng@é@gfamfym—waHﬁdlxlzlyﬁs,Sﬁi,@feﬁﬁuﬂzcﬁawwihaﬁne-1-
sulfenbhmieam de, (S*- N- CS- Chl or o- | - met hoxyphenyO S- net hoxy-

-pyrrolidin-l-ylchro e-Ssul fo '
N g e S SR T T e
sulehgrgchr omane- 8- sul f onam de,
(3R) - Nt (3- Chl or o- 4-f | uor ophenyl ) - 3- (i sopr opy| am ng) - 5-
(6Sp6t (Romyihiytaorneled-guetaxyf wairotia;2-y1-5,0,7,8-tetra ydronaphthalene-1-

3R) : - (3-Chl oro-4-fl uorophenyl)-3-[isopropyl (nethyl)a
sull&an C{-él:r)- net hoxychr omane- 8- sul f onani de,

4-M&1R)xyb6-g§naﬂchiﬁrloyl4s,6,m,sntecralhﬁmwnhplahmeﬁm»ey}f&ﬁpyciu(ﬁA-dichloro-
n-| -yl chr omane- 8- sul f onam de,
phengkgstay. ( 3, 5- Di chl or ophenyl ) - 3- (di et hyl ami no) - 5- et hox

S L B RORC ey Mty A e pegtlen>
yl]Jdﬁhétbydamﬁns,- sul f onam de,

(6S|S%%%lgfg‘yﬂg—t(g%lleathrglQrg}n_ol)s—zl[ﬁet:t 8%%'5,'%'[’)??-?e%'1&5‘r%8§&t ezflc38rfe§fl-
sulfonamide,

(6S)-N-(3-Chloro-4-fluorophenyl)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(5-chloro-2-methoxyphenyl)-N-(cyanomethyl)-4-methoxy-6-pyrrolidin-1-yl-
5,6,7,8-tetrahydronaphthalene-1-sulfonamide,
(6S)-N-(4-chlorophenyl)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide,

(6S)-4-methoxy-6-pyrrolidin-1-yl-N-[3-(trifluoromethyl)phenyl]-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(6S)-4-methoxy-N-phenyl-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalene-1-sulfonamide,
(6S)-6-[(2-fluoroethyl)amino]-4-methoxy-N-phenyl-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide,
(28)-5-(2,3-dihydro-1H-indol-1-ylsulfonyl)-8-methoxy-N,N-dimethyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
(6S)-N-(5-chloro-2-methoxyphenyl)-4-methoxy-6-(methylamino)-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(68)-N—(4-chloropheny1)—6-(dimethylamino)-4—methoxy-5,6,7,8-tetrahydronaphtha1ene-1-
sulfonamide,
2-{[(6S)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-yl]sulfonyl }-1,2,3,4-

tetrahydroisoquinoline-7-carbonitrile,
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(3R) - 5- Met hoxy- 3- (et hyl am no) - N- phenyl chr omane- 8- sul f
onam de,

WO2R)616938- Chl or 0- 4-f | uor ophenyl ) - 3- (di net hyl arCmSE2(H6/000592
t hyl chr omane- 8- sul f onam de,
(3R) - 6- Chl or o- N- phenyl - 3- pyrf3%I i di n-1-yl chromane- 8- sul
f onani i de,
(3R) - N- (4- Chl orophenyl ) - 5- met hoxy- 3- (et hyl ami no) chrom

-8-sul f onam de, .
<6S?§\E§‘E§@Wﬁ8& l-g:%%?%@mﬁfﬂ]&)‘mrkm,?ﬂrﬁ-?errahﬂsﬁﬁmgha}%e-l-
sutfdaidec hr omane- 8- sul f onami de,

(3R) - N- (3, 4-Di chl orophenyl ) - 5- met hoxy- 3- (et hyl ami no) c
(6SHib(rahreiclarapifenyhri-ohethoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalene-
1 ‘élﬁRl-S- Met hoxy- 3- (nmet hyl am no)-N--[3-(trifluoronethyl)

SPhe %hr omane- 8- sul f onami de, . .
(ﬁs_ﬁgf?ﬁllﬁ]}iomnw@pmam denﬁjmniﬁ&ﬂﬁwkyamﬁ%ﬁhmwynglal,ﬂs@etbém&kfoﬁaiﬁﬁﬁalene-1-
sulfogggpide, ( 3- QIa_nbphenyI ) - 5- met hoxy- 3- (et hyl ani no) chr ona
(O R O B G e PR TR 2 o) ohr oma
tetraleydermphfhaleasil dailfonamide,

g%&)ﬁ,— N-l(14- Chl or ophenyl ) - 3- (di net hyl am no) - 5- net hoxychr

(6S)-6¢ el glm@aﬁnmg‘@pxy- -pyridin-3-yl-5,6,7,8-tetrahydronaphthalene-1-

sulfoaBhidy ( 3- Cyanophenyl ) - 3- (di met hyl am no) - 5- met hoxychr o
mane- 8- sul f onam de, and

(6SQ—BPJ,-3Plbe(lzlodﬂwmidpﬁeﬁme)ho%y(ﬁalpyrmlmﬁh-amlmﬁ,7,B-tate:lﬂyﬂmbhﬂhalene-
1 @gne- 8-sul fonam de, or salts, solvates or sol vated
s cf’riagu‘iiehereof. 11. The conpound according to any one

(6SM\L@—@lﬂ&’@-ﬂ-ﬁfeﬂqol@phécn‘?[)—@ﬁg—ﬂd?)réé?ﬂl?ﬂ?ﬂino]lg-m&ﬁ?q@:fﬁ,_t7!33@
conpounds of fornula”l' according to any one of “clains
tetrghyidgonephthplene-fesufgnarfidet ur e of a nedi canent for

HT6_.nedj i sor . 13.. The .use
(oS} AR AR el A ol R R Mg B etory-5.6.7.5-
tetrahysleamphthelegevl tsufenaiias) r ment associ ated with
schi zophreni a, obesity and/ or Parkinson's di sease. 14.

(65 x4 pretheracetipblantpmpldi(rdhosemphybphieg s> 68+ ve

ol EERATRIRgHECal 3 el oct v amount of (1
(6S pdls@eihddriopltenyl)-4-methoxy-N-methyl-6-(methylamino)-5,6,7,8-
tetrahydronaphthalene-1-sulfonamide,
(2S)-5-(1H-indol-1-ylsulfonyl)-8-methoxy-N-methyl-1,2,3,4-tetrahydronaphthalen-2-
amine,

(25)-5-[(5-chloro-1H-indol-1-yl)sulfonyl]-8-methoxy-N -methyl-1,2,3.4-
tetrahydronaphthalen-2-amine,

(2S)-8-methoxy-N-methyl-5-{ [6-(trifluoromethyl)-1H-indol-1-yl]sulfonyl }-1,2,3,4-
tetrahydronaphthalen-2-amine,
1-{[(6S)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalen-1-yl]sulfonyl }-1H-
indole-6-carbonitrile,
(2S)-5-[(7-fluoro-1H-indol-1-yl)sulfonyl]-8-methoxy-N-methyl-1,2,3 4-
tetrahydronaphthalen-2-amine,

(2S)-5-[(4-fluoro-1H-indol-1 -yl)sulfonyl}-8-methoxy-N-methyl-1,2,3 ,4-
tetrahydronaphthalen-2-amine,
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wi th one or nore pharmaceutically acceptable diluents,
exci pients and/or inert carriers. 15. The

woheronmaessit i cal conposition according to clai mpd4/SEL0D6/000592
use in the treatnent of 5HT6 nedi ated di sorders and
for treatnment of Al zheiner’ s]é%i sease, cognitive
i npai rment associ ated with schi zophreni a, obesity
and/ or Par ki nson' s di sease. 16. A nmethod of treatnent

SRS REP et oI Grtas PGl il Nrey bbadet-at eq

tetr%}ldﬂoﬁa%ht}ﬁ%tﬁﬁrﬂiré obeS| ty and/or Parkinson's
di'sease, conprising admnistrering to a mamal,

(ZSD-ﬁo(lShHilrfddmrﬂO%Smm@blfﬁf ylsulﬁdnyﬂ)a&atantmmy-Nmethyl 1,2,3,4-
t.hera al ef fective anmount of the conpounds of
tetr?l&/WagH{ hafe 'cjc%‘PH\ ng to any one of clains 1 to 10. 17.

(235&15 [@g@mbré @H-lh@@ PYBMAdhYYIB-RABthbk N -FRMy1-f2,3 4-

zhei mer' s di sease, coghitive inpairment adsoci at ed
tetr@hm@@hthﬂl@pf%@mm, obesity and/ or Par ki nson's

i ses t v

e e ek R S R
tetrdh}td@orih@hthh&n zg‘aﬁn@unds sel ected fromthe group

caonsjisiting. (6S)-6-(D nethyl am no) - 4- met hoxy-
(65)566d1?méh¥1é‘€1r%34d%th%ﬁ%@wéﬁ1@l B=y3h6, Bﬁyetr%wﬂmag@halene 1-
Sul&ﬁﬁ)ﬂd@ (di met hyl am no) - 4- net hoxy-5, 6, 7, 8-t et rahydr onap

ht hal ene- I -sul fonyl chlori de,
(6SF- 6$§1Hﬁetimnmmwy~l\6tsqumbﬁlh-8Qﬂdameﬂmkyérﬁ,'hNtet&h@dﬁm&pﬁtﬁiléne-1—

lfah onapht hal ene-| - sul fonyl chlori de,

su %{5‘1 et hoxy-3-[(trifl uoroacetyl)am no] chronane- 8- su

(ss} NonglbeadiRiakéles-y1-6-(dimethylamino)- dmethoxy:5.6.7,8-
¥t rifluoroacetyl)am noy chi'6mane- 8- sul f

tetrmc;rgpﬁtfbpféu@l saHdnamide,
(23?%—@/31-8%1%1 o é)é/rro{o% Blbf]llnlfjno 1rc1) C 5 if)on{/ﬁ Igor]xetﬂoxy dlr_ngtﬂlyl-
1,2,3,4-tetrahydronaphthalen-2-amine,
(2S)-5-(1H-benzimidazol-1-ylsulfonyl)-8-methoxy-N,N-dimethyl-1,2,3,4-
tetrahydronaphthalen-2-amine,
(6S)-N-(4-cyanophenyl)-4-methoxy-6-(methylamino)-5,6,7,8-tetrahydronaphthalene-1-
sulfonamide, and
(6S)~6-(methy1amino)~N—[4-(triﬂuoromethyl)phenyl]-5,6,7,8-tetrahydronaphthalene—1-
sulfonamide,

or salts, solvates or solvated salts thereof.

10. The compounds selected from the group consisting of
(3R)-N-(5-Chloro-2-methoxyphenyl)-3-(dimethylamino)-5-methox ychromane-8-
sulfonamide,

(BR)-N-(5 -Chloro-2-methoxyphenyl)-3-(diethylamino)-5-methox ychromane-8-
sulfonamide,

(B3R)-N -(5-Chloro-2-methoxyphenyl)-3-(dipropylamino)-5-methox ychromane-8-

sulfonamide,
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(3R)-N-~(5-Chloro-2-methoxyphenyl)-5-methoxy-3-pyrrolidin-1-ylchromane-8-
sulfonamide,
(3R)-N-(3-Chloro-4-fluorophenyl)-3-(dimethylamino)-5-methoxychromane-8-
sulfonamide,
(3R)-N-(3-Chloro-4-fluorophenyl)-3-(isopropylamino)-5-methoxychromane-8-
sulfonamide,
(3R)-N-(3-Chloro-4-fluorophenyl)-3-[isopropyl(methyl)amino]-5-methoxychromane-8-
sulfonamide,
(3R)-N-(3-Chloro-4-fluorophenyl)-5-methoxy-3-pyrrolidin- 1 -ylchromane-8-sulfonamide,
(3R)-N-(3,5-Dichlorophenyl)-3-(dimethylamino)-5-methoxychromane-8-sulfonamide,
(3R)-N-(3,5-Dichlorophenyl)-5-methoxy-3-pyrrolidin-1-ylchromane-8-sulfonamide,
(3R)-3-(Dimethylamino)-5-methoxy-N-phenylchromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-phenylchromane-8-sulfonamide,
(3R)-N-(3-Chloro-4-fluorophenyl)-3-(dimethylamino)-5-ethylchromane-8-sulfonamide,
(3R)-6-Chloro-N-phenyl-3-pyrrolidin-1-ylchromane-8-sulfonamide,
(3R)-N-(4-Chlorophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-[4-(trifluoromethyl)phenyl Jchromane-8-sulfonamide,
(3R)-N-(3,4-Dichlorophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-[3-(trifluoromethyl)phenyl]chromane-8-sulfonamide,
(3R)-5-Methoxy-3-(methylamino)-N-quinolin-2-ylchromane-8-sulfonamide,
(3R)-N-(3-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-N-(4-Cyanophenyl)-5-methoxy-3-(methylamino)chromane-8-sulfonamide,
(3R)-N-(4-Chlorophenyl)-3-(dimethylamino)-5-methoxychromane-8-sulfonamide,
(3R)-N-(3-Cyanophenyl)-3-(dimethylamino)-5-methoxychromane-8-sulfonamide, and
(3R)-N-(4-Cyanophenyl)-3-(dimethylamino)-5-methoxychromane-8-sulfonamide,

or salts, solvates or solvated salts thereof.

11. The compound according to any one of claims 1 to 10, for use in therapy.

12. Use of the compounds of formula I according to any one of claims 1 to 10, in the

manufacture of a medicament for treatment of SHT6 mediated disorders.
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13. The use according to claim 12 for treatment of Alzheimer’s disease, cognitive

impairment associated with schizophrenia, obesity and/or Parkinson’s disease.

14. A pharmaceutical composition comprising as active ingredient a therapeutically
effective amount of the compound according to any one of claims 1 to 10, in association

with one or more pharmaceutically acceptable diluents, excipients and/or inert carriers.

15. The pharmaceutical composition according to claim 14, for use in the treatment of
5HT6 mediated disorders and for treatment of Alzheimer’s disease, cognitive impairment

associated with schizophrenia, obesity and/or Parkinson’s disease.

16. A method of treatment of SHT6 mediated disorders and for treatment of Alzheimer’s
disease, cognitive impairment associated with schizophrenia, obesity and/or Parkinson’s
disease, comprising administrering to a mammal, including man in need of such treatment,
a therapeutically effective amount of the compounds of formula I, according to any one of

claims 1 to 10.

17. An agent for the prevention or treatment of Alzheimer’s disease, cognitive impairment
associated with schizophrenia, obesity and/or Parkinson’s disease, which comprises as

active ingredient a compound of formula I, according to any one of claims 1 to 10.

18. Compounds selected from the group consisiting (6S)-6-(Dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalene-1-sulfonyl chloride,
(6R)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalene-1-sulfonyl chloride,
(6S)-4-methoxy-6-[(trifluoroacetyl)amino]-5,6,7,8-tetrahydronaphthalene-1-sulfonyl
chloride,

(3R)-5-methoxy-3-[(trifluoroacetyl)aminolchromane-8-sulfonyl chloride,
(3R)-5-ethyl-3-[(trifluoroacetyl)amino]chromane-8-sulfonyl chloride, and

(3R)-6-chloro-3-[(trifluoroacetyl)amino]chromane-8-sulfonyl chloride.

19. Use of compounds according to claim 18 as intermediates in the preparation of the

compound of formula I.



