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WD 2006/ 126939 PCT/ SE2006/ 000593 NOVEL
8- SULFONYLAM NO- 3 AM NCSUBSTI TUTED CHROVAN OR
WO BIRABKBRONAPHTALENE DERI VATI VES MODULATI NG TPETSEI6/000593

" OIOTEL & SBLAYAGh R O S GHRg o | e "

TET QIR AP ARS FRECHHRIZATIVIE S@judacorpoundaTandctprdrhe
use of said conpounds in therapy. The present

invention further relates to processes for the
preparation of said conmpounds and to internedi ates

FIELD $BATHE TNNENTEPSEr at i on t hereof . 10 BACKGROUND OF THE
I NVENTI ON Ser ot oni n (5- hydroxy-tryptam ne) (5-HT)
receptors play an inportant role in many

The pRRYS iRV Q0 31aRE b R E@hAEInGd!to pHAGIdcORTal fdRuBmvhet V.
sl eep reqgul ati on, aggression, feedi ngﬁ’ and depr essi on.
o)

contaiming Bidompaeds srdtosheuss ofspidmompdunds iodbgrepy. Hherdsenty

1nven90n guéﬁxeF re“:fat%%' t\():cpggcessé éorncég pﬁe%\c/ueaﬂglq ﬂEﬁﬁd gOIPBOIHH-Pr fagg teon t

1nternin@z@@ﬁslea$n the Pipatutioh Ghdresfept or is nostly found in the
central nervous system (CNS). Fromin situ
hybri di zati on studies it is known that the 5-HT6
receptor in rat brain is localized in areas |Iike
striatum nucl eus accunbens, ol factory tubercle and

BACKRGBROIESIPEF THI INVENRIQNMArd et al ., Neurosci ence, 64,
p 1105-1111, 1995). 20 Scientific research has
reveal ed a potential therapeutic use for nodul ators of

Serotdiig (ﬁh?ﬁ—lﬁxyft%%hﬁé) (SQﬂ’-’ﬁ@ }_ﬁ)‘t&ﬂ! pllytdd ifPBAAE bR i }anQuS

di sorders. Bl ocki ng receptor function has
physulzieglﬁalsml\mthqbomﬂdu élﬁ@éonmbkq Iy clacpapgiitis aggression, feeding

and d e me r 3 %18 §| ﬁ"g rfi\sgét Jéq &Eg{%i%ﬁrc%%l}%%gfﬁ%f)@ 2d chi B8 divided

into s@fﬁl&,@ﬂéﬂeﬁt S-lBHVﬁc@it@(sub’@@Bs $ BOSVBTTEIO- 5-8VET, SethChiffBichi p’rﬁﬁertles
cits in in vivo cognition nodels 25 induced b

The SrIﬁ?é éﬁciemoes isgRpRlydaTRd indBe pRAtERhPON O AYSierme-TEY)- Erom in situ
o EAOBRAETR L Bt 1 5690360y 008 P e
like stsilatunm, riuleBeus 5cd1iﬂiﬁ)ensn bifgannstiberclecandasgpocempilfonhation (Ward et
oL NPl ShodMRIL haSal | as acetyil chol Fﬁét ' the
R TS T S R

I8 W PRINENQRR B ARCB Vagly cﬁ@(cﬁa dé% 6613c1668 5-FEADL):
recopi o by SUENAARAARED Alhus CRE{dnorddls 460K %9 109770

functl@Rhesrbfren@ho‘an ta emb@dcm@hna@(ﬂvansmmaﬂ&m@ etzd),@)lf WO
6/ OO

PhanfiRP IR I3 R 0308 RS AP MG AR I T BRD) TR

antagéiks rARE aRb BestBsdwn 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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in the treatnent of cognitive disorders such as
Al zhei ner' s di sease. 5-HT6 antagoni sts may therefore
wheooade®39 n the treatment of cognitive di sor dePGT/SE2006/000593

St udi es have al so shown that 5-HT6 antagoni st

I ncreases the | evel of dopam ne and 5 noradrenaline in

the nmedial prefrontal cortex (Lacroix et al. Synapse

51, 158-164, 2004). In addition, 5-HT6 receptor
Ao o B P B PR e it used
in theRsgatheghdcopdde disodiBfs(sRyh %Blzhmnm&!idlseasér 5el €6 entegonists

may SRR oG e GFUERS! WiRR T BORICFYe deti ol ts are a

Stud1t3§ﬁ£\}éra?so SHUGA tAS SSAIT6 28RBsAR iAcre2RY eeAkvel of dopamine and
anti depressants and atyprcal 10 antipsychotics bind to

norad;rh@hae HT hermebptmelrenid cores (Imgy‘mb et al. Syeapse 51,0 58H&rr 2004).

In ad a%) Zﬂ[osfreceﬁgg tglalglsti &ROt befg éﬁgwgl’t% }]né%lp Og %}@f(ffﬁﬁﬁ%(m the

attenmaﬂ‘ set ERBfing B3k @Hﬁt&her&t all Bdythdttdmad A8y 1KDR253:R, 2(])05,)
Neur ochem , 66(1), 47-56 1996; Sl eight et al
Ther@pret, S>-IIT6 ba%tﬁmmxpect@w beusshy i trepment opgispulsrs Where

cogm%%tvlee gﬁ&é d arF 3 fea(t@l%? ?Q Ec&hzo}anac OEP §é§§a‘l é &prékga?@s) and]a'i;yplcal

antlp@thhm’iﬁnd talieB-HTe 9(9:)3pﬂoaa‘mi désory bed fadher in phﬂlepmflbl of

st 5B A PR BTl A0, B RABRS 1. Bep
OpinSTh&SPatatd, @ﬁ&ﬂﬁlﬁzﬁtl@D@sK&h\éﬂ%h hokaNetrgehem., lésgg p 47-56,

Sci ences, 62, p '1473- 1477, 1998 541T
1996a§brgf$ﬁ‘salham@ J b@@mﬂn@mimm,cp H6eyat, d 99 B\Russaaret dagitit

r 0 iated with anxi ety and shown
Phanﬁ%%(?q ?ggpefﬁ%@a 06; E%‘del s predictive of

obsessi ve- conpul si ve di sorder (Schechter et al.
Neur oRx. 2005 Cct ober ; 590-611 The use
Steamefchlih gt & Rf@ﬂn@qﬂlsuﬂé’é% Ppliegleflhle?r é?%‘?)é%ﬁ%e%%lab%@e

el b S HShy L B Ll cs v

beendi@ked idgtetadhiec P Srgso iehdrixidty siaees QYoﬁnbﬂ'eﬁetaht hﬁ@ﬁmsh@s,l a2,

di sor der t opami ne transm Ssi on t .
11§ G IR e R P BN Dt ot i eleSE kyEfidoaBA in
bralrfxggioﬂs HQBaIASyi AN S ind YHownSpARMRleR ffects in models predlctlve of

dopa/ car bi dopa or” amanti di ne woul d be expected t

obsem«:eccanladmamdagl@br (Scbeghtaretial Benrofep aﬁﬁ?ﬁw@cwhh%ﬁ@ér 590—61 D.
t
e G ERIS, e oL BB BBt SR Brph e

disordBent | ey et aI Br. J. Pharmacol Suppl . 126, P66,
1999; Bentl ey et aI ‘ J. h choaharmacol Supl . A64

Pullaggga ey gdPharpiageliBiox ehay 0268+, 2004 have deseribarlthe
poteﬁ/égl 2% @f/ 51121%%%%&{3 g’ﬂs@ﬁg gg@f(ﬁ%%@é the’gdoparmne 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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2005). 5-HT6 receptor nodul ators may therefore al so be
useful in the treatnent of feeding disorders |ike
wWar@raxi9a9 obesity, bulima and simlar di sor deCEHSE2N06/000593

al so type 2 diabetes. 5 DETAILED DESCRI PTI ON OF THE
| NVENTI ON The object of thes present invention is to
provi de conpounds exhibiting a nodulating activity at
the 5-hydroxy-tryptam ne 6 receptor. io The present

2005? LB rBELpRSr M b RS 0% %Ez(llﬁé}@ﬁ)r@ filsh BF At ih the(tred?m@ﬂ]()frfeedm g

U=S=0 | R6 N RO O R10 R5

wher ei n: IS
disorders lilkg anaregiag abesitly, bulisia mbm@nkaadssp@.rs&mdla}so, type 2 diabetes.
C3_7cycl oal kyl C0. 6al kyl, C3_
7het er ocycl oal kyl C0. 6al kyl or C2_loal kyl; 15 Rl is
hydr ogen, hydr oxy, hal ogen, d _|oal kyl, C2_I oal kenyl ,

| oal k Cl_| oal kox R11) 2,
DTG Ry PR s BRI OA 1 0. 6al kol
Cl1_6hal oal kyl , Cl1_6hal oal kyl O R70C0_ 6al kyI cyano,
NC2, SR7, R7SOZCO_4aI kyl, SOR 7, R7CON(R8) Q)_4a| kyl ,
The MR&)}BﬂWeseﬁﬂﬁmﬁnﬁcﬁﬁﬁRSpmm&npoﬁﬁ&) D Saolylkhting
?‘85 é&y is 0, 1, 2, 3, 4o0or 5 20 Xis a
actlvgmb‘i g%ﬁ X @aanmﬁr&@m or Xis Nin a
het eroal kyl or C5_1lheteroaryl; or N, SO, X and P
formtogether a C8 11heteroary| or
The mgsent biveyidooprovisies adtkpoundgof for@Mlaok 0; R2 is hydrogen,
hydr xy hal ogen, Cl1_1loal kyl, C2_10al kenyl ,
2 A0alRynyl , CL I oalkoxy, N RLT) 2,
CGl 10Qary1CO. 6a| kyl , C5_6heteroaryl C0. 6al kyl ,
Q:l BHal oal kyl, Cl_6hal oal kyl O, R7000_ 25 6al kyl ,
no, SR7, 802R8 SORT, NCOR7, NR8S(2R7, COR7, COORY,
2RI CON(R8) 2 or SCZN(R8) 2; WO 2006/ 126939
8/°000593 4

wherein:

P is Cg.10arylCo.salkyl, Cs.i1heteroarylCo.salkyl, Cs.scycloalkylCo.galkyl, Cs.
sheterocycloalkylCy.galkyl or Cy jpalkyl;

R! is hydrogen, hydroxy, halogen, Cy_jpalkyl, Cs.1palkenyl, Cy jpalkynyl, Cy.joalkoxy,
NR™),, Cs.10arylCo salkyl, Cs.ijheteroarylCo.galkyl, Cy_shaloalkyl, Cy.ghaloalkylO, R70C,.
salkyl, cyano, NO,, SR, R’SO,Cy.4alkyl, SOR, R"CON(R®)Cgalkyl, N(R*)SO,R’, COR’,
COOR®, OSO,R’, (R®),NCOC.¢alkyl, oxo or SONR®);

nis0,1,2,3,4o0r5;

X is a single bond, Cy.3alkyl or NR6, or X is N in a heteroalkyl or Cs.;1heteroaryl; or

N, SO,, X and P form together a Cg.jiheteroaryl or Cg_jibicycloheteroalkyl;

QisCHor O;

R%is hydrogen, hydroxy, halogen, Ci.jpalkyl, Ca.ijpalkenyl, Cs.q0alkynyl, Cy_jpalkoxy,
NR"),, C.10arylCo.salkyl, Cs.sheteroarylCo.salkyl, C; shaloalkyl, CyghaloalkylO, R7OC.
salkyl, cyano, SR’, SO,R®, SOR’, NCOR’, NR®SO,R, COR’, COOR’, OSO,R”, CON(R®),
or SO;NR®);
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R3 i s hydrogen, hydroxy, halogen, Cl_loal kyl,

C2_10al kenyl, C2_10al kynyl, C1_10al koxy, N(R11l)2,
w@2006020999.CO. 6al kyl , C5_6het er oaryl CO. 6al kyl , PCT/SE2006/000593

Cl1_6hal oal kyl , Cl1_6hal oal kyl O, R7CCo_ 6al kyl, cyano,

SR7, SO02R7, SORT, N(R8) , N(R8) SO2R7, COR7, COORY,

OSO02R7, CON(R8)2 or SO2N(R8)2; 5 R4 and R5 are

sel ected i ndependently from hydrogen, Cl_sal kyl,

s G4 R o R 5 PR e, oo
N(R!'§5 (B hatRCoal1 Qs datdydryldh galialy Coghal suliby § € 1 dinled iy} RIOCo.

Ik TSR SO ORI kB Spp e UG DR g CNOR,

e sy7.het er ocycl oal kyl , whereby R4 and R5 may
CONE@%%%#“?%#@U by 10 one or nore groups sel ected

R* antl Riepeseiterdd ipddpenderilydran dydroget, dyenlkylCC16kalaatkyl, €isalkenyl,

hal oal kyl ryl,  C5.6het eroaryl SO0Z2R12
C2-53€9X‘1?21’, 8%@&?48?1%5%%6éy§12a§HEa%§@5'3’§%B%ﬁrY@&?é]§yloaﬁa (n?say'obre
substute® ﬁil bhOB mBR droupyLRa/Nnddpbn &l tom %?@1{ alyoakyl, cyano
R7OCL” 6al kyl , _6hal oal kyl, Cl1_6cyanoal kyl,

and (uRAIkY:2NO000 6al kyl or R12SO2C1_6al kyl; 1s R7 is

Oal | C hal | a .
R* anggR* g fobstheC T at R Ot B R R REmAY e sybsituted by
one ogno?@gﬂélﬁiiy @Ql ; dtl ééﬂgihgé;?eﬁlaﬁlﬂ%@ilgydfd%gg%mglﬁy ©pdaligl, Ci.

cycl oa . 6a o r . 6a :
halogR sl Gy Hhegptonsh RS T f SR oGt SOBNREY: aptpro

her a C5_6heteroaryl or
Subs’[@tfz}ﬁ{é?e&rrgg)%ﬁggl kyl; 20 and whereby any aryl and

R%is hedrogana Cy kalkyld €5 sdtloakyl, RMACRGkhyChdakalkst, iGiue ysdomiyl,
n r re_gy |.ected i ndependently from
(RII)Mng@@ﬁ%Poggg#Eﬁégﬂoxy, Cl_6hal oal kyl, cyano,
7i - iy, SORERr 1 A BalkylCo.
R lsﬁ(lgefg%yég%géloggglﬁlcg}ﬁ%bkmy ORb 1oLl ANCRICH: RalkyICo

(R 1)2 and COR12; |
salkyhgoC pgtioxyGaloaykn, hydroxy, Cl_6al koxy,

e s ShofLEL i SRS A GGl . 251

Cs.cheibrdpacoadiignl or R | is hydrogen, Cl_6al kyl or
, Cl 6haloal kyl; and R12 is Cl 6al kyl oi‘? 1_6hal oal kyl,
R’ angrR riorm #ggethiet 2 Gsshoieioatyd oner-MeteeaCyelgpdivhal kyl or

an?ﬁg%e??o&ﬁa{n&?ﬁgl;aﬂglr?léﬁé(lg)?ar%?@@ggld E%Saqxggilﬁgléﬁ%e SBstiBed B one or
mbredgpendeletiey ifdepmdendy dgenhydragagbrlogemh pidoxy, Cosalalkyl,
e 2R her LS e e, RieSROR, s0
N(R'); and COR'?;

R’is hydrogen, halogen, hydroxy, C.¢alkoxy, Cy.ghaloalkoxy, Cy.¢haloalkyl, C;_salkyl or

COR™;

R!%is hydrogen, Cy.¢alkyl, Cy.¢alkoxy or Cy.ghaloalkyl;

R is hydrogen, C1.¢alkyl or C;.¢haloalkyl; and

R is Ci.¢alkyl or Cy.ghaloalkyl, 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, Cy.3alkyl, C;_salkoxy and C;shaloalkyl,

or salts, solvates or solvated salts thereof.
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WO 2006/ 126939 PCT/ SE2006/ 000593 5 Anot her enbodi nent
of the invention relates to conpounds of fornula I
wWob@ea2d939 wherein: P is C6_10aryl Co_6al kyl, PCT/SE2006/000593

C5_1l heteroaryl Co_6al kyl, C3_7cycl oal kyl Co_6al kyl or

C2_loal kyl; 5 Rl is hydrogen, hydroxy, hal ogen,

Cl 1al kyl, C1_|oal koxy, C6 10aryl CO_6al kyl, C5

| | het eroaryl CO. 6al kyl , C1_6hal oal kyl , R70CO. 6al kyl,

NO2, R7SQ2CO 4al kyl , R?C(]\I( R8) CO_ 4a| kyl, COR7 or

SO2N(R8)2i n is 0, 1, 2, 3or 4, Xis a si ngl e bond or
AnotH¥REmbodigheq) fGHe Ifentith iedatésytdrcogmponnd®dfifernnds dyhareor:

Cl | oal koxy; R4 and R5 are selected independently from
Whefqﬂﬂydrogen or C1 5alkyl, or R4 and R5 form together

! : 1io8 C,.joalkyl;
i T e
is ﬁia:lr('»’ganc hpnhbky,llﬂbgﬁﬂl (R1y1|oalb)’1 Ci.uﬁﬁilokm)@mryl%@dky]l CsR8

11hete€ﬁar 16%%}919& ghalfy mﬁ(tlﬁﬁ ]a\oﬁg@]l\g@y% gﬁﬁé lgit%r’oar qN(R )Co-

salkyld ORT O?SOZRZR@%‘,d R8 may be substituted by one or 20
nore groups séelected i ndependently from hydrogen,
nis OhklZgem4; C1_6hal oal kyl, cyano, O _ 5al koxy or SR11;

and R10 is hydrogen; or salts,
Xis as%?g}gpglig%ﬁggdl vated salts thereof. 25 In a further
Qis GHed;ment of the invention P is phenyl, naftyl or

R%; tetralinyl. In yet another enbodi nent of the invention
is pydreg®yr i di nyl , pyrrolyl, benzodi oxanyl,

lsﬁﬁfogé’ el 10%113?513,, benzofuryl, thiophenyl,

I'mdazo benzot hi ai m dazol yl , benzof ur azanyl ,
antiiRseaz@kqld:cm&mdepe;adc;nt]yrﬁr@ainyﬂlgdgen neﬁh;allpﬂeqryl
R* a“idgﬁﬁ“ﬂ geﬂ’ér C?E\{Eefg%gfﬁ lf ﬂn gglzot ﬂluiaggl IyIne furyl,
6ig ﬁwﬁgéen, cycl opropyl, thienyl or ethyl naphtyl.
R7 is Cy.1palkyl, C;.¢haloalkyl, Ce.10arylCo.salkyl, CscycloalkylCy.galkyl or Cy.galkoxyCe.
1oaryl;
Riisa hydrogen, Cy-jpalkyl, Ce.10arylCo.salkyl or Cighaloalkyl;
and whereby any aryl and heteroaryl under R!,R” and R® may be substituted by one or
more groups selected independently from hydrogen, halogen, Cy.ghaloalkyl, cyano, Cy.
salkoxy or SRM;
R’ is hydrogen; and
R is hydrogen;

or salts, solvates or solvated salts thereof.

In a further embodiment of the invention P is phenyl, naftyl or tetralinyl.

In yet another embodiment of the invention P is pyridinyl, pyrrolyl, benzodioxanyl,
methylpyridinyl, benzofuryl, thiophenyl, thioimidazolyl, benzothiaimidazolyl,
benzofurazanyl, thiazolylpyrazolyl, imidazolyl, methylphenyl, indolinyl,
benzopyrrolidinyl, quinoline, isoquinoline, thiazolyl, imidazothiazolyl, furyl, ethyl,
cyclopropyl, thienyl or ethylnaphtyl.

In one embodiment P is chromane or indane.
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In one enbodi nent P is chromane or indane. WO
2006/ 126939 PCT/ SE2006/ 000593 6 I n anot her enbodi nment
wototbhzs9Bnvention P is substituted with 0, 1, PCT/SE1M06/@00593

groups R1, wherein the nunber of Rl substituents is
designated by the termn. kn another enbodi nent of
the invention nis 0, 1, 2 or 3. 5 Were Pis
substituted by nore than one Rl group it is to be
understood that the Rl substituent may be the sane or
different. In a further enbodi nent of the invention Rl

In anéthethgrolvatimant afftheomeentionbdissubditetas withdid, 2, %@t%gmol,lps R

wher%h %ﬁﬁﬁ%&? %%@sﬁgﬁ:}g&ﬁé ldés"sgnrggegil%}! the e i3 ﬁ ?f(lhtg}?r embodiment
of thd 0&RAG] 8.0, bengpvxazol yl , thi ophenyl, mE‘t hyl CON,
phenyi NCOmet hyI phenyl Soget hyl , nitro, phenyl SO02,

Whermé’t myu@@@tembmscme theneng R, geapianbis toboradassipod that the R

I thyl or hydroxy. In another
SubStR %be th rﬁeé&%%lifg%a ‘oal kyl, Cl_6hal oal kyl O or
NCChaI onethyl. In yet a another enbodi nent Rl IS

quoron"ethyI dlfluororreth rifluoro

In aqu'thﬁ;re@} H@ga; of thegnygngiop & gér%l"’*@&?‘ &hl oron%uo 0, bromo, iodo,
meth%ét{hg/ﬂ E—QF@,L}Q%?%H IR, EARR lnl?r%of?ff rﬁaﬁoﬁynlfﬁek%r ‘iﬁ‘opoxy,

oxy,” et hox propoxy. I'n ano
pyrideryhdsbhaxendle ,R&nizmx@iol@h tiioptickyl, mﬂthm%h ahcxaﬂN(]D@neth}ﬂ

oAt 48 Bt oome

ynnﬁﬁ% I@)ﬁﬁetﬁyl otQytifdxky] uor omet hoxy. In a further
od |rren bond. I n another enmbodi ment X is NH.

In anpthey@mb@dlmmtlﬁexs Clehﬂi@@k)ﬂfeﬁt shelqadksiO;j o5 NCQhphemerhyl. In yet a
anoth%h%%xéb&& 5’?& rfﬁki%rﬁ&hgly Bfo%ﬁﬁﬁbﬁﬂo9&ﬁ&hyl hﬂor%ﬁl%thoxy,

difludretretioxsiop gl unabmsox §. et rahydr oi soqui nol i ne, 25
benzoxazepi ne, isoindoline or benzazepine. In one
enbodi nent of the invention R4 and R5 are sel ected

In onk RABREAINRbE e 1{1%}1%R3 A dlln‘aﬂ%gen, ﬁl@ﬁloﬂ,—e%lli@éy(@ Ipﬁﬂoxy' M another

anot her enbodi nent are sel ected

embddidepdide ﬁllkl;alcﬁaibyhor iy ehradbopdliy] Onibt mapoteemnbodlmgndﬁys
- d f | f th nb
oG e VDR eI PPl bR

triflu¥®methdxr t her  enbodi ment R4 and RS formtogether a
pyrrolidine. WO 2006/ 126939 PCT/ SE2006/ 000593 7 In
anot her enbodi rent R4 and R5 form together norpholine,

Ina t%%groémai%d%rnner%%t( %soant?(lnldym another embodiment X is NH. In yet a further

embodiment X is N in a mono or bicyclic Cs.jiheteroalkyl or Cg.jzheteroaryl. In one

embodiment X is N in an indol, indoline, tetrahydroquinoline, tetrahydroisoquinoline,
benzoxazepine, isoindoline or benzazepine.

In one embodiment of the invention R* and R’ are selected independently from C.salkyl,
and Cj_shaloalkyl. In anqther 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 Cs sheterocycloalkyl ring. In yet a further

embodiment R* and R® form together a pyrrolidine.



substituted on the | actam nitrogen or N substuted

pi perazi ne whereby the substituent on the piperazine
woRicox®s nay be sel ected i ndependent|y from hpdr/eE®ne/000593

Cl_6al kyl, Co5-6aryl, C5- 6heteroaryl, COR7, SO02R7 and

S2N(R$) R6. 5 Anot her enmbodynent of the invention

relates to conpounds selected fromthe group

consi sting of

In ako¥dr eRbVBERGN Yt Mn DR irbE] Eﬁél&tb?rsxh)gﬂ%%ﬂ%{é Sd%l &néﬁ:lal)namﬁnoellfy

hr oman- 3- ammbni um acet at

SUbSEIKUJlEdGmh@ﬁ é@ﬂﬁmylit)mhfoohfyéh@smmm&azme whereby the substituent on the
0 rona 10 anmmoni um acet at e,
pipely g O b STl PR B 7 DA O 3BV ity Cs.
shete@oidt, CORIB O, R’ aﬂd sban@épesul f onani de,
N-{(3R)-3- (D net hyl am' no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onen- 8-yl ] bi phenyl - sul fonam de, 15

oo AR Al I Bl et 9 e 2 o
consﬁtmgbbro N-[(3R) 3- (d| met hyl am no) - 5- met hoxy- 3, 4-di hyd

H ch d b
(3R) %2 hﬂ%gg\gﬁ&@ lfgot{ranlpﬁngég fonyl)an]nng]chroman 3-ammonium acetate,
ﬁlﬁﬁﬁp 2H- h
(3R)?m¥§&§§0ﬁ%nggglh¥éﬁ§ 33|53¥ %%Wg}ei\gfzﬁe%es %gﬁo =
ammgnigiy anetrtey- [ ( 3R) - 3- (di met hyl ami no) - 5- et hoxy- 3, 4- d| hyd

3—Br§r% —%—i@% %ﬁﬁﬁt@&%ﬁq)ﬁmﬁo&gﬁ 4-dihydro-2H-chromen-8-

yl]behzerb@lf@ratdidd, 3R) - 3- (di et hyl ami no) - 5- net hoxy- 3, 4- di hyd
ro-2H chromen-8-y1] -2, 1, 3-

N-[(Hony Riamtadenino)Ssuphonndidadhyds-2H-chromen-8-yl]biphenyl-4-

sulfohbhiasR) - 3 (di met hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onen-8-yl]-3- (trifluoronethoxy)benzenesul f onani de,

N-[(MHI- Gﬁa)aeﬂry(mimnﬁl Byheardya), 4ﬂxﬁw&@9mc1§@ﬂeﬁ%tmﬁﬁ Pnehb:SHA-
h ]ge %’i’% 2, 3-di hydro-|
methy ’%’8? ORamEles | f onani de

i

YlllmlldaBOEii bh][bﬁdthMZ{)Keaﬁul&nemdmt hyI ami no) - 5- net hoxy- 3, 4-d
N—[(%{%gﬁl%fggw oe ][)}fggg@rgr n%H-Zch?grLgrggiﬁ? g-e Vo
(methylsulfonyl)benzenesulfonamide,
5—chloro—N—[(3R)~3—(dimethy1amino)-5-methoxy-3,4-dihydr0—2H—chromen-8—y1]—3—methyl—
1-benzothiophene-2-sulfonamide,

7-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3 A-dihydro-2H-chromen-8-yl]-2,1,3-
benzoxadiazole-4-sulfonamide,
N-[(3R)—3-(dimethylamino)-5-methoxy—3,4~dihydro-2H-chromen—8-y1]—3—
(trifluoromethoxy)benzenesulfonamide,
N—[(3R)—3—(dimethylamino)—5-methoxy—3,4~dihydro-2H—chr0men-8—y1]—2,3-dihydr0-1,4—
benzodioxine-6-sulfonamide,
3-(2—chlorophen0xy)—N~[(3R)-3~(dimethy1amino)-5~meth0xy-3,4—dihydro-2H—chromen—8~
yl]benzenesulfonamide,

4,5-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4- -dihydro-2H- chromen 8-
yl]thiophene-2-sulfonamide,
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8
N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr

wWor@aAS999 | - 2- (1- napht hyl ) et hanesul f onam de, PCT/SE2006/000593

4-chl oro- N-

[ (3R) - 3- (di net hyl am no) - 5- get hoxy- 3, 4-di hydr o- 2H- chr om
en- 8- yl ] napht hal ene- 1-sul fonam de, 5

4' -cyano- N-[ (3R) - 3- (di et hyl am no) - 5- net hoxy 3, 4-di hyd

N3 S’-ﬁ%@'@&@ﬂ?@ﬁ}ﬁiﬂh%gﬁx% ¥ gih&%—cg%oﬁ% di ﬁgar—gIeZH- chr
na hthm&enhz&eyﬂlfonaﬁnde(t rifluor orrgt hyl ) benzenesgl Logfgn gﬁl— .
4 cm%ree}‘u@)w G R R b S

IInaphthaedd 1-sulfonamid
y]naﬁ 53 (Sléllor?gt hy? am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

cyzmm’-IS—[(%R)]3 ahinabylangnod ¥ mtf}cpcl’ye%%dﬁa@m -3Hirapeomen-8-ylJ-1,1'-

ono- N-
blphe[“?']g%)s 1%““@8?‘&% hyl ani no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om
N-[(3 indéthiagehd)yrenR il inratyde-2H2hromen-8-yl]-3-
I R?gs(gno I\é’[(SR) 3- (di ml}e,t hyl am no) - 5- met hoxy- 3, 4-di hydr
(trifluprometh Wolsmaencgulignamiéaz enesul f onani de,

N-[(ﬁtl)rei&((%g% tﬁ?/l%%bg@t?}ﬂe 03)4 A #&Qﬁychg)erﬁ’éﬂé-@ﬂdg-gygafn- r

ropy zénes onam
ylth1dl¢h&ﬁe38¥ul$o1(wkud@t hyl am no) 5- rret hoxy- 3, 4- di hydr o- 2H-chr

I]n phthale e-2- 20
N‘[31(I{[ﬁ1§)F3 aﬁyﬁaé?lﬁﬁ?}‘ ReiRgxYs3 éf'éi‘}i%g?/ ggd%‘rﬂlfﬂﬁ? & 0- 21 chr
nzenesul f onam de,
yl]arrgﬂ@?gﬁ%@'ipfl %%Jlkerret hyl am no) - 5- met hox 4- di hydr
1-ace0y123-bmmoewdﬁ318)-3 ~dijs8ry2anies):d o aer Yo 4-ddtsydro- 2H chromen-8-

yl]ing’o}%%%m' E}C‘g%fr 0-N-[ (3R) - 3- (di met hyl am no) - 5- met hoxy- 3

°chr omen- 8- yl ]t hi ophene- 2- sul f onam de,

4- cyafhotIeJ[@ Rg@tédhm%&ﬂaﬁﬁ?hoﬁS bRty /4-atfyde)-28-diedthex§- 3, 4- d
H chronen- 8- 'yl ] benzenesul f onani de,
yl]benze[n@gﬂgongm(qg met hyl am no) - 5- met hoxy- 3 4- di hydr o- 2H-chr

N-[(3R): -Jérpéﬂhk{aﬁgé& 2%‘{) (§§ f )yy]f}% 4- di hyd

propylber&bhe’shrfﬁmmdB -
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-ylJnaphthalene-2-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-4-
methylbenzenesulfonamide,
4-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide, \ .
3-bromo-5-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]thiophene-2-sulfonamide,
4-tert-butyl-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
methoxybenzenesulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide,
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yl ] benzenesul f onam de, WO 2006/ 126939
PCT/ SE2006/ 000593 9 N-[4-({

WO e®R)12633¢ di net hyl am no) - 5- met hoxy- 3, 4- di hydr oP@QFHSEI0&IN0593

en-8- yl] amno } sulfonyl)phenyl] acetam de,

2-brono- N[ (3R) - 3- (di net hylam no) - 5- net hoxy- 3, 4-di hydr
0- 2H chronen- 8- yl ] benzenesul fonam de, 5 N-{ [5-({

[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

N-[4f(g ggl;g}r%(giéﬁéﬂﬂ%n}né-@rﬁ%ﬁﬂ-@M-@iﬂygrbyiﬂ-@%%—&
yl]mmp(mnswﬁ@mmqmmm no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

2 on SRR bl G Y A RS GRS RE v or

yl]begﬁe&smlf&nanﬂde 10 et hyl benzenesul f onam de,
(di met hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr

N-{[é'ﬁiefrﬁ%{ 91({{11H2:1hyﬂﬁrtnrn@béﬂ12@ @b fatibydra@H-chremeno- N- [ (3

3, 4-di hyd 2H ch -
yl]an@ﬂ? ﬁuﬁﬂbpﬁ%@rﬁf ] %?%’l’fgbg}? a?‘%ée\r’{fzenesu: fgn;?n de, clrsomsn
N-[(3R)F $-&theﬂty(laﬁnli’(6‘,t hyﬂm]mm;) ASligir6 Okl eidorhenlishyfao- 2H- chr

I - ni trobenzenesul f onanm de, N-

hy
<tﬂﬂmr9mfﬂté/¥>évam%%@fpa%) 5- met hoxy- 3, 4- di hydr o- 2H chr om
N-[(3%:- @(dﬁkﬂeﬁﬁ?ﬂuﬁ% -S! rfl‘f‘etlllox -$ul (1‘1%3"2 *ghromen.-8- )&}] % 4 di hyd

4-"chl or o- t’hyl am no
ethylbenz2keslifioommide 8- y| | - 3 20 nitr obenzenesul f onami de,

D O AR it ¢ e

nitroBerfrefldsaiTbRdreidbl
(di net hyI am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

2- Ch]@ﬁl-éz-[@R -Bddimatfaduningiarmehox 2§ 4f\|i1[15<1r {2H-chromen-8-y1]-5-
(tnﬂ{lérgg)eth? )FQII] ;g,i/ g) 5- et hoxy- 3, 4- di hydr o- 2H chr om
en- 8- am n

ohyl)-4-nmethyl- 1,3
N—[(3R)h3ﬁﬁﬁieﬂ%f-laﬂnho)iﬁeﬁahmx§€3 4-dihydro-2H-chromen-8-y1]-4-methyl-3-
N[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
nitroperzruesulfpngmidenhene- 2- sul f onani de,

N-[ dc\}krr)[é%] ?@nflﬁ]ﬂaﬁ%ﬂgf 9%%;&393 ) Qﬁ%g MV schtoftetls b;)fﬂfaﬁﬁt%'ad‘eﬁ@-rl -

sulfonamide,

4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3-

nitrobenzenesulfonamide,
4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllbenzenesulfonamide,
2,4-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
ylJbenzenesulfonamide,
N-[5-({[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]Jamino }sulfonyl)-4-methyl-1,3-thiazol-2-yl]acetamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]thiophene-2-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-4-
nitrobenzenesulfonamide,
3,5-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2-

hydrox ybenzenesulfonamide,
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30 ni trobenzenesul f onam de,
3,5-dichloro-N[(3R)-3-(di net hyl am no) - 5- net hoxy- 3, 4-d

w0 bgodnes92H- chr omen- 8-yl ] - 2- hydr oxybenzenesul f POTEHAEI€6/000593
WO 2006/ 126939 PCT/ SE2006/ 000593 10
N-{ (3R) - 3- (di net hyl am no) - f et hoxy- 3, 4- di hydr o- 2H-chr
onen-8-yl]-3- nitrobenzenesul f onam de,
N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

NG i R R R S 22 2. -

o ML [ (38 3 ( 4L ety Lot N} 5. et by 3. d- di hydr

N L e S T S

dimet%n)éﬁaggﬁe' Bsdiftinagidy | am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
onen-8-yIi-b- 10

4,5-dibpmeniN-KAR}-3r(gingthylepinend-1Rethak¥-8 dadihpdro-2H-chromen-8-

N[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
Yl]thl%ﬁ’ﬁ%ﬁ@*griﬁf]o&%‘?lt%%i- met hyl - 5-

5-bmﬁlgrﬂlf[t}%{atsl(@iﬂétﬁylaxﬂihb)pmey%deln;hﬁﬂpHmeoﬁemeiyﬂpmam
i de, - cyano-
methc[x(ysﬁ)zege@iﬁomhiﬂ am no) - 5- met hoxy- 3, 4-di hydr o- 2H chrom

N—[BE?—Q%@%I%‘%@W%&?? %J-eﬁhg’gﬁ‘e@%iihﬁ‘ngﬁ%ﬁlic romen: 893, 4- di hyd

(phen:yIEEle'hyd)th'fbi@ihihe&—lylglfenlmﬁde,di met hyl -
r - 4- .
N-L3RY B 6 et PRI oy Sgicr ks mengh o B meite-

i s Ry A H- [ 8f8-8l8ulfonamide,
(t“ﬂ“%mlf?‘?%%l?%ﬂ gf%‘?%?gﬂrﬁéryg) “5- met noxy- 3, 4- di hydr o- 2H- chr
2-cyanoh BRYI3 (Bn6thy R rfemiiory GehdibydoBhfammnt de,
N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
yl]be‘&‘?\g%s-“@o?'f“]"‘scgl- met hyl -1 H i ni dazol e- 4- sul f onani de,

s-cthbLNQgé)R)%-(cﬂiﬂminﬁaaj-ﬂ@etm,mmmao4ﬂcﬁﬂnmdemsz31ﬂ~r,,hr
onen- 8-yl ]-5-isoxazol - 3- ylthi ophene-2-sul fonam de, 25
dimetfgt- h§lt pygazofe-4-sulfonamide,

= 3- ( di ' - -di hydr o- 2H chr om
N'[(3E{§%§dn§lﬁjggam%%§y§'ﬂs@fﬂb% gﬁ%?%p%%%%ﬁ 7 %:Ig?—boxyl at e,
yllbeMehéaMonamidl, met hyl ani no) - 5- et hoxy- 3, 4- di hydr o- 2H chr

onen-8-yl]-4-
N—[(3R)—3—(dimgth]ylamino)—S-methoxy—3,4-dihydro-2H—chromen—8-y1]-3,5-

dimethylisoxazole-4-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1-methyl-1H-
imidazole-4-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-5-isoxazol-3-
ylthiophene-2-sulfonamide,

methyl 3-({ [(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllamino } sulfonyl)thiophene-2-carboxylate,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
phenoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3,5-
bis(trifluoromethyl)benzenesulfonamide,
2,6-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide,
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phenoxybenzenesul f onam de, N

[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om
W@e08Hd9B9 3, 5- 30 PCT/SE2006/000593

bi s(trifluoronethyl)benzenesul f onam de,

2, 6-di chl oro- N 11

[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr om

en- 8- yl]benzenesul fonam de, WO 2006/ 126939

N- ﬁﬁ' A6/ 888898 -mdiboxy-3 4-dihydro-2H-ch 8-y11-2,6-
1 % gﬁddl rre?hynlnammﬁyo) -5 1rr}étr%oxyC Efoﬁlegll h})'/gir 0- 2H-chr
diﬂwmnn®ny$qlfoaa@1dedl f1 uor obenzenesul f onani de, N-

NGRS SRR P amE R o 25 e S

mtrobbl{z{eﬁ&)ﬁfgmﬁﬂﬂdget hyl am no) - 5- net hoxy- 3, 4-di hydro 2H chr
onen- ]-4-tert- pentyl benzenesul f onam de,

N-[(BR}3 écﬂz)negly@@m@i ﬁyn%thpmy AslipxdragklclgomediShyldddettt chr
5- trinethoxybenzenesul f onam de,

pentﬂ_ﬂ?%%s}ﬁglna%ﬁl ét hyl arr: no) - 5X¥ret hgxy §u4 di hydr o- 2H-chr

N-[(@Rr)%m-(c&meltﬂylﬁmanS%éthwﬁanﬁnﬁﬁum{m&mrﬁﬁ-8 -3,4,5-

- 3- (di m no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om
mm%t 0’9’ MGHQS r% uor oret hoxy) benzenesul f onani de,

N—[(§RP§ 5 Qe n%a(ﬁ%ﬁib) 3: n(lahase)f Bl & R0 ERcHTBiRR%Y rﬁ,@  34- d| hydr

H-chro uorobenzenesulfona
meﬂbﬂt[e@m)emﬂfqndnm@ hyI am no) - 5- net hoxy- 3, 4- di hydro 2H— chr

NG bRy S o nte AR R RS2 4- i nyal
(tnﬂu@maiéﬂﬁﬁl_’ymmésulwn]aﬁﬁw enesul f onami de,
2-chl oro-N-[ (3R) - 3- (di_ net hyl am no) - 5- rrethoxy34d|hd

‘bf‘Pféo‘iH@RD'ér@Hﬂ@ ylmjmm) rwethoyyBabdify dieedtlichipman-frall-2-
ﬂuo%b&%ﬁésﬂlfgha[lﬂlﬁg) - (di met hyl am no) - 5- met hoxy- 3, 4-di hyd
ro- cnronen

I ]-4- fluorobenzenesul fonam de,
N-[(ZR 5 BH(dimetiH 4drhidB)- S%étdoxmshydmydmdﬁanmh&yﬂa rhettliyhg-d
ro- 2H chromen- 8-yl ] -
nitrobenzepesEPRRRICRY | ) benzenesul f onani de, 25

3 chgl‘rrré HN:%@?5?’)]‘5{(%{n@ﬁﬂxﬂnﬁm)@ﬁle&oﬁ%!ho&lny&oé‘zﬁ-icﬂ%%{e%:z?ﬂ chr
yl]benzenesulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
fluorobenzenesulfonamide,
3-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
fluorobenzenesulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-1-
phenylmethanesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,4-
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-5-fluoro-2-
methylbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-

(trifluoromethoxy)benzenesulfonamide,



10

15

20

25

30

phenyl met hanesul f onam de,
N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr

wWorwaAS999 | - 2, 4- di fl uorobenzenesul f onam de, PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onen-8-yl] -5-fluoro-2- 3014et hyl benzenesul f onam de,
N-

[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

2.5-a55R ol e e BRI en 810

yl]be&eﬁegﬂmmhhmfde N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4-d
0- 2H chromen- 8-yl ] esul f
24 6@@@%%@@&@@@&@!&@%‘5 EE@XBM gﬂﬁ\éféso -SSR 83,
chronen- 8- yl]benzenesul fonam de, 5
yl]be’i}’- g!?%ﬂn@%?‘%l C3R) - 3- (di net hyl ani no) - 5- net hoxy- 3, 4- di hydr
3—bromo2IH-[kaﬁhmﬁﬂly}dlﬂihehimmyf-hﬁﬁﬁi}dleQQH—chromen-8-

3- chI 3R) - 3- (di net hyl am no) - 5- et hoxy- 3, 4-di hyd
Yl]be‘?%’néwé’ﬁ?lah%n 8-yl ]-2- nethyl benzenesul f onamni de,

3—ch1(’)\}‘oLI(I3[§)R)% (ﬂfne@ltytsymﬁ@w@aeﬂ%@es haxyydo-SHdihyEER-8 3t hr
onen- 8-yl | 10 tetramet hyl benzenesul f onam de,
methj\]lbenzenesulfonannde

N-[(3K) %F?dﬁmft%di 1413 BEng) 1. J!H}hf}on‘?érm’ 9192, 313;¢:hr om

enz onam

tetrarﬁétMlBEi)zeﬁesﬁlﬁbmtdy ami no) - 5- net hoxy- 3, 4- di hydr o- 2Hchr
-4- fluor obenzenesul f am de,

N—[(sm{af@mywt@ykaanwtﬁwmemﬁxaf O} A s Rt R 0 21+ chr

g(gg trifluoronethyl)benzenesul f onam de,
fluor ) -E%%C%H])nra%n [ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4-d

N-[(3RYyE (im2iHy intinsyeRasthoxly] 3, AiddpdengHThsarhdm Bratli-4e,

3R) - 3- (di.gret hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
ﬂuorgﬁ[%‘%e@s ?Cjn(“ (gge 20 di met hoxybenzenesul f onani de,

N—[(ﬁ)ls(-éa?j)ne?h Ia%ﬂ@tm{eﬁ{axgoz) 4 iRk hoRychiorferdg R¥jdz-0- 2H- chr

di met hyl benzenesul f onam de,
(tnﬂll(br{bl(nsﬂh)’l)Bel(Zdlilmkfthladﬂno) 5- met hoxy- 3, 4- di hydr o- 2H chr

2,5—d10¥1?0ro§\1 —WB&()-%-(dlmethylarmno)—S-methoxy—3 ,A-dihydro-2H-chromen-8-
yl]thiophene-3-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3,4~
dimethoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,5-
dimethylbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3-
methoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,5-
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-4-[2-
(phenylsulfonyl)ethyl]benzenesulfonamide,
8-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
ylnaphthalene-2-sulfonamide, ‘

N-[4-({ [(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
ylJamino }sulfonyl)phenyl]-2,2,2-trifluoroacetamide,
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nmet hoxybenzenesul f onam de, 25

N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
wWor@aAS39y9 | - 2, 5- di fl uorobenzenesul f onam de, PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

onmen-8-yl]-4-[2- 13

(phenyl sul fonyl ) et hyl ] benzenesul f onam de,

8-chl oro-N-[ (3R) - 3-(di met hyl am no) - 5- met hoxy- 3, 4- di hyd

N—[(f@f%gﬂ{s%}!e&%ﬁﬁy_s.%%tydﬂynﬁ@.@im@k&@ﬁzaﬁ&%ﬁ.@%qptﬁe,
(pheryl8Hjon$hbatizamtshifomemide)) - 5- net hoxy- 3, 4- di hydr o- 2H chrom

7-broGif- PR} AR amisoy Srpthp %R datibdin Bk chigggen-s-
yl]naF%@feﬁ@ﬁ%@foﬁ’ﬁHd%EZO%/ 000593 13 N-
- 3- (di nmet hyl am no) - 5- met hoxy- 3, 4-di hydr o- 2H-chr om

-0 eSOy I S PIEARD S ety Isaroy e ok A rleidro SF-chromen-

8'y1]?e(1§ﬁslesglfjf§|f&arﬁ€?hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom
N-[(:ﬂn Bdiylelaphinbpb-enghody-3,8difyananHderomen-8-yl]-4-

(1, 3- benzoxazol - 2- yI) N-[ (3R) - 3- (di net hyl am no) - 5- ne
methVW@R@/thgleae -disiifananides chr onen- 8-yl | benzenesul f onani de,

5ch1§%ﬁ%§3@al§?f-((gfn@nl§p%ﬁ%% B tﬁ?gﬁ oc?ﬁMy(ﬁo "zgag L% - 82H‘ chr

napht -sul f onam
yllnaphibhleae-@-Mfopfi8ide: 3- (di net hyI am no) -5

N-[(?S}{% &%H{éﬂ%lagwg' ggglﬁﬁ%,lcéﬁz i dEp %E—I %}g%ne%rs y1]-1,2-dimethyl-1H-

imidaot-ARLI¥hAMIL0) - 5- met hoxy- 3 4- di hydr o- 2H chr onen- 8-yl
1, 2-di nethyl -1 H i ni dazol e- 4-sul f onani de,

N-
N-[( R)shldlme(fmlare%hgrﬁmﬁth@y %4@hmwfhcmomﬁmT§cﬁflhh@thr%m
sulfog eyI ] t hi ophene-3- sul fonam de, 15
bro N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4-di hyd
2- chlbfb BIEKSR}-QI(BﬂnéBhylhIhmé)S-méthﬁkyiemdiﬁyt&emsuﬂlﬁifeﬁm ag4,5-
i di met hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H chr
dlﬂu ﬁn@n ulfonamideet hy| sul f onyl ) benzenesul f onami de,

N[(é@“’%‘ﬁ@@%@@n{@g; b IR0 0kr SRR 3. 4- di hyd

(metlayl§dlfomybbemzassatiohdmida)m de,

oG e goRy- A dity dto et ien ¢ 58

difluorobenzenesulfonamide,

N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1,1"-biphenyl-4-
sulfonamide,
2-chloro-4-cyano-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide,
3-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
methylbenzenesulfonamide,
4-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2-
methylbenzenesulfonamide,
4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,5-
dimethylbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,3,4-

trifluorobenzenesulfonamide,
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sul f onam de,
2-chl oro-4-cyano- N[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3

WO 4e0ditopay o- 2H chr omen- 8- yl ] benzenesul f onam deCT/282006/000593
3-chl oro-N-[ (3R)-3-(di met hyl am no) - 5- met hoxy- 3, 4- di hyd
ro-2H chronen-8-yl]-4- net le benzenesul f onam de,
4- brono- N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr
0- 2H chronen- 8-yl ] - 2- net hyl benzenesul f onam de,

4 but?leﬁ %kﬁ@%’r Q.'f h@%@iaﬁfgﬂg—q@e&%% Rftyars-PBLARSHerRe4- di hyd

yl]bexc;ﬂeﬁeduﬁyshdaﬁm;enesul f onami de,

1-(>-vprgham DA IR & ?&”mﬁﬁiy;aéqggﬁz%ﬁgémw%%m% SO
yl]meﬁ%%%&%g PtC;; lsgrznogg; ogosgs 14 4-butyl -
N—[(3Rl}8t—Cﬂﬁngthjﬁlaﬁ:ﬂmb)IEﬁ/-dTEd"rObel-?’C‘hdﬂmy‘ém-Ei—chromen— -yl}-2,4,5-

it SRS TEgRaT o, L (5-chlorophenyl) N [(9R)-3

th 4L (PR e%l\’xjnét‘ﬁ Bif&)-5-methoxy-3,4-dihydro-2H-chromen-8-
e %— {@g 3 ?hyl a(?n no) - 5- ?ret hoxy}/l 3, 4-di hydr o- 2H chr
yl]anmum}lsulsorwll)]-Zé -dimethyl-Bifpradtss obenzenesul f onami de, net hyl

5 broiephigrq M AR AR IR, A T

yl]pyB8m8-3- sdlﬂonamdw } sulf onyl)-2, 5 -dinmethyl-3 -furo
at e, , , .
3-chlgrogNd AR )63-(dimsthylawine s Rynesir hiCipidsRoshremarBrdkyfaoro-
omen-8- 10 vyl ridi ne-3-sul fonam d

-me%@m%?’%@rﬁgglﬁf@%*&?‘* 3- (di met hyl Zm% %) 5- met hoxy- 3, 4- di h;e/d

4-broire-RHK 3Rk Difdime yahing)-Hmeshaexy-3,4-dihydro- -2H-chromen-8- -yl]-2-
Qﬁ%f benz. nesul f onam de,

ethylhengp f‘P\?‘?[“P &) - 3- (di net hyl ani no) - 5- met hoxy- 3, 4- di hydr
N-[(ﬂ)&g&a&ﬁ%&nﬁoyéJm&ho;@tiwidh@af!cem%hkérﬁaamﬂp@ is

R) - 3= (di nmet hyl ami no) nmet hoxy- 3, 4- di hydr o- 2H chr
phenovrwynémy’r Fswtonpmedroxypyr i di ne- 3- sul f onani de,

2 ST A A By

yl]beﬁz&,@gﬂfbnbhﬁd@?) 3- (d| mst hyI am no) - 5- net hoxy- 3, 4-di hydr
0- 2H-chronen- 8-yl ] -
4-bromo-N-[(3R)-3- (dlmethylarmno) 5- methoxy-3,4-dihydro-2H-chromen-8-yl]-2,5-

difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1,1'-biphenyl-3-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1,1"-biphenyl-2-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1-pyridin-3-
ylmethanesulfonamide,
N-[(3R)-3~(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,2-
diphenylethanesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1-benzofuran-2-
sulfonamide,
4-chloro-Nl-[(3R)—3—(dimethy1amino)—5-rnethoxy—3,4-dihydro-2H—chromen-8-yl]benzene—

1,3-disulfonamide,
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20 di fl uorobenzenesul f onam de,

N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
wWorwaAS999 | - 1, 1' - bi phenyl - 3- sul f onami de, PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

onen-8-yl]-1, 1" -bi phenyl - 2q15sul fonam de, 25

N-[ (3R) - 3- (di et hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H- chr

onen- 8-yl ] -1-pyridin-3- yl met hanesul f onani de,

=31 di Rt I d 2H-ch
N AP0 B B -2 o
pentyﬂbeh(céa‘ﬁ}ulﬁm@ﬂhhdﬁ?t hyI am no) 5- met hoxy- 3, 4- di hydr o- 2H chr
N- [(3R)-[3(@anetgyl 1}93% ﬁ— 4 gl ydr uil-tl cﬁg)rrrr]le%(—e&yﬁ_—f—hi-or o-N

metho{@h { é/b%nfen@éthf'cgﬁﬁugé_l' chronen-8-yl] benzene-
1,°3-di's fonam de, WD 2006/ 126939 PCT/ SE2006/ 000593
N-[(3R5-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4'-methoxy-1,1'-

3- met hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
blpheBHiégf 'g} aj'"g‘ie pent yl benzenesul f onani de,

N- [(3N)I3L@B}wtﬁ 1ﬁﬂﬁmtﬁﬂeﬂmxpc5) 4-Bihyetdmychibrderdd-hy dr o- 2H- chr
onen- -y@j; - (2- net hoxyphenoxy) benzenesul f onam de, 5
yllcyplopropRiesulignginige.hy | ani no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

e SR U BB TEN Aot -ty U SRy
2H—cmﬁﬁg¢n?%llﬂfm;§:uth?m:ds?]ﬁ®mmde,s ul ; onam de,
NI SR BT S S S s et 10

fluordtdphhRIEN-BifhdARiE hanesul f onam de,
[p 3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di h\é}dro-ZI—l-chr

N- [(mmnyﬂh}llanﬂno)fﬂ mﬂmxarﬁﬂ-ﬁw}’éﬁe2ﬂ+0hr@n¢lf &1yalnd.de,

t hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr
dlﬂu?fﬁ%é?zgl)’ ng di f 1 uor obenzenesul f onani de, 15

N-[@)EA- @Bhet% raﬁh@tilﬁieamx@cﬂ 4-Gilyardeiycheorderd8 Y E3-Ghudtd-¢hr

onen- 8-yl ]-3-fluoro-4- nethoxybenzenesul f onam de,
methprybesrpegdfoapmidehy | ani no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr

N—[(ﬁg‘?ﬁ(c§ﬁl¥4h%lfa§m£g)-5—methoxy—3,4-d1hydro-2H—chromen-8-y1] 5-[2-
(methylthio)pyrimidin-4-yljthiophene-2-sulfonamide,
1-[3-chloro-5-(trifluoromethyl)pyridin-2-yl]-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-
dihydro-2H-chromen-8-yl]-1H-pyrrole-2-sulfonamide,
2,6-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-5-[ 1-methyl-3-
(trifluoromethyl)-1H-pyrazol-5-yl]thiophene-2-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-5-[ 5-
(trifluoromethyl)isoxazol-3-yl]thiophene-2-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]}-4-fluoro-2-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-fluoro-3-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,4,6-

trifluorobenzenesulfonamide,
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(et hyl t hi o) pyri m di n-4-yl]thi ophene-2-sul f onam de,

1-[3-chloro-5-(trifluoronethyl)pyridin-2-yl]-N[(3R)-3
WO g@oetoby | am no) - 5- net hoxy- 3,4 20 PCT/SE2006/000593

di hydr o- 2H chronen- 8-yl ] - 1H pyrr ol e- 2- sul f onam de,

2, 6-di chl oro-N-[ (3R) - 3- (di gt hyl am no) - 5- net hoxy- 3, 4-d

i hydr o- 2H chronmen- 8-yl ] - 4-

(trifluoromethyl)benzenesul fonam de, N

N-[(ielﬁ)%gcgﬁe@@!%ﬁ%&@ﬂéﬁ@;@gémﬁ{ﬂ%m%lﬂoﬁém%n]ls%é%xamcyn
ylthigpghené-Resutfonatidyg) ) - 1H pyrazol - 5-yl ] t hi ophene- 2- sul f onam

NI R eaming: fyrethc) SR oSl 3 o chr
nitro%ﬁ? Pﬁre)ﬁa}lesﬁdﬂoﬁanﬁde
)

| uor onet hyl )i soxazol - d]thl ophene- 2- sul f onam de
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4- d1hy ro-2H-chromen-8-yl]-2-fluoro-5-

(tﬁﬂ‘gé’_&é%l.%@))ﬁj’éz%??ﬁ uflg)}r{%@%,no) 5- met hoxy- 3, 4- di hydr o- 2H-chr

N-[(AR)3 (dlidﬁﬂ@ﬂ@ﬁlhw 5hﬁﬁﬁ@@e&mldﬁlWMH{echrbhlen-&yl]-5-methy1—2,1,3-
%‘i? ) - 3- (di met hyl.am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr om
benzgifiagiagple-4rsylfqpgpides- 30

NIRRT  RR popest fg  pe

—bermmﬁneph E2-libngmider i f | uor obenzenesul f onam de, WO

2,3- df@{??rgéﬁ ?@%P @l@ﬁ@%ﬁﬁ? ﬂw% AhygrogHrgnaS of -

meth8 BentklifGmhi@xazol - 5- yI t hi ophene- 2- suI f onam de,
di et h | am no) - 5- met hoxy- 3, dl%dr 0- 2H chr

1-(4- éln‘él(méwl}- -H3RB3- (ﬁnmqﬂ@émmwb -Prieetheres dtdibyrai b chrgmen-8-
yl]mé\!hgr{e%@forf'a]n&gé met hyl ami no) - 5- net hoxy- 3, 4- di hydr o- 2H-chr
omen- 8-yl -

-’f 1 uor o- 5-
2,3- d(ictfﬂd)lf)l-NlQ(ma i} iennenesiHhieavani e dihydro-2H-chromen-8-
(3R).- 3- (di et hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
yl]beaﬁ%m@ffgnapn@znet hyl -2, 1, 3-

senfFOIORAS G RTAR SBIbAED o 2o oo 5 ephenc
2—sulﬁn§mi&e,yl] 5-f1 uorzo 3- ]Enst hyl - 10
2-chIgra Ry R “lry(lgra?n% SRR yso 2L phomss Wl - g

meth‘ymégf&em@wn -yl ]-4- met hoxybenzenesul f onami de,
4ch|oropheny|) N—[()Bg 3- (di et hyl am no) - 5- net hoxy

3,4~ d-1<31 qmdﬂﬁgaﬁ)o& -Gimethymine anmﬁyt%ﬁéydm shrereen-§5
yl]ben%ené:sul hI or%r,lgl-ngg?gz 3- (di net hyl am no) - 5- net hoxy- 3, 4-d
3,5-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide,
4-(3-chloro-2-cyanophenoxy)-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-
chromen-8-yl]benzenesulfonamide,
5-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]thiophene-
2-sulfonamide,

N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-4-
isopropylbenzenesulfonamide,
4-bromo-5-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]thiophene-2-sulfonamide,
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yl ] benzenesul f onam de,
5-chl oro-N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hyd

WO 0008HR@BY onen- 8-yl ] t hi ophene- 2-sul fonam de, PCT/SE2006/000593
2-chl oro- N
[ (3R) - 3- (di et hyl ani no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr om
en-8-yl] -6- 20 net hyl benzenesul f onam de,
3, 4-dichloro-N[(3R)-3-(di met hyl am no) - 5- met hoxy- 3, 4-d

_ohil r Hs -3- vl . .de
e BTl SR R RBP 2at Frepmsps 12 4
methpiyletnzer2kbldmaands- 8- yl ] benzenesul f onam de, 25 .
N e RSB aor i I s T o -
fluor6hene&RBofordniiagnzenesul f onam de,

5- brono- N-[ (3R) - 3- (di met hyl ami no) - 5- met hoxy- 3, 4- di hydr
N-[2-shlep-dHi{ HRB 38 dimhthyliampivdSemetRosyBfodiagildel H Mhromen-8-

: =3- (di.met hyl am.no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom
yl]an{ééggblﬁ?}(lypﬁenﬁggqeﬁ%ﬁa%éyI benzenegul f onani ée,

2,4-diehbsr6 0] GRY - @fi ey [ati3d)- S toRp 3 AP RN ERAAEY155-
, 4- di hydr o- 2H- chr onen- 8- yl | t hi ophene-2-sul f onam de;
methyipenagoeivifonamalepCT/ SE2006/ 000593 17 5-chl or o- N-

: 3R g ' -5; Bt hoxy=3,4- di hydro- 2H
N O A L TR A o e S ST 2T
tetrahlydfqqBRjolide(Gesuifohbyidai no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr
2,4-d%?lfogf:)—ﬁf@%{é—%;l(dgll{lgt%g/l%gnegoz)%rjglg‘éflloig-gilmdi%g’dro%H-chromen-8—yl]-6-
meth}168EkndnldhRiday! am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om

en-8- y amno } sul fonyl)phenyl] acetam de,
N-[(3R)A-(iroeihylaminb )} §-3Rhady (3H-detytind- 2l cheymén-8-y1]-3,4-

o= et hoxy- 3, 4- di hydr o- 2H chronen- 8-yl ] -5-
dlﬂuor%e W&?%eﬁgg%a&l&?’f onam de,

N-[(3R){3( @Bhe Bylagii G S eBibixp ) 4- GBI ehorflsIB RYjds0- 2H chr
onmen- 8-yl | - 2-oxo-1, 2, 3,4- 10
methylpenzgpgsgtonamidel i ne- 6- sul f onani de,

N-[(3R) %= (i ~ N[ 4 3R)- 3 (.dj et byl ani no) - 5- pet-hoxy- 3, 4-d
RS bkt ARy oL R B P Slma TP hahani de.
iodobkhiepdd)fodaitenet hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H- chr
pren; ?iﬁl)] -3, 4}11 . .
3-Chloro-N-[(3R)-5-met oxy-3-pyrrolidin-1-yl-3,4-dihydro-2H-chromen-8-yl]-4-
methylbenzenesulfonamide,and
5-Chlord—N-[(3R)-5-methoxy—3~pyrrolidin—1-yl-3,4—dihydro—2H-chromen—8-
yllnaphthalene-2-sulfonamide,

or salts, solvates or solvated salts thereof.

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

(25)-5-{[(3-Bromophenyl)sulfonyl]amino}-N,N-dimethyl-1,2,3 ,/4-tetrahydronaphthalen-2-
ammonium acetate, ’
N-[(65)-4-Bromo-6-(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
N—[(6S)—4—Bromo-6—(dimethylamino)—s,6,7,8-tetrahydronaphthalen—1-y1]—3—chloro—4-

fluorobenzenesulfonamide,
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di f|l uor obenzenesul f onam de, 15

N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
wor@aAS999 | - 2- net hyl benzenesul f onam de, PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

onmen- 8-yl ]-4- iodobenzenesygfonam de, 3 -Chl oro-N- |

(3R -5 -nmeth oxy-3 -pyrrolidin- | -yl-

, 4- di hydr o- 2Hchronen- 8 -yl] -4- 20

BRI SORD S, B0 5 pnporgfela

ethyllbdhz&’rés@lﬁﬁrmﬁﬁdb 8- yl ] napht hal ene- 2 sul fonam de, or
salts, soI at ed altsth
5-bropgr - H@P%Wﬂ%%@ﬁ%%‘ h B 1 ALY 5 éﬁa?{ E@émgzsﬁonaphthalml-

cted fromthe group consisting of
yl]pyflgiéﬁ)e% &?ﬁﬁ%l%r onophenyl ) sul fonyl] am no)
N-[(6SN6Mdihhetieylhyino)-42mBthex y-0tG, ARyetrabyeysintphih &an-2 -yl hdrdedihydre-
acetate, 6S Br ono- 6- (di net hyl am no) -5, 6, 7,
14'b%n2t08{0ﬁ3}?))%c\1$‘£}£f)5'&ﬁ11ﬁ%| en- | - 30 yl]benzenesul f onani de,
N-[(6%)d6( @Rty BRaB)-BmethoRBista/T 8 Hetid)dfondphth Sch gt yiphydbiphanyl-2-

pht hal en-1-yl]-3-chl oro-4- fluorobenzenesul f onam de,
sulfon@n@l@,oa/ 126939 PCT/ SE2006/ 000593 18

N—[(@_) -:%é@lr r U ﬁl%ﬁl tS%f’% ,gﬁtfng&dr%nqa{tﬁgléﬂ—'lg’yl?’l —7pyridin-3-

ylme&faﬂeyshtfemﬂe sul f onami de,

4- chlm@ Pf [@é?é&%ﬁylg%[g&gs) o dl-g',%t,’;jg-lt&r gl)onaphnﬁélho%

r f%n% f onam de 5
yl]be}ﬂx%n%yl Qisﬂl? Hl?1y| am no) - 4- met hoxy-5, 6, 7, 8-t et rahydro
5- chlpaqa]ﬁt[f@)fﬁqéctlmyth]ylaerﬁo)ﬂ-mwmxy—S,6,7,8—tetrahydronaphthalen- -
odj (OX 6- sul f onam de,
yl]naRptf“(‘]é%‘i {0 i( aﬁ@?ﬁ’yl ani no) - 4- met hoxy- 5, 6, 7,
N- [(é%)@(‘dirﬁétﬂ?l%ﬁﬁh@@m hrtiRRy ;6.7 B-téwrabydkinapieRxlend=yl]-4-fluoro-3-

f onam d
(tnﬂwrpmg@yl)@an(zgmqwlfnmﬁﬁno) 4- met hoxy- 5, 6, 7, 8-t et rahydr o

NGB Rp bl sy nSrahh angnu  gasn o
meth?l-—l-‘b&ﬁz@ﬂj&dpl@ﬁ&@%d]ﬂnamde -
1-(4- chl]or%phenyl)—N ['(gS (éilrrfe?hn ?amlno) 4-methoxy-5,6,7,8-tetrahydronaphthalen-

1-ylJmethanesulfonamide,
2-chloro-4-cyano-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
ylJbenzenesulfonamide,
6-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllimidazo[2,1-b][1,3]thiazole-5-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2-
(methylsulfonyl)benzenesulfonamide,
7-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2,1,3-
benzoxadiazole-4-sulfonamide,
4,5-dibromo-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]thiophene-2-sulfonamide,
5-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2-

methoxybenzenesulfonamide,
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5-chl oro-N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7,
8-t etrahydronapht hal en-1 - yl ] napht hal ene-

wo 2@dh12e9Bam de, i5 PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro
napht hal en-1 -yl ]-4-fluoro-3y
(trifluoronethyl)benzenesul fonam de, N
[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,

AR BB PR oraten 1-y)4-

-benzot’hi 0
phendx ybénezdnesultqmamindd, ) - N- [ (6S) - 6- (di et hyl ami no) - 4- net hoxy

e i A P aB B35 6y cronaphisaen- 1
yllindd1fR)6-8nfdhiapRidy | am no) - 4- met hoxy-5, 6, 7,

8-t etrahydronapht halen- | - yl]benzenesul f onam de,

N-[(6) ¢hidimethylanfig@S)-n@thod iy Pet, higHaimamayerdphthblenxlyylF-46, 7,

-t etrah hthalen- | - yl]imd 2,1-b
propYfod R AR ERAR. 1 oo e, 35 oo Pl
4-cydiiomfiws-)ﬁ}-(dﬂh&ﬁfrﬁagﬁ@}mﬁk%xy&ézv,mlteéa}@d?oﬁpﬁtﬁalﬂei%hyd ro

napht hal en-1 -yl
yllbepggpeslfopamidy| ) benzenesul f onani de,

IRy A -(dim N po)e 4 Net hoxy: 5. 6 7,
sy L AR L RN 0 00
yl]thiaphfbrre_—ZI-SIﬂfdnfanmm:ri de, _ _
N-[(%)%é&%%%gﬁ%{hgﬁ§1d5|_,éj??éptgtlrzzlihrydrno%)aiﬂﬁhgﬁrtx-q?}ﬁlr;als)ht%’alz;ne—z
sulfoXdrhidBi ophene- 2- sul f onani de,

5- br onp- N-[ (6S) - 6- (di net hyl ami no) - 4- met hoxy- 5, 6, 7,
3-chlgrot Nt Gyt domaibiitaneh@m-ndethydxly-26,7,8-tetrahydronaphthalen-1-y1]-4-

hoxybenzenesul f onani de, WO 2006/ 126939
methﬁ%‘%‘)@%%%‘#éf‘ 93 19

4-brobhd-NGES)66-(ddine® ta&ﬁhﬂcslem@aeﬂéox]@Es,G,qzsszteéahﬁdnaphthalen-1-y1]-2-
8-t etrahydronapht hal en-1 -yl T-4-
methﬂh@%?@ﬂwifﬁ%n@gm f onami de,

4-ch1Srg?igﬁ@_)iég@%ﬁ%{%ﬁ%@ﬁ%@%&%s{]&%%Ytla&‘%yr&‘r’c?ﬁaﬁﬁtﬁgfeﬂﬁ’%3,5-
dimethlyHenziokiuitonémidel, f onami de, s

S) - 6-(di met hyl am - 4- met hoxy-5, 6, 7, 8-tetrahyd
G LU A e Ry R P

trifludrobdRResbtbAfmle 6- (di met hyl am no) - 4- met hoxy- 5, 6, 7,
8-t etrahydronapht hal en-1- yl]benzenesul f onam de,

1-(3-Gil etieplagny DN (68)6- Glithethplatriyd)advinetioxs-E T JBextyatydéonéphthalen-
1. 1]1%’ etersatsﬁrgr anapht hal en-1- 10

Y y?t}\f“hl OpHEREYS: sul f onani de,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2,4,5-

trifluorobenzenesulfonamide,
3-chloro-N-[(6S)—6-(dimethylanﬁno)-4—methoxy-5,6,7,8-tetrahydronaphthalen—1—y1]-5-
fluoro-2-methylbenzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1}-6-
phenoxypyridine-3-sulfonamide,

4-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7 ,8-tetrahydronaphthalen-1-y1]-2,5-
difluorobenzenesulfonamide,

N -[(68)—6—(dimethy1amino)—4-methoxy—5,6,7,8—tetrahydronaphthalen-1-y1]—1-pyridin-2—

ylmethanesulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1 -yl ] napht hal ene- 2-
WG ai0boEBe de, PCT/SE2006/000593
3-chl oro-N-[ (6S)-6-(di met hyl am no) - 4- et hoxy- 5, 6, 7,
8-t et rahydr onapht hal en- 1-yj( - 4-
nmet hyl benzenesul f onam de, 15
4-bronmo-N-[ (6S) - 6- (di rrethyl am no) - 4- met hoxy-5,6,7,8-te

SR RRELEE St ESINA ORGS0 e

sulfor@hfi@)ydr onapht hal en- I -yI] 2, 5-
dlneth | benzenesul f onam

N-AGR (B SIBITHmSHYSITS 4 HERsEgTaptghajen- 1-31]-L-benzoforan-

tahydronapht hal en-1-yl]-2,3,4- 20
2 Sulf? atl-'?]Itduor obenzenesul f onam de, 1-(3 -chl oroph enyl)-N [

4- chlc(r6$) L [66$)d6-m(ﬁlﬂeyﬂ}&mnmo)—44ndtmm®§ JR-gtrahydronaphthalen-1-
t et rahydro aﬁght hal en- 1-yl] et hanesul f onam de,
yl]bef}*’%l@’[l? sSydisulfnamidty | ani no) - 4- et hoxy- 5, 6, 7, 8-t et r ahydr o

N-[(6g§8 iR amtnoyldlméndxRs,617,8 fdrnyebangenasi fopa de,
meth@yphdnoxy tHengeS)lidamddenet hyl ani no) - 4- met hoxy- 5, 6, 7, 8-t
N

11-bg§1§hy163 SelfsRihyd, an no) - 4- rret hoxy- 5, 6,
tetrahgdr onaphth al en-

N-[(68hér8imqshy peninn- %m§@P¥bﬁérﬁ %—éetrahygronaphthalen 1-

6- (di net hyl am no) - 4- net hoxy-5,6,7, 8-te
yl]cyéoﬁ{%)g%%onap%?ﬁh?en- -yl]-2,5- 30
N-[(68) Bl(dﬂneihﬁljamﬁsuméthn&yrﬁ ;ﬁe’/,,8-tetrahydronaphthalen—1-y1]-4-
(di | am no) - 4- met hoxy-5, 6,7, 8-tetrahydro
ﬂuo“?’i@%‘?ﬁl)ﬁp |Jr Slullﬂ;eﬁ‘m}é ®pyri di n-2- yl met hanesul f onani de, WO
N- [(6%_9? d&@ﬁ%%nﬁ@@é%@@% @W@&eﬁa@@dmnaphthalen 1-y1]-3,5-

62 (di met hyl am noj - 4- met hoxy- 5, 6,
dlﬂucﬁolbmszyHomph,t hal en-1-yl]-1,1" - bi phenyl 3-

N-[@grggégﬁ%?ﬁw%}%menggy-gpﬁ%?-ﬁ%t)r(ahygroga;}hthalen 1-y1]-3-fluoro-4-

meth&qﬂa@ﬁie%@éﬁﬂfdﬁﬁﬁﬁkﬁg halen- | -yl] -I-benzofuran-
f onam de

1-[3- etﬂ@mr%ﬁt@ﬂmprqlxmél)wném eIV o§dimetbylanigg)-Gmsthpxy-

5 67%%%%@369@9%@%}@% ﬁg %’y&%}Q%ﬁtz‘ﬁ%ﬁm}nd’é di sul f onami de,

N-[(63)6e(dimédigiraatiapi-hetheryis, GWB]te@al(yﬁronaphthalen 1-yl}-5-[5-
(tnﬂuﬁgggtﬁyﬂpsgggz)g)Zbﬁﬂé%{)]ﬁesnlélZf suITP rrrllar%?de
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2,4,6-
trifluorobenzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-5-isoxazol-5-
ylthiophene-2-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-3,6,7,8-tetrahydronaphthalen-1-yl]-1-(3-
nitrophenyl)methanesulfonamide,
N-[(6S)—6-(dimethylamino)—4—methoxy—5,6,7,8—tetrahydronaphthalen-1-yl]-2-ﬂuoro—5-
(trifluoromethyl)benzenesulfonamide,
2,3-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-4-

methoxybenzenesulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1-yl]-4"-nmet hoxy- 10
wa 2sApiophenyl - 3- sul f onam de, N PCT/SE2006/000593
[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t etrahydr onapht hal en- |
yl ] cycl opr opanesul f onam de,
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro

N-[(SER Rk o) W diothon s0f, SRARRY R &R Ratbn-1-y11-4-

ona
methyibéz6Msulfofanides hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydro

5- (dhgg'?‘?]t@ggﬂngn}&'ld{qsgé%q-ﬁ&hgﬁhﬁiﬁmaogr Obegggg;neséw E)tgt%aﬁlny%.ronaphthalen—
-yl]lﬁdghﬁitafeﬁg dgu%ﬁ%h]mal en-1-yl |- 3-f | uor o- 4-

oxybenzene fonani de,
N—[(GS)-badnhétbylamﬁm()télr mf:tho&ydrﬁe? Byt tyahydicdaphtalphil-Wi-R¢ 6S) - 6
) gl [ mat (%/ n%no) 4- met hoxy- 20
nitrobghgenpsilt thydr onapht hal en- 1-yl ] - 1H pyrrol e- 2- sul f on

N-[(@ﬂﬁ imd¥thylamirfoP4- ﬁeﬁﬁkwm,gaé&ﬂlghrdﬁaﬂﬁhﬂ@%% -{i1-4, 7
rahydr onapht hal en- -

nltrot(elnmrfelsulfﬁnaﬁ?e@myl )i soxazol - 3- yI ]thi ophene 2-sul fonam de

N—[(@f((gg?qtgyle @ﬂ%f%lﬁegl%xxg)q’%g 'r%t{ af?g%ongplgha}e lé_- t et rahydro

yl]benapbitnemnidel -yl ]-2,4,6- trifluorobenzenesul fonam de,
25 .

N-[(69 -6 @apetBylpminfrhipeditris) & 48 ﬁ%?%ﬁégﬂnel?@bﬁﬂ%clf@ﬂ Pamydr o

tnme Rﬁmhﬁ%uﬂ‘oﬁﬂrﬁldg I soxazol -

I ophene- 2- sul f onami de,

N—[(6&-){6((ﬁBhetﬁy]@ﬂumxét@yieﬁtmmd)@,lSftetlrdh}’)dyongplﬁhﬂen-l—yl]-l-

napht hal en- 1-yl ] -1-( 3-
Phen}%lmeﬁe*@ﬂ %@P?’Hﬁf ®hanesul f onam de,

N- [(6517{6( etﬁyl(aﬂﬁﬁ@tzhﬁiempg)ﬁ 48&8&&}@mﬁpﬁhmeﬁ-1tﬁqmahydr 0
napht hal en- 1-yl'] - 2-f | uor o- 5-

ﬂuor@bqnmneguifmnﬁqu ) benzenesul fonam de,

N6 QP Ab LA PSR AabaAaRR i S O 7

isopropjlbensyhearenasidef onami de, V\D 2006/ 126939
PCT/ SE2006/ 000593

N- [(ﬁ@){Q@S)letéyl(amlﬁ@tWeﬁ}lﬁxﬁ@6 A3rierafydieospithalen-l-didany dr o
todo AP Y ) N [(69) - 6. (a1 ot hyl am 1oy 4- et hoxy-
3-brdmd 5-hlose-Nef (6 AR ¢ ddimmapylehidopH-mdtheky}-hHph8-teitabydronpphthalen-1-
yl]thﬂpgl f%]a‘g}((n&fri’ré‘? *hyl ani no) - 4- net hoxy- 5, 6, 7, 8-t et rahydr o
4-terPBRPLRA63)-4-(dihnktianfinby- PReARSHES 6,7 {80Raah fiRonaphthalen-1-
yl]benzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl}-4-
methoxybenzenesulfonamide,
2-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
N-[4-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]lamino }sulfonyl)phenyllacetamide,
2-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide,
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N-[ (6S)-6-(di methyl am no) - 4- et hoxy-5, 6, 7,

8-t etrahydronaphthalen- | -yl] -4-

woisob®szenesul f onam de, PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-tetrahydronapht hal en- |- 200 yl ] benzenesul f onam de,
N[ (6S)-6-(dinethylam no)-4-nethoxy-5, 6,7,
8-tetrahydronaphthalen- | -yl] -3,4, 5-

N-{[s-( [E@%tmgm@ $RRRRULL ARS8 6,7 8 etrafyydgongphthalen-1-

di fret hyl’am no) - 4- et ho

YllafIBnQ}é;tl]rfamgl)ri]thl@n-@pﬁmahgk}banz;ah]ldd -
N R AR R R Rk 6 AR tusprepisbotenlogh fany dr o

(mﬂm&h&ﬂhgi)sarzbnashﬂfoﬁmmﬁé uor obenzenesul f onam de,
(di met hyl am n%4 nmet hoxy-5, 6, 7, 8-tetrahydro

N~[(ﬁ$é1§h&dﬂa¢téwanmnq>%m4ﬂmm dByibhydemeshthslondryllid; N
hyl am no) - 4- net hoxy-5, 6, 7,

ethyn%é&%ersgﬁ&gdrngﬁ%pht hal en- 1- yI] 4- 20

2- chlbmdme@&)@mubmapnm@%n&mmm7%-teﬁ£1{%mh§8ha&ihthb1ehﬁ1-yl]-5-

th m nQ met hoxy-5 , 6,7,
(tﬂﬂucgr%‘fl?@&gfa% 4 ‘Pfﬁlfré)@’ - yl] %/hi ophene- 2- sul f onani de,

- t ] - 4-0et - 7.
N DR e oL TR S ke yged-
nitrognpgre)lidamideret hyl ami no) - 4- rret hoxy- 5, 6, 7, 8-tetrahydro

hal o) | fo
NS R P P R b reer@aw%ﬁ%? FooRergHgRy lnsphinglepe-1-
sulfo@trmab,ydr onapht hal en- - yl ] benzenesul f onam de,
4- chl?r@éﬁ)[ @(@Gdirm@thyllaammﬁ -mthesy ok Y S5 e@atiydgonaphthaley dr plia -
0O yl] am no sul fonyl ) phenyl ] acetam de,
mtmb%%é}gls‘ﬁﬁﬂamf&%wé)] 6- (di me%L hyluam ng))gr me%/hlaxy 5,6, 7,
N-[(68)—6€(tinmwylnmhwmrhaihemy-5l6 7.8 \tildpgadansapdiéonan-ge, WO

2006/}11 ?939 PCT/ SE2006/ 000593 22 N-{ [5-({
(trifluppopagthyghetzeRss Hinamide) - 4- net hoxy- 5, 6, 7, 8- tetrahydr ona

g o RG-SR,
yl]bel&enmfahgmxdonapht hal en- 1-yl ] - 4-

2,4- dlgfnfolrc];-&\]uﬁgg)@-t(g %&hﬁ%%% urhét 0X n% %67 8—tetrahydronaphthalen—1;
ylJbenzenesulfonamide,
N-[5-({[(6S)-6~(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

ylJamino }sulfonyl)-4-methyl-1,3-thiazol-2-yl]acetamide,

N-[(6S)-6- (dlmethylarmno) 4- methoxy—S 6,7,8-tetrahydronaphthalen-1-yl]thiophene-2-
sulfonamide,
3,5-d1chloro-N—[(6S)-6-(dimethylamino)-4-meth0xy—5,6,7,8-tetrahydronaphthalen—1—y1]-2—
hydroxybenzenesulfonamide,
N-[(68)—6-(dimethylamino)-4—methoxy—5,6,7,8—tetrahydronaphthalen-1—yl]-3—
nitrobenzenesulfonamide,
N—[(6S)-6-(dimethylamin0)—4—methoxy—5,6,7,8—tetrahydronaphthalen-1—y1]-2,5-
dimethoxybenzenesulfonamide,
N—[(6S)-6-(dimethylamino)-4-meth0xy-5,6,7,8—tetrahydronaphthalen—1—yl]—S-
(phenylsulfonyl)thiophene-2-sulfonamide,
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5
N-[(6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro
woapaib@Ben- 1-yl ] - 4- et hyl benzenesul f onanm de, PCT/SE2006/000593
2-chloro-N- [ (6S)-6-(di nmethyl am no) - 4-net hoxy-5, 6,7,
8-tetrahydronapht hal en- | »yl] -5-
(trifluoronethyl)benzenesul f onam de,
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
N-[(6§X-{5-:E r a%ﬂ%ﬁgﬁf?t Eegfﬁn(%{}/éiGﬁl,é-te’cr%h%%ﬁéﬂh’tl?ﬁlén-il-grl]-S-pyridin-Z-
ylthio ér{eﬁﬁ)u?]lﬁfr{aﬁhd .‘(ﬁ@thhﬁl Iam n‘13) - |4 met hOXyl' S5, 6, |7
2-cya1§,<ijﬁ\§E{rﬁg}%ﬂéi%]e%}?ylénﬂ%o)%g:mét O)!yr-]?,%W,Q?etr%ﬂ}%mnéphthalen-l—

- - (6S) - 6- (di et hyl am no) - 4- net hoxy-5, 6, 7, 8-t
yl]ben‘e%tm?%%g%%%ht hal en-1-yl] -3- nitrobenzenesul f onam de,
5-chlckb-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-1,3-

N-{(6S)-6-(di met hyl am no) - 4- net hoxy-5, 6, 7, 8-tetrahydro
dimethgl,{a W)grzgﬁfef}-wl%qném?gg, ) y y
_[(6§3-61(fnqh AAREAY hansens s §-enaRl @enaphthalen-1-yl]-3,5-
N [(64}- crﬁ or o-%— [ (A(g%) - 6- ( d)i%nrret hyl ani Eg) - 4-Prret hoxy-y5, 6,7,
dimetBylissxpzaig-drwtfapimided en- |- yl ] benzenesul f onami de,

R e S G e

. imidazbRi4-aiaan@pht hal en- | - 20 yl] benzenesul f onani de,

N—[(6['§'i%§iﬁ($etbnlmmwﬂaﬁ¢nﬂw-5éamfﬂ%yd@pe?hfbaé@a-étxﬂaﬁﬁﬂ’(m%-
ylthi@H%%-gﬁffgﬁﬁhi am no } sul fonyl)-4-net hyl -

azo yl ] acet anmi de,
methy#-({685) &~ ([ditheraylapimyidrnpthox ydtthbR ety dipnaphthalen-1-

yllamyag Toulrany i Opad 2 byt 1t 1 ophene-2- sul fonam de,

-dithRirGiNeRl685-8- qi 3 Reptithderb17
2GRN e AR dorpt i st

yl]beh;aﬂ?méw{mz??esw flon%! Ei ;je _ _ . e
N A AT A T 12

difludYobéieShesbifbaimamE hy| am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro
napht hal en- 1-yl di met hoxybenzenes

N-[(G&-@(démsﬁy@r{i@n)]rﬁeﬁé@gm%?ﬁﬂﬁzt@'fﬁ@éxymplst}l@l?l?ﬁl—ffé?-gfﬂn%tgyel’—&

ot hthalen- | -yl] -5-
mtrolzeéx%é%eépléf%[a?lgﬁ% ) t hi ophene- 2- sul f onam de, WO
N-[(63)-B5(d1:26D IR/ SR )-O00)B 8 3ctrddienaplitbalen-1-yl]-3-

gfb%:&(dl net hyl am no) - 4- met hoxy-5, 6, 7,
methglbepzengsiijign ht hal en-1-yl] -5-pyridin- 2-

4-bro¥hd-Ri-RBELERdidie i nAASH T Sthoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2-
fluorobenzenesulfonamide,

N-[3-({ [(6S)—6—(dimethylamino)—4—methoxy—5 ,6,7,8-tetrahydronaphthalen-1-

yl]amino }sulfonyl)phenyljacetamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2-methyl-4-
nitrobenzenesulfonamide,
3-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
2-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-4-

fluorobenzenesulfonamide,
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2-cyano-N-[ (6S) - 6- (di net hyl am no) - 4- net hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1- yl]benzenesul fonam de, 5

WG 20126969 N- [ ( 6S) - 6- (di et hyl am no) - 4- net hoxy - BCBSE2086/000593

et rahydr onapht hal en-1-yl]-1, 3-

di met hyl - 1H pyr azol e- 4- sul f,gnam de,

N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7,
8-t etrahydronapht hal en-1-yl] -3, 5-

>R PR R PR R o ietari -

fluorotsphérieahléonainigd,] - | -nethyl -1 H io

2R e o P PR APt sy tealeydronaphthalen1-y1] -

Ca ap-1-yl] -5-isoxazol - 3-
o ORI, e ot iyl 3. (1

N-[(6S)-6SiBethdiamend)y-soethoay-546, T ttbivaty dfonGpHthBleh €t-yia2ydr ona
dift (grh‘ghal en-#- %’:ﬂ:‘h am no } _
UIIPTERYS T R O ftEne- 2- car boxyl ate, is
- )-6= [ i - | 1 ] ik 140 z D
Ry G an et hal oh- 1~ Y1 BEACSAERU PaRant e, 2
methylbggeneguffgnasidey | ami no) - 4- net hoxy-5, 6, 7,

2,5—d%lhh?{)fg\?gég%gQa%étFﬁgﬁg@—&é{rlltthﬁS,6,7 ,8-tetrahydronaphthalen-1-

zenesu
yllbekehéBondmiddi net hyl am no) - 4- net hoxy- 5, 6, 7,
8-tetrahydronapht hal en-1-yl]-2-nethyl-5- 20
3—bromqr d@q}z%é%@g hﬁ/mﬁph@—’mqﬁo]xy-i@%8—t>e/:trahydronaphthalen-1-

yllbehd8Pnidideet hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydrona
ht hal en-1-y[]-3- nethyl benzenesul f onani de, 4- bronp- N-

p
3-chlfro(I§H§6.53-6¢ @i methiyiangin e nethoxgt @ X B-tbiralfdfonaphthalen-1-yl]-2-
thq-tet rahﬁcdr onapht hal en- [ -yl] -2-
methylbenzepEEHoR {fonam de, 25 N-[3-({

_1(656-6 i ' _ARIHRRY-5%: ¢ b gtypbyd
N E R ol AEe) ST et L0y o o
fluorqgeprameyulfpnewiideet hyl ani no) - 4- net hoxy- 5, 6, 7,
N—[(6§?-¥3$(§{1;2e21>2{)g%1§58]n§9— g%g %g%-,%:d%,%-igtfa‘ﬁ?z&r%'aﬁ}ﬁﬁalen-1-y1]-2-
(trifludrathdthylgbeNzé(c8Rformtidé, met hyl ani no) - 4- met hoxy- 5, 6, 7,

5 5~di§fﬂt@2$-é{?[?¥§j[—gnapht hal en- | - 30 yl]benzenesul f onam de,
-digh ON-0(gigsth dampimoydtmgthoxid Ad) 8 -timhy drongplehaenz] -
yl]thig?ﬂfgé"g’ggewn%%ggﬁm Qﬁ'a?n”dé ylv\]o 2006/ 126939

N-[(6PEH A SERODE ADORGF3methdxy-5,6,7,8-tetrahydronaphthalen-1-y1]-3,4-
dimethoxybenzenesulfonamide,
2,3-dichloro-N-[(65)-6~(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllbenzenesulfonamide,

2-chloro-N —[(6S)-6—(dimethylamino)-4-methoxy—5,6,7,8—tetrahydronaphthalen—1-yl] -6-
methylbenzenesulfonamide,

3,4-dichloro-N -[(6S)—6—(dimethylamino)~4-methoxy—5,6,7,8-tetrahydronaphthalen—1-
yl]benzenesulfonamide,
3,5-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllbenzenesulfonamide,

5-bromo-N —[(6S)—6—(dimethylamino)—4—methoxy—5,6,7,8-tetrahydronaphthalen-1—
yl]thiophene-2-sulfonamide,
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3-chloro-N-[(6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1-yl ] - 4-
wo bawenedsenzenesul f onam de, 2-chloro-N PCT/SE2006/000593
[ (6S)-6-(di net hyl ami no) - 4- et hoxy-5, 6,7, 8
-t etrahydr onapht hal en-1-yl ],
(trifluoronethyl) benzenesul onam de, 5
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro

gL o AR5 B B

yllthiopipdnieatvdfonhmyde] - 5- f | uor o- 2- net hyI benzenesul f onam de,
2, 5-di.chl or 0- N-[ (6S) - 6- (di met hyl ami no) - 4- net hoxy-5, 6,7
S-<hI3ten N S PSSO oy 6§ Friealaseanph gaions Wel)-2-

methgx}mé%egmoglggdee (di met hyl am no) - 4- net hoxy- 5, 6, 7,
8-t et rahydronapht hal en- |- yl]benzenesul f onamni de,

N- [(6§96Fﬂdun@hﬂalﬁl(l®$)4—lﬁemdxyrétﬁﬁBaet'rahg)iro&aﬂﬁhiﬂeﬁ-)l-)ﬁ;l 8:7,

fluocﬁ%E el r.a ,g hthal en- | -yl] -2-
' epﬁiﬂ B uI fonanide, is
N-f2- bhlofcﬁ@({ @63)06 (mmemyma@) 4%&3&430% 758 fetrlxh%rhﬁiﬂhﬁmg{ £

napht hal en- 1- = fl uor obenzenesul f onam d
Yl]aan}@@ﬁnﬁpbm)aﬁﬁﬁm no) 4- net hoxy- 5, 6, 7,

N—[@?g o rﬁ%i;f@%e xggﬂg@g 6.8 ]ter;fgartﬁygrg}aaphthalen-1-y1]-2-oxo-1,2,3,4-
tetrah&dﬂ)qmmhh@ﬁ{sul‘ﬂm[m(rﬁﬁk 6- (di met hyl am no) - 4- net hoxy-5, 6, 7

hthal en- |- 20
N-(65) P AR AP Bias i) & tetrahydronaphthalen-1-yl]-3.4-

dlﬂud}bllsénée%)es&f&ﬁhﬁa‘é hyl am no) - 4- met hoxy- 5, 6, 7,
8-t et rahydronapht hal en- |-yl ]-3, 4-

N-[(6§Dﬁdﬂimb')ﬂ§nmhé§nbmomﬁﬁ16dk8—telra’aydhonh;bmhajeri\l-l{le 8-

amno) 4- rrethoxy 5 6,7, 8
methﬁ%’eéqzlﬁg T‘Tt hal en- - yl] benzenesul fonam de, 25

N—[(68)—6t(Hﬁﬁé@h)Plh1{1{n@ VB rﬁethdk téfwé@éﬁaﬂgaxoﬁa PIRAAOXY -y7)-8,57, 8-

et r ahydr onapht hal en-1 - yl benzenesul fonami de,
dlmetéyﬂpﬂaﬁe@muéfpammdp(es) 6- (d| net hyl ani no) - 4- rret hoxy-5, 6, 7

: 8- nze
N B GRGRIERAR8LR ér f%ﬁg#*zs S tRiRy < 6, 7
methquBertzehdSsatfyﬁia’rmﬂa,p ht hal en- -
N. 6% % nzen sulfo tg

[(63)-Brl P’Fﬁé@i@;ﬂ $itatiabydronspbtidsay 1571162,3-
dlﬂuogoﬁe%%rﬁg\ﬂ?ﬂ'nﬁﬂl@&ht haI en-1 - yl]

ophene- 2-sul f onani de,

4- chloro-N [(6S)-6-(dimethylamino)-4- methoxy—S,6,7,8—tetrahydronaphthalen-1-
yllnaphthalene-1-sulfonamide,
N—[(6S)—6-(dimethylamino)—4-methoxy—5,6,7,8-tetrahydronaphthalen~l—yl]-4-[2—
(phenylsulfonyl)ethyl]benzenesulfonamide,
8-chloro—N—[(6S)—6—(dimethylamino)-4—methoxy-5,6,7,8—tetrahydronaphthalen-1-
yllnaphthalene-2-sulfonamide,
N-[4-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]amino }sulfonyl)phenyl]-2,2,2-trifluoroacetamide,
N-[(65)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yi]-2-
(phenylsulfonyl)benzenesulfonamide,
7-bromo—N-[(6S)-6-(dimethylamino)-4—methoxy—5,6,7,8—tetrahydr0naphthalen—1-

yl]naphthalene-1-sulfonamide,
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WD 2006/ 126939 PCT/ SE2006/ 000593 25
4- brono-5-chl oro-N-[ (6S) - 6- (di et hyl am no) - 4- met hoxy-5
WQ 2®6/12698% t et r ahydr onapht hal en- 1| - PCT/SE2006/000593
yl ]t hi ophene- 2- sul f onam de,
5-chl oro-N-[ (6S) - 6- (di et hyd am no) - 4- met hoxy-5, 6, 7, 8-t
et rahydr onapht hal en-1 -yl ]-2-
nmet hoxybenzenesul f onam de, 5

e R L

tetrahgﬂﬂoﬂitﬂighd(l%lﬂi %fti]&:)érllzenesulf)oninndet ) ;
i me am no 0X rona
N-I(65h 6 Kelimeatbslamiio) e S 8ell b y‘ﬁa‘ﬁ@?ﬁh Viale Sol He

8- g m no) - 4- met hoxy- 5, 6, 7,
meth)gh% etr dlronaphl%%al’en 1-yl]-2-o0xo0-1, 2 3, 4 10
5—chldremﬂmﬁe(dunﬂbylmmﬁtcﬁ%mbﬂmnm&mS-tetrahydronaphthalen—1—

di met hyl am no) - 4- et hoxy- 5, 6, 7,
Yl]na@“ﬁ‘é?%%?ﬂ& ‘hal en-1-yl] -3, 4-

4'- cya@bflg-ggs‘?—l%@ &ﬁ?l r%)ﬂ”in@ﬁloxy—Sﬁﬁ 8-tetrahgdronaphthalen 1-yl]-1,1"-
hyl am no) - 4- met hoxy-5
blpheﬁylrbsmlécmadndmapht hal en- 1- yI] 2-

ene I fo , 1. )
N by b R S VR e
1H_1ﬂﬁagim@als@[f0hamld]3 2 5- di net hyl benzenesul f onam de,
) - 6- (di met hyl am nq) - 4- net

-5,6, 7,
N- [(6§)1%§ﬂyra¢wﬂa@ﬁ%1n§qh@w-5|6 ’&,13-]tet@hydronaphthalen 1-yl]thiophene-3-

xybenzenesul f onam de,
Slﬂfm@%l?gg) - 6- (di et hyl am no) - 4- net hoxy- 5, 6, 7,
2-chl8rot 1] (68)y6d(ddmethiptahmh @ - hethok y-520,%,8-t2@ahydronaphthalen-1-y1]-4,5-
. difluor ob zen sul f onam de,
difluorobay ZB‘PE@“ - 6- (di met hyl ami no) - 4- net hoxy-5, 6, 7,
N-[(6§)-%9(¥1{1ﬁar}]i19llﬁﬂmﬁmﬁedh6ﬂy-s!6,7,8¥é&ah@a%hﬂﬂhﬁ&@i-311]-4~
- Sul T onani de,

(meth}ﬂe{uafesyl)l&m(zdiemdtfmhédﬁ no) - 4- met hoxy-5, 6, 7,

4-chl r&;gtr{@ q%hlgpﬁ' cﬁ?Ab'gﬁﬁaeJﬁ;gs 675 et gronagfthalen-1-y1]-2.5-

dlﬂu(ﬁgséﬂz@ﬁ@uﬁblﬁgﬁﬁ& 6- (di met hyl ani no) - 4- net hoxy-5, 6, 7, 8-t
et r ahydr onapht hal en- | - Ié napht hal ene- 2- sul fo m_de
N—[(6&)-[64(d(r{16thy1annno)—4—methoxy- ,6,7, 8—tetrahydronaphthalen- —yl] 1 1—b1phenyl -4-

6- (di net hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydr ona
Sulfo{l%&h% en-1- yl] am no }

N- (6Sl)ll6f- (olnnéthplaﬁm)d)%ﬁﬁmoiyﬁ:ﬁ .18 uetraydetmaphittigen- 1-yl]-2-methoxy-4-

6S t hyl am no) - 4- net hoxy-5, 6, 7, 8-tetrahydro
meth b S nTE! "y am o) y y

N-[(dSH! *A%Xéh%&d& %Op%ohaﬁlﬂmns,%w,é-@éﬁ@my&i%naphthalen-l -yllpyridine-3-
sulfonamide, )
3,5-Dichloro-N-[(6S)-4-methoxy-6-pyrrolidin-1-yl1-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
N-[(6S)-4-Methoxy-6-pyrrolidin-1-y1-5,6,7,8-tetrahydronaphthalen-1-yl]quinoline-8-
sulfonamide,
N-[(6S)-4-Methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-ylInaphthalene-1-
sulfonamide,

4'-Chloro-N-[(6S)-4-methox y-6-(methylamino)-5,6,7,8-tetrahydronaphthalen-1-
yl]biphenyl-2-sulfonamide,
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7-brono-N-[ (6S)-6- (dinethylam no)-4-nethoxy-5,6,7,
8-t etrahydronapht hal en- | - yl]naphthal ene-

wo 2eah12eBan de, WO 2006/ 126939 PCT/ SE2006/ 0005PGI/SRH06/000593
4- (1, 3-benzoxazol -2-yl)-N-[(6S)-6-(di net hyl am no) - 4- ne
t hoxy-5, 6,7, 8- 7
t et rahydr onapht hal en- 1-yl ] %enzenesul f onam de,
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,

4'-Chﬁogé-ﬁ\i-[)@%ﬂg@&ﬁ%@t—@%&%{h‘yﬂaﬁﬁhbﬁf'6,7[?1%? DARRL A E08T N

methAbiphbey1 - Ml fon@dides- (di met hyl am no) - 4- met hoxy-5, 6, 7, 8-t
et r ahydr onapht hal en-1 - q¥$|é)t napht hal ene- 2- sul f onani de,
N—[(6§9-4d‘§1%ﬁhexwﬁ—qywé}hral(y&ﬁ -briateahy dionaphthalemrd i lnspighalene-1-

-t.at r ahydr onapht hal en-1-yl] -1,1"-
Sulfmgdlr%ﬁpé’nyl -2-sul fonanmi de, N
N-[(6B}-6 KDirae thet ami h )y 4-arettiooy- 76, 1St tawatyyddorp R th3tenet-H Bdy As] 812 8-
Ight_ alen- |-yl]-1,2-dinethyl- 10
sulfomifies qazol e- 4- sul f onani de,
4'-ChlNrb-DERbs s (M hA%hetfiofE i 1
P Ct RNy iaont fal The oA PP SR g deappelen b
yllbiphenylt bewtaanfides 8pd 6- ( di met hyl ani no) - 4- met hoxy- 5, 6, 7,

4'-Chg>;r§ﬁ]gﬁg%g%@gﬁ%@ﬂ%g%%@%ﬂé,%;75,’5;-tetrahydronaphthalen-1-y1]-N-

methyibiph&S)-Bsulifbnamidey | am no) - 4- met hoxy- 5, 6, 7, 8-t etrahydro
napht hal en-1 -yl ] - 4-

or sal{spal FRFeSSeN Slob‘f?ﬁ% whnderesul f onam de,
4-chl oro-N-[ (6S) - 6- (di met hyl am no) - 4- net hoxy-5, 6, 7, 8-t
et rahydr onapht hal en-1-yl ] - 2, 5-

Listedibdlbw aredafi tossof vhooateches, usbl ix the specification and claims to

d %63% 6_§Fgli met hq\‘/1I am no) - 4- net hoxy-5,6,7, 8
escribp JG IRSARE BYSPHEYth alen- | -yl] -1, 1' -bi phenyl -4- 20
sul f onam de, N

[ (6S) - 6-(di met hyl am no) - 4- net hoxy-5,6,7, 8
For thetagprdahsedviaieaphit is talbemdergtiopd i misetedinythid specification a group is

Jret.hyl benzepesul £ onani.d ) , )
q“ahfri\"‘i%[tt%é?te fheseiR Léﬁ@l?%f o JFiseihgraimerore’ ar isefingd ghove g arig
grouplEARBhP@s €I thd fixdtloeMirkidl Bt Broaddst HOMBAbA 8s wel as each and all of the

3,5-Dichloro-N-[(6S)-4-nmethoxy-6-pyrrolidin-I-yl-56,7
other definitipnsafiey HrabgEoYBt hal en-1 - yl ] benzenesul f onani de,

N-[(6S)-4-Met hoxy-6-pyrrolidin-1-yl-5,6,7,

8-t etrahydronapht hal en-1-yl] qui nol i ne-8- sul fonam de,
For the avoidance of doubt it is to be understood that in this specification ‘Cy.s’ means a

carbon group having 1, 2, 3, 4, 5 or 6 carbon atoms.

In this specification, unless stated otherwise, the term "alkyl” includes both straight and
branched chain alky] groups and may be, but are not limited to methyl, ethyl, n-propyl, i-
propyl, n-butyl, i-butyl, s-butyl, t-butyl, n-pentyl, i-pentyl, neo-pentyl, n-hexyl or i-hexyl..
The term C;.4 alkyl having 1 to 4 carbon atoms and may be but are not limited to methyl,

ethyl, n-propyl, i-propyl or terz-butyl.

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

with “aryl”, “CaalkylOCopalkyl” is equivalent with “C,alkylO”.
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N-[(6S)-4-Met hoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydro
napht hal en- 1-yl ] napht hal ene-1- 30 sul fonam de,

W@ 2006h2@B8D- N- [ (6S) - 4- met hoxy- 6- (et hyl am no) - 5P@T/3E2006/000593
8-t et rahydronapht hal en- | - yl]bi phenyl - 2-sul f onam de,
WD 2006/ 126939 PCT/ SE2006/ 000593 27
4' - Chl oro-N-[ (6S) - 4- net hoxy-6- (et hyl am no) -5, 6, 7,
8-t etrahydronapht hal en-1-yl ]-N

In th aﬁ 5%@%2%!1%80%@%&5 {3;5‘}9 She texm ; enyd” includes bty syrgiebt and
branﬂlmdmhhml adlreny} grioppa hichader @y Aaikeﬁyl”flﬁﬂﬁ;gl 23@86 %ﬁﬂgon aﬁor(rjls and
etrahydro

o R R B i . o
croty‘l pe@t&n?f or heAdehYShn aﬁaq{e;ﬂ?lt QX{:?E? g%e n;‘/kl Hgntl A ‘%(1%%% % yg buten-3-

t et r ahydr onapht hal en
yl ordwépn44 -ychl oro-N- [ (6S) - 6- (di et hyl am no) - 4- met hoxy- 5,
6,7, 8-tetrahydronaphthalen-1-yl] -N 10
nethylbiphenyl 2-sul fonam de, or salts, solvates or

In th&@b&’(ﬁflaﬂmﬁ%ﬂl&sstsm&ﬁ%emhbes HRAe RS L‘!ﬂl%/ﬁ’ﬁe ififideR! bB‘ih%ﬂﬁlbght and

various terms used in the specification and ¢
branq,}gd chaia byl g1eBpg The derm Gwealkynphi hayBigFoio & dsebon atoms and

one @r‘f@bq ?b&fxdsdﬁﬂgtbe But! 1S§nc§t91 b?educo e ﬂ?g# %?c?pé'%g)a;pevﬁ@y%ry or

eclf

hexynhlemdlalﬁmEjrqit grcm@fmaqefd)r exaldlﬁé be Bdtyheff 91 SR8 y1.0r
defi ned above' the said group enconpasses the first
occurring and broadest definition as well as each and

The @th “@koky*euniel shs%!ite&i ﬁfﬂeﬂbltsé QBrs 1B radifa ogtrh? gg%er%lg g{ﬁ%{llﬁ ~O-R,

t he avoidance of doubt ‘is to be unders
whergini R issplseief] |fmam i dmdro@:th radiah SThe temai‘ﬂhm}g’rrﬁamnbﬁﬂb Mgt is
%et 6 _carbon atons

not hi'm teeé’t?l ca}{()?(ghet Uh 8&‘&’0&’&?‘&’&0%9{’%’%% hogxys isphytoxy,
cyclopﬁiﬁy}qhethom Iauﬂmyl@pbfbpgfg’ypd ht and 25 branched chain

al kyl groups and may buf are not limted to
met hyl, ethyl, n- propyl |- propyl, n-butyl, |-butyl

In this sﬁ ﬂ({anoﬁ lﬂlll’isx Ista d& difs t@?ﬁ? ‘t%mg?’neo“aﬁg{} nrﬁfefs %

radicdls oﬁthb (ganearab‘imnajad—m b&leﬂ’hﬂ Rahé RQke in'd@ﬂt)énﬁéntkloselected from
tyl.

hydrogen o¥a hydroc 01’1 radidal. opyl, i-propyl or ter

In this specification, unless stated otherwise, the term “cycloalkyl” refers to an optionally
substituted, completely or partially saturated cyclic hydrocarbon ring system. The term
“Cs.cycloalkyl” may be but is not limited to cyclopropyl, cyclobutyl, cyclopentyl,
cyclohexyl cycloheptyl or cyclopentenyl.

The term “heterocycloalkyl” denotes a 3- to 7-membered, non-aromatic, partially or
completely saturated hydrocarbon group, which contains one ring and at least one
heteroatom. Examples of said heterocycle include, but are not limited to pyrrolidinyl,
pyrrolidinonyl, piperidinyl, ioxazolyl, (1,3)-thiazolyl, piperazinyl, morpholinyl, oxazolyl,
2-oxazolidonyl or tetrahydrofuranyl.
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30 The term'CO neans a bond or does not exist. For
exanpl e "aryl Coal kyl" is equivalent wth "aryl",

wO aalikepBOC0al kyl " is equival ent with "Cal kyl BET/SE¥006/000593
2006/ 126939 PCT/ SE2006/ 000593 28 In this
speci fication, unless stateg otherw se, the term
"al kenyl" includes both straight and branched chain
al kenyl groups. The tern1"C2-6aIkenyI having 2 to 6

: |c:
i 36T G0 O e Bl Ul
substﬁumd}ﬁhonqm@fnlncem}ﬂlcycdlb higénoempbn rﬁigdyﬁeﬂﬁuﬁlﬁﬂéﬂleﬁf SnPurl¥Bdrated
r _ex | e be uten-2-yl , buten r

arom&ﬁ‘f CRE4E5Amples pfy YE %}égFfl?‘Eéf‘?%fﬁ hrmﬁﬁd)ég@hgmtr@@hthyl or
tetra@ijler wi se, the term "al kynyl" includes both straight

and branched chain al kynyl groups. The term

"C2-6al kynyl" having 2 to 6 carbon atons and one or

N | d ut i t | ted t
In thfesré@%@fl{cé%%flo‘bfﬁ%gﬁaﬁd;@?mﬁ%ﬁ % te1|116 “Regg(r)gﬁ%ym @?ﬁgs g)oan optionally
subsﬂﬂUteﬂﬁﬁbn@FﬂiHbr@d&ch@ hy&b@ﬂ’ﬁbﬁ 1iRg sf’%&ﬁi Reid #he C?Qf one unsaturated

but n4% The term "al koxy", ss state
aromgti ipgRRG CotEn@mE St te@stroe@auh@wr@t@n stleeted émteparidendy farheN, O or

. LB Y L e RARSE B g,

thieny], mitdaeolyl) imietaha{2); b]{EI Blpmyizolplf QAP BenZoR QRAANAXDonzofurane,

t - but ox i sobut ox 15 cycl opropyl met hoxy,
qum(g}qeﬁség&n%l}n P)b%g}y&”;qgg@%olyf hel@qqt]@oglﬁﬁém ftlju@mlylgpyrazolyl

benzéﬁﬂ*ﬁsl%d%ﬁﬁﬁﬁndbwleﬁéﬂkﬁﬁdﬁicﬁﬁ &gﬁﬂzng}l‘nrﬂ#ulfm&'hxkag}agmyl

refers to radicals of e ge

tetrazgihidy eiapol R, anazoly, iadelyl, qdepeoligh ol yhisalasglt ed from
hydrogen or a hydrocarbon radical. 20 In this
specification, unless stated otherwi se, the term

For the’u‘a/\ﬂild@béi b3 | dodbﬁfa@ﬁ&et‘éfbaﬂﬂ Rt @A h%mbéﬂé@% a‘ﬁ system
npl etely or partlally saturated cyclic hydrocar on

CO“”PPB@3§§§¥QH¢ otpieatosrm " C3_7cycl oal kyl" may be but is
not limted to cycl opropyl, cyclobutyl, cyclopentyl,
cycl ohexyl cycl oheptyl or cyclopentenyl. 25 The term

In thi$ bptediadye, uddsk yiated depivas, the 3emiso‘a17§d.ﬂﬁj7!b @hé dhete(:jroarylalkyl”

romat | artially or onpl etely saturate
refer F%l?@ tntﬁ@tr ga%ach%v@ﬁh% éﬁybgrﬁgp s ayher hetrtoaryl group.
| east one heteroatom Exanples of said heterocycle
include, but are not limted to pyrrolidinyl,
In thlgypqcﬁlqadpmmmyds$ stpﬁefj ethietivisg) the teamaZhhlyl and “halogen” may be

ftuord, g0} LSRRG Pof t ot r ahydr of uranyl - WD 2006/ 126039
PCT/ SE2006/ 000593

In this specification, unless stated otherwise, the term “haloalkyl” means an alkyl group as

defined above, which is substituted with halo as defined above. The term “Ci-ghaloalkyl”

may include, but is not limited to fluoromethyl, difluoromethyl, trifluoromethyl,

fluoroethyl, difluoroethyl or bromopropyl. The term “Ci.¢haloalkylO” may include, but is

not l[imited to fluoromethoxy, difluoromethoxy, trifluoromethoxy, fluoroethoxy or

difluoroethoxy.

The present invention relates to the compounds of formula I as hereinbefore defined as well

as to the salts, solvates or solvated salts thereof. Salts for use in pharmaceutical formulations
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29 In this specification, unless stated otherw se, the
term"aryl"” refers to an optionally substituted
woweaeBe c or bicyclic hydrocarbon ring systeP€WSEIN0&000593
| east one unsaturated aromatic ring. Exanples of
"aryl" may be, but are notzhimted to phenyl, naphthyl
or tetralinyl. 51Inthis specification, unl ess stated
otherwi se, the term"heteroaryl"™ refers to an
ks tion of
wit e Bl ea 585t BRTARREE i Bhy B BXENIE i rpdagtion o
the c@h k of fornglaild contai ni ng at | east one heteroatom
sel ected i ndependently f , 0 or S anmpl es of
A suitzhly Eiia@aﬁiﬁ“tlcﬁ‘biyaoﬁ%l’tatﬂﬁ el s gpmppyAcR o g mgg oAt o
t 11 1t iﬂtﬁ‘%ﬁ%df d.In
crampPly S pchielsge gt Y plt AR Apanic rprpenp o
additivana &ﬁimbﬁn&archﬁuﬁcﬂllyrwceptdﬂq aalhoﬂ the epmpsands lof khe invention is

an gl S e om ARG P BREG at o ST BESRT BHY

OthePMaraddui¢hlly ﬂﬁééli)tﬁll)l@ s andRNEtASAS O prepakifk iRt @kalts, may be found
triazolyl, oxazo i ndol yl , qui nazgl i nyl

or
in, fog hxamplayRemmgtonsy ghﬁﬁ@awﬁp%leﬁ%@éw@? (180 l]ﬁgltlo%MaCk Publishing
Co )Csheteroaryl refers to a 5 nenbered aromatic ring
"systeni containing at |east one heteroatom In this
specification unless stated otherwi se, the terns
‘aryl al kyl " and " het eroaryl al kyl fer to a
MOStsCiSiE&:lOPF‘@Pe‘?ﬁ oppule I may dave eHed C?/Iit‘aﬁstaﬁéﬁ)é BRYFCTHF Seri cgpires
E- aﬁ‘(‘i F is8ne’ qﬁ{sﬂ) bé ﬁﬂ&b?stoﬁcpthlaf]thte I?hv%nﬁ@ﬁ hddnfabdel Al such
ess st otherMAse terns " an
opticalhdiast@mm'isonwgnciaad gédmggrio jsonmdn, chl or o or bronp. In
this specification, unl ess stated otherw se, the term
"hal oal kyl " nmeans an al kyl group as 25 defined above,
The itrftdn! a¥soSrélisdsitd %$%M1I fAufdeficassedf the Bodpeinds of fiemula 1.
term " Cl_6hal oal k may include, but is not limted
to quoronethyI difluoronethyl trifluoronethyl,

fluor difluoroethyl or bronnpropyl. The term
Met fﬁﬁi ‘ﬁ“???o may include, but is not limted to
fl uor omet hoxy, difl uoronethoxy, trifluoronethoxy,
fl uoroet hoxy or difl uoroethoxy gg The present
One embedimenholriae Hveatiqnyelags te BFﬁ?Sﬁﬁ%l g PisPAARGD Pt the compound
of foHﬁiFl?t ohetan R! qt‘ff{”n? a8 B nl@é JeRerbAR s §@clﬁ§d are defined as in
vates or solvafed salts f ereof. Salts for use in

formpladramd P€hisi acsaitalble projéciing @oeup\O 2006/ 126939
PCT/ SE2006/ 000593 30

General procedure




wi |l be pharmaceutically acceptable salts, but other
salts may be useful in the production of the
wa@eospoesyds of fornmula |. A suitabl e phar maceut PCEEE2006/000593
acceptabl e salt of the conpounds of the invention is,
for exanple, an acid-addi4;on salt, for exanple a
salt with an inorganic or organic acid. In 5 addition,
a suitable pharmaceutically acceptable salt of the
conmpounds of the iFr‘}venti o is an alkali netal salt,
a1 2Pkald neggagth @ Sahkor a salzt with an organic
e. J& her—phar macedt ieal by, @cept abl e salts and
£t hods Naf prepari'?]g these shlts may be found in, for
exanpl e, Rem ngton's Phar gaceuti cal Sciences (18th
Editi on, Mack Publishing Co.). 10 Myst—®gnpoungd o

o di ast ereoi s\Qneki coaneg geonetric iso
veﬂiieﬁtEf?ﬁ@o e %amy asegdsal |t @

t he conpougdsS™g 0 mﬁa . Methods ofs R
Rf epar afi on One enbodi mgnt of Rt he invention relatgs to
processes for the prepar;hi“on of the conpound 20 of

formula | wherein RL to RL2®*'S, X, Q and n, unless
ot herwi se specified, are Hefined as in fornmula I and,
PG is a suitable protecting group. C‘;w?erﬂ%{ln pr ocec.tUFF gt
WO 2006/ 126939 PCT/ SE2Q06/ 000593 3119 R9 O Rbssbep
la RORoO step 2a 21 WRa R2 Nz R R3 Rs A BRR{R

XP-(R1L X' step 4af B =ONH ¥ R 10 @_N "
RO ORio R9 Br R* R
2 - 4
R N step 5b R? N/R
3 5
R R N s
E R Ib R
OH OH OH
o; :NH o; :NH O; NH
R step7a R stepib RS 1 step 8
R' P R P R
4
2 ~PG 2 5 N,R
R ﬁ R NH, R Is
R’ R B R
G H J

Da



step 3a RORIO Ra 1II1tlIIT11I111R4 step 5a
RIJ1IT11111..1:RA RRSE RR RBR5 CRDRs la step 1c
WX2006¢R39 ~ XP- (RL R6~I I O=S=0O NH O=S=0 RI PCRSEI006/000593
JFRI0 Y F RO ORIO 2 ~Ral a 5 step 5b RR NRR3 RR
ERs Ib RS OHOHdOHONHGQ@NHONHRI I \ 110 step 7a
R9I\1105tep1bR9I\&13tep a R2 NPG R2
NH2 R2 NCR RSB HR3 RORS GHJ NH2R4A R3 RS Da WO
. 2006/ 126939 PCT/ E2Q006/£,000593 32 3 Rs OR 1 \ O R10
) b° R78e 3t ep R°~PG <22 R / NH, N 3
PG
A NH, RN
R A R 1
K X/P"‘(R ), )'(/P—-(R hn
s'tep 4 o—%—-o o—:?-o
Br Y
3 PG stepSc
R N
s H
R
L
),(/P‘_(R) « P"—(R1)n " P—@R")
0=8=0 0=8=0 0=8=0
step 7c R Q stepid g a step éb R2 Q
R e }_115 R B
° le Id

All reactions are run until judged complete by LC-UV, LC-MS or TLC.

Step 1a, 1b, 1c and 1d

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

10 the presence of a base such as sodium bicarbonate, sodium carbonate, potassium carbonate,
triethylamine or diispropylethylamine and optionally, if Y=CI, Br, a catalytic amount of
potassium iodide or tetrabutylammonium iodide. The reaction may be performed at
temperatures between 25°C and the reflux temperature of the solvent for between 1 hour
and 1 week. The reaction mixture may be either worked up by extraction and then purified

15 by column chromatography or the reaction mixture may be concentrated and purified by
column chromatography. The reaction temperature may be elevated above the reflux
temperature of the solvent and reaction times shortened by the use of microwave heating.

For compounds where R* and R® form a ring, a compound YR*R’Y may be reacted with a

compound A.
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A R3 step 4b 0=I=00=S=O NH RO 8 O10 y F RR step 3b
step 5RPG R la L MXP-(R)" P-(R-) XP-(R)" I
wW@20bi2d@36-0 0=T=0 R-N step 7c R s | O step BCUSRI0&D00593
step 6b Rs ORz NH Rz | / NNRA R NRa R R3 IRS R3
Rs O ICId Al reactions gge run until judged
conplete by LG WV, LCGM or TLC. Step la, Ib lc and
ld 5 A conpound B nay be prepared froma conpound A by
al kylation with a conpound RAY or RSY, where Y may be
a | eaving group such as hal ogen, nesylate or triflate,
Alterrd8ivéI9! a cEXPEMIIB tag be phpdradirdrampmpoend Avsingrrgdimitive
~ Transformations, a Guide to Functi onal Groug
aminagipepBymiealyreomprued AmaRnRE MRt CarpoRyl CoRpOuRghiych as an
rk, " : I ' ifiea
e A
sodiuthalyarsterohydride  fodivpr emesionytwirolydpisls or bydrhgens isdgipgsence of a

_ _bicarbonat e, sodi.um caybonat.e otassi um.carbqon :
st CLNGH Srich X BT CRPBOh ALDga e i PR A ErgHons
Mechhdistis Ghd SBletuft” CRMaOH, T6hP WAL & Bons, MEvA Y81k MDID6 de

or tetrabutyl anmoni umi odi de. The reaction may be

“Compeatiensine Orginic Transfermaationes: Guidpde Fupssionalfaroun £rensration”s R
C 1SR R PR b5 a8 g Rl o
acetic?dﬁ}cg ﬁl&%’ Eg :ag%{]ﬂiotg?ﬁt[’%lgh% jélfaiié)f id:)elfl’].t'éac’_ﬂ'wncﬁhmmaction may be performed
in a selypricyeh as ‘é(gteg ﬁ@eth},feﬂ@ao}@g,F HE, gil}q)}(}j,ﬁ%g) iz &‘é%ea?%'gpg ﬁﬂg, acetic
o FUF e AL RS R oL A Aol o
solvesth prefensly dbR Tt ke teseti@f mintereawawlee ¢itwr imogked up by exltrggtison and
then purified by column chromatography or the reaction mixture may be concentrated and
purified by column chromatography.

A compound B may also be prepared from a compound A by first preparing the amide or
carbamate followed by reduction using an appropriate reducing agent. The amide can for
example be prepared by reaction of a compound A with an acid chloride with an acid
chloride or an acid anhydride optionally in the presence of a base like pyridine,
triethylamine or diisopropylethylamine in a solvent like dichloromethane, chloroform or 1-
methyl-2-pyrrolidinone. Alternatively, the amide may be prepared by the reaction of A
with a carboxylic acid in the presence of a coupling reagent. For methods used in amide
formations see for example “Comprehensive Organic Transformations, a Guide to
Functional Group Preparation”, R C. Larock, John Wiley & sons, New York. The
carbamate may be prepared by the reaction of an alkylchloroformate with a compound A 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 the solvent, preferably between
25°C and the reflux temperature. The reduction of the amide may also be performed using

borane as the reducing agent.
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For conpounds where R4 and R5 forma ring, a conmpound

YRARS5Y may be reacted with a conpound A, WD
wWQO@6/11:26939 PCT/ SE2006/ 000593 33 Al t er nat i veP@T/SE2006/000593

conmpound B may be prepared froma conpound A using

reductive amnation. Typigally conpound A may be

m xed with a carbonyl conpound such as an al dehyde or

a ketone in the presence of a reducing agent such as

sodi u or ohydri d 5 sodium ' [
The s BEBOOS RS PO o R ebRRE D At EEdfifour 36 Litibound
H intoPa cothpdunllTer aabgippaiid Oastofadongpoanp e Idewprichednipound R°Y is

"Advanced Organi ¢ Chemi stry- Reactions, Mechanisns
used instepdfraomposnd RTY qulk &h, John Wley & Sons, New York,
1992 or "Conprehensive Oganic Transformations, a

Quide to Functional G oup Preparation”, R C Larock,
Step 2h@B 2W/ | ey & sons, New York, 1999. Typically an acid

such as formc acid or 10 acetig ig may be added to .
A corgneipel & meT Be HRNGPIRIENOSRIRRIN fR8Y Progatatgin %B&ﬁe“agfmne ma
solve@?kélﬁ%{%%@tﬁh@dg?@%}n%{w& AL BR @R W kEdium BRERRI Other solvents

oronethane, formc acid, acetic
that magibd veed miay be fersexamplewiten dichéorpectirne esdipsange Ehe ection

and the reflux t rature.of t
ey Etend § AR R e R E bR B en
prefe@BlyREVEARPAA] tHelteMuptetipbiatite IFhemiotnn nedyrtenadlegd aphy

or ‘the reaction mxture nay be concentrated and 15
precipitatiph,j extragtjorcer] aplime FematogiaPA¥hy. A conpound B may

al so he r r & L EShpdn@aar i ng
The s?lﬂgngaﬁqo&lgcragfo% uggc} %J%S@@%mnéﬁ %fléduct [ %n usi ng an

appropriate reducing agent. The am de can for exanple

be prepared by reaction of a conpound A with an acid
Step 3npBd BBe with an acid chloride or an acid anhydri de

| ' S785% BorRhoithdI8$9 al dolsBerhitédisttMemindBon

ACorgﬁédé]tahr?kdgﬁiﬂﬁgmg?ﬁgﬁésopr opyl fe):(t) hyl am9r?e Olbge a sol vent
usingl agkeowdianirhamioires balnent sedhl asy¥ibrimtlag presence of copper powder. The

met hyl - 2-pyrrolidi none, Alternati , '
g s AR LA, AP BT o
solvefi€ ;pﬂeférﬁbltyhﬁ 2RRB8&ENGE rédttod THRURbdUY nixgagasilateddy column

met hods Used in am de formations see for exanple
chro@@ogrpplassh eAtRcLONQr pARta@tigAst or mat i ons, a Quide to

Functional G Ean" g : KD Mgy
Alter&é{%’ g 2 CR@\BOV%? E.ﬁﬁlgea%@ggo%gﬁ@? g ‘T oge orépared by
cataljA2@ co@siaig with of1 -diphelykyéthinimief foflowee byhydrolyswo Apoumpgund C

Ain a solvent such as dichl oronet hane%Tj n'?the m ¢
may by egeind #1651, dipheayl@msHniaing {7 Bemresehesf ahase Syahagspdivm t-

8 S RHiQBIHNERIpIRGpIRAG) digiRnyEdthérant QPARE@EMIsBurce

bum)gée’:aﬁgaso vent. lgh rreduct i oﬁ) ol%‘]ﬁt ge car barrarﬁae or the:
such anPdgdmyinresqbemt sualned talierte, areferablyivngerdgen atmasphera gt
templpllé%qr}%qq o %lséjr{'ﬁi@#‘%{a%g% I :tenrg?ef{ét?llr% ?Int e g&%&t.afhe intermediate
imine may be isolated by column chromatography and can then be hydrolyzed to a
compound D under acidic conditions using for example aqueous hydrochloric acid in a
solvent such as THF at temperatures between 0°C and the reflux temperature of the
solvent, preferably at RT. The product may be isolated by column chromatography,

extraction or precipitatation.

The same methods may be used to transform a compound L into a compound M.
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30 tenperatures between O0C and the reflux tenperature
of the solvent, preferably between 25C and the refl ux
W0 eovpae@Bur e. The reduction of the am de nmay aPGDSEI®06/000593
performed using borane as the reduci ng agent. WO
2006/ 126939 PCT/ SE2006/ 000593 34 The sane net hods may
be used to transforma conpound D into a conpound E,
compound H into a conpound J or a compound O into a
Step 452 nd Ic. In step Ic a conpound RAY is used
d of a conpound R4Y or RSY. 5 Step 2a and 2b A

A confpRiR@ DNEaPodpigphred fifoans tompehd Bltvm ratra:tcmﬂvllnwed:bbyeductlon
brom nati on using brqomne_ in nt su%h as

of the ATAErOTp TN AR PSP ioBaER B POR B G g s Eei sfh as
tnfluo%z{&gﬁc E‘cgél Xﬁ?ﬁ?eraﬂﬂﬁs‘ bR ¥ePE abk$ 80P ATRYB@DIy R réoma tRhrature

onet hane or di oxane. The reaction nay
for rezbﬁoﬁ @ihfes batdentl ané riﬁéloatsu Tes nb@tlm anyGBodederfoamed png
nper ature of the

e B ef e
nitric 436 % RGOV G FUED FaBRG PRET RS RSE IE0 YRy by 0 KT The
reducﬂlﬁp!ﬂaﬁl@ gltf?ygroﬂg ﬁﬁz Bk (haktbfed @i dg %ﬁia@din ®ith wrsnitable catalyst
omat ogr aphy e Same nethod can be used to

such sratsdiommuechetsaplo Botiotkel figbls Cé@}bﬁtﬁﬂmea@emsgﬁ%ﬁ)@xémple
“ 1 y, »

COH@B%B%H%BgaBV g rmacglorﬁﬁl é@d& E(Z%ﬁlﬁ]cgltolﬁggt}foﬂ ®rébaration”, R
C. LaRftHERME VHIED&Isdnd, rNeav Yotmeaw such as DVF in t he

presence of copper powder. The tion may b
The spiar Fasfadcean be Deter BPBI0BS ARDHONRT KoBIH P PRITAMN |x
tenperature of the solvent, preferably in an
aut ocl ave reactor. The product may be isol ated by
Step &nlband 5ehr omat ogr aphy, extraction or precipitatation.
20 Al ternativel a co und C r g,
A compgityS T o a9 R Pt P euan et S e £
wherelY]mQ;} W‘@Hﬂbﬁtsﬁ@ﬁ hm:ms?ﬁ@id zomt ; b yudhyed DMV s 1 -Bnetléyl-2-
npound be reacted w
pyrrolzdlmhe,myttnmttm]a ok dchtorpmethpee ﬁfrléﬁ‘éWé%théﬁeoé inthe presgrgs of @ base

utoxi de. °C and the refl
such i Bt S RURB S A7 BAR ey R B Petyesn 0°C anf o reflox

temp& Q& 8f thé H&beﬂﬂl@@xbd@@kﬁa}l i3 1aolstaﬂ\bgr¢blwmrc¢hramato graphy.
The seaeroreRwPaBA e HiEB P BORTaH PP S IR Le BpEPats b g

€ BRSPS HicaBAEY ¥iE aiesf

ingt ermedi ate imne nay be isol ated

Compgﬁgdﬁfﬁlﬁgg%mgﬁgltdorgraphy and can then be hydrolyzed to
a conmpound D under acidic conditions using for

exa%£le aqueous hydrochloric acid in a solvent such
Ste at tenperatures between OC and the refl ux

A coﬁl?ﬁﬁ’&f Bl ebOtanktPmed Mit¥ @ompoued BY, abhete Ritis lﬁ'dSt HThia alkylation
oduct nmay be isolated by colum chr omat o aphy
with a compound R"Y where Y may be a suitable leaving group suc as a halogen

mesylate or triflate. The reaction may be performed in the presence of a base such as
sodium hydride in an aprotic solvent such as DMF or THF at temperatures between 0°C
and the reflux temperature of the solvent. The product may be isolated by column
chromatography.

The same method may be used to transform a compound Ic into a compound Id.

Step 7a, 7b and 7c
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be used to transforma conpound L into a conpound M
wOD0BAPEN 26939 PCT/ SE2006/ 000593 35 Step 4a POTSEIN06000593

conmpound D may be prepared froma conpound B via

nitration followed by redugtion of the nitrogroup.

The nitration nmay be perfornmed using sodiumnitrate in

a solvent such as trifluoroacetic acid at

te at ur es. between. . oom
A compgi Pt B sBRtHERE e Alnfiimd B} Follife 8oy 00
maniptiRHbSs. ChAertiohkidirbsyauses Yombsiing fieh pestbaingemousi agwell as
nitric acid in a solvent such as sul furi

_ agid at .
examplesfesniiahle potesENGRENPS HFCICSHPARTD, sxanillé&u f?f PigrVgCroups in
t 1 trQ _THE 11999,
Organli Syl PG e Y PSL IR ONTRY el n Sl roas
The sdheme0al mdytie wdear traufdrabd eompaualdys tnto e compeuysii gnd e
for exanple "Copprehensive Organic Transformations, a
compeyiidde inty aP‘JQH’@PP‘EFﬂﬁi Group Preparation”, R 10 C.
Larock, John Wley & sons, New York, 1999. The sane
net hod can be used to transforma conpound Kinto a
Step &¢onpound M Step 5a, 5b and 5c¢c A conpound D may be
transforned . intqQ a .c und. J. ' [ '
A consBRRRRe TS Pty S SR GBI fdodna Da
using GGl AGdroBnIBrié A @k seluet ssh &MNthdnolret tryter @ a mixture thereof
pyrrolidi none, acetonitrile or dichloropgethane or . .
at elevritsd tgmperatures sish a5 theprpidusp feaperatares the sohegt utipg fpagiion times
ridin LSt 2 i the solvent or
vetwel pRE BT ALhAHE T Ffoflot Hley el 10t E Bp R BEihe sor
by prebiifitafibA dulettraveyn Meheiproduat ackylby pocifiadhy chiuomethognaipasaphy or
The sane procedure may be used to transform a conpound
recrystalligdti®ng compound I'b or a 20 conpound Minto a
compound N. Step 6a and 6b A conmpound |la may be
transfornmed into a conmpound Ib, where R6 is not H, via
Interailedidtest i on with a conpound R6Y where Y may be a
sui tabl e | eaving group such as a hal ogen, 25 nesyl ate
or triflate. The reaction may be performed in the
A furlleLS8P6EnRh: 6F thaFRestitihreles 16 @dinpoudsdeiedied iffonathe group
aprotic solvent such as DVF or THE at tenperatures
consigetgmden OC and the reflux tenperature of the solvent.
g product nay be isolated by colum chronatography.
Thet same nethod nmay be used to transforma conpound Ic
i frpound 1d. 30

wherein R! to R® are defined as hereinbefore and PG is a suitable leaving group,
with the proviso that R* and R’ are not both n-propyl, and
(3R)-5-methoxy-N°,N°-dimethylchromane-3,8-diamine,

(6S)-4-bromo-N°® N°-dimethyl-5,6,7,8-tetrahydronaphthalene-1,6-diamine,
(6S)-4-methoxy—N6 ,Ns-dimethyl-S ,6,7,8-tetrahydronaphthalene-1,6-diamine,
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Step 7a, 7b and 7c WO 2006/ 126939 PCT/ SE2006/ 000593

36 A conpound G nay be transforned into a conpound H
whyoopnedoect i ng group mani pul ati ons. Convent i oP&l/SE2006/000593

procedures for using such protecting groups, as well

as exanples of suitable pgptecting groups are

described in, for exanple, "Protective Goups in

Organic Synthesis" T.W Geen, P.GM Wits,

R o R LT R S T S

N-[(28)-a+achino-3anethoxt, 2| 304 -tetitabydronapiielerd2 -1 1- 52 2priBuordacetamide,
und J nmay be _hydro] yzed of ungl}C acidic

Which@ggﬁlg% PW%@W@ @é%%ﬁara%n ehcqrapaygdasiisgder the
tream{&a%pﬂlirt@ Qi A cﬂsdrﬁ?]lgreég%c\(ﬁgﬁf s ugéwas%tg%&ﬁaek t@'the

wat er a mxture el evat ed tenperat ures
prepa@uohoésompwndeﬁ)lffommhamerature of the solvent using
reaction tines between one and 24 hours. The crude
product may be isol ated by renoval of the solvent or

Pharrh}icéiitﬁﬁléﬁrhﬁédlﬂéhor extraction. The product may be
purified by colum chromat ography or

recrystalllzatlon 15 Internmediates A further

Accox%ﬂ% It gg g%nb%&n{t&%? of {ﬂ\éz) etsél%rJn\r/e%lt 0}1 %I‘?enta ?s %3 ”88«{23% aseutic al

rom consli S

compmtléﬂ%rﬁﬁidﬁ@ as25&t1@e 1ﬂ§k‘ﬂheﬁ§t @th@peuBBalNP@fecBSe EnMint of the
to RO are defined as hereinbefore and PG i s

Comp%u@uﬁftfala’rnéa Ledvrlsy seiveiehor sakrater aie tharenfi Bassqsiatiopavith one
or mofd phaBRa@uBic AR} adt@hiib1B dRELARY, lexcipf¥ts 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.
Suitable daily doses of the compounds of formula I in the treatment of a mammal,
including man, are approximately 0.01 to 250 mg/kg bodyweight at peroral administration
and about 0.001 to 250 mg/kg bodyweight at parenteral administration.

The typical daily dose of the active ingredient varies within a wide range and will depend
on various factors such as the relevant indication, severity of the illness being treated, the
route of administration, the age, weight and sex of the patient and the particular compound

being used, and may be determined by a physician.
Medical use

Interestingly, it has been found that the compounds according to the present invention are

useful in therapy. The compounds of formula I, or salts, solvates or solvated salts thereof,
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(3R) - 5- net hoxy- N 3, N3-di nmet hyl chr omane- 3, 8-di am ne,
25 (6S)-4-brono-N
wW® 20064 2698®t hyl - 5, 6, 7, 8-t et r ahydr onapht hal ene- 1PpGF/EEANG/000593
e, (6S)-4-nmethoxy-N 6, N6-di nmethyl-5,6,7,
8-t et r ahydr onapht hal ene- 1, Ggdi am ne, WO 2006/ 126939
PCT/ SE2006/ 000593 37
(6S) - 4- net hoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronap

os wefl b e Bfing Bl pmrsbolives, ehivy a pishyrares; e pRishsy e
selecti@ityfok 5axyzrcawttryp‘thmﬁrecﬁa(mm&eptormce&dﬁﬁgyy ke stiBsbuRgs of
internmedjates in the preparation of conpounds suited

the pyegnt fihyentien argEiRsRtedo DomaiukEnihg treatmnt of epaditions associated
with SEREFAGVEN o OF SHIPE rRSpofll €F Medi ates for the 5
prepar ati on of corrpou%gs of formula |I. Pharnaceuti cal
conmposi tion According to one embodi rrent of the pr esent

nvent i on t ere.i.s provi ded har tic
The oAb Tt BT R ihiDay P 6f BB rapepiors in
mammagrﬁpﬁuidgqgéﬂy ef fecti ve anount of the conpound of
formula |, or salts, solvates or solvated salts
thereof, in association with one or nore

e e ta di Luents,  exc
The C%H%F or |O#tedrn§ﬂlé %}/ ?l%ee% E)Cter‘i?e Eoifp tS@letf Pdhe Hﬁ@t%t?é“ Pﬁdléorder S
relat1ﬁg)td’nwﬁﬁet‘tab b tie0SHD6 2dcepdiintidifi@édodtivef ?é sEReHEP hBhATour,
15 pill, syrup, powder, granule or capsule,

I”yd?ﬁpcB%f%ﬂ%@@%?n@ﬁ?e%@$@ﬂm@lncIudlng i nt ravenous,

subcut aneous, intramuscul ar, intravascular or

i nfusion) as a sterile solution, suspensi on or
Examgpiaslof isedh, difadertogy baselened fromtthagioop cemgrisiag ofAlzheimer’s

. ointnent, patch or c¢ream for rectal . adm nistration

discagg AxicEy, dpi8TIOIn CPRBHLY VS FISPEIETS SR FRERilSRSY. PRSGBHY Sfsorders,

obseskive caRPYISive ANk d, A8 MR ¥ofBti W &BGHEY shdh & memo
conventional nmanner Using one or 20 nore conventi onal

dysfuagtianpleen disordarsy fradingtdisvaderasicbps ahbrexid; dhesity,udind4, granic

' ui table dail. e conpounds
auacls A AR g it et G555 A R R M
(ADHDY) attamenalemloaismeetwg) Qerdentiz, 2l Kessb@fam%fs%&ocﬁted

adm nistration and about 0.001 to 250 ng/ kg

|
with %@%@W@ﬁ?ﬂ%ﬂ berd anjpsy. siroke) diabeiss n@@ﬂ@hmgwld@or@ep? dglolar
dlsor(%‘?é E)y 0%8% p&fréfn@@rr ?ﬁgs'eé(s%h ﬂ%@q&?g Hls}!?sr I 1? g&elgener%at ve

range an on° Vart gus ors-such
disordgss ¢11alsacmize@hmmpmchdamnml goenigrantiypamf the ill ness
being treated, the route of admnistration, the age,
wei ght and sex of the patient and the particul ar

Fuﬂh@ﬁé]é%&ﬂ %soﬁ%&@ﬂlay' $6 dele@Bd ORYHE %rd#]?tc%ﬁﬂi'n@ﬁ% ggﬁtr@-irgestinal

ysician. Medical use 30 Interesting
disor h e gastorpsopimgpaluatiex disease dGHEDY) end iretqdnﬂeebmdzl syndrome

(]BS)I nvention are

The compounds may also be used for treatment of tolerance to SHT6 activators.

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

defined, for use in therapy.
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useful in therapy. The conpounds of formula I, or

salts, solvates or solvated salts thereof, WO
wWQO@6/11:26939 PCT/ SE2006/ 000593 38 as wel | as PE&EBE2006/000593

correspondi ng active netabolites, exhibit a high

degree of potency and selgctivity for

5- hydroxy-tryptam ne 6 (5HI6) receptors. Accordingly,

the conmpounds of the present invention are expected

sef ul the.tre 0 b i at ed
o e b DRI ot oy
heremﬁ%?@&’éfﬁféd NRY udeSin ¥EeEndn® op SHUG Ql&dﬂled dikbrddetsory ef f ect
of 5HT6 receptors in manmals, including man. The

conpounds of formula | are expected to be suitable for

A furtbel}eelnﬁlio r(‘)tf th%fm{{~j n%%ﬁq &5 tQmeebpbRstsid? f&ma4 f gct ed

recepto udlng cogni tive, personality,
hereinBefday Héfited, fop ﬁs/eclhlt&hrm@t afi dlzteimededjerase.at | ve
di sorders. Exanples of such disorder may be sel ected
fromthe group conprising of Alzheiner's disease

Anoth%f] é#n%éime?@&r tfeS ﬁfv@ﬁlorﬁglh\fésl t8 'tl‘{eecdi'hﬁﬁhdﬁéﬁfoﬁﬁﬁﬁ Ias

psy, personalit I sorders, 15 obsessive
here1r1bequ Hefined, ﬂmmmerea;mmt@rf abgEtive myrimienbapeated sHth
ch.as nmenory dysfunction, sleep disorders, feeding
SCthﬂ SH¥ers such as anorexia, obesity, bulinia, pani c

attacks, w thdrawal from drug abuse, schi zophreni a,
attention deficit hyperactive disorder DP
Yet a furthenebadisnent ef the ifiveptiorrelitegio)the gempannds o %’ﬁ’b‘w as
herelr}pgioae flﬁﬁnﬂle%r go%r?rglzée%&ba{t%q obg\éli%_yh spi nal trauma and/ or

I abetes type 2, binge disorders,
bi pol ar 20 di sorders, psychoses Parkinson s di sease,

Hunti ngton' s di sease, neur ener a %3? ISﬁ d@rs before
One egphpdipen of g@dnwupﬁﬁ%}ﬁp&p lff Blﬁgpnc{i rqiuld [ as hereinbetor
deflnf&*"f&ﬂ%%lﬁ%%}ﬁ%‘ﬁ dissaeders may be sel ected from the
oup

p conprising gastro-intestinal disorders such as
gastro esophageal reflux disease (GERD) and irritable

d T d
s G S5 R bt BT SBEE Rf L g
hereifMore HRAAL BN he HanbilRuir® ¥£ A hieditafithefoe fredttmehhef SHT6 mediated

conpounds of formula | as hereinbefore 30 def.ined,
d1s0rdieurs, Algheiiner’s ﬁewpycogmmvzowmmegtaa@sqﬁmds@b oen eaglseﬁaa’

ove IRy O SR Bna g Lo

use in treatnent of 5HT6 nedi ated dlsorders
A further embodiment of the invention relates to a method of 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, comprising
administering to a mammal, including man in need of such treatment, a therapeutically

effective amount of the compounds of formula I, as hereinbefore defined.

Yet another embodiment of the invention relates to a pharmaceutical composition
comprising a compound of formula I as hereinbefore defined, for use in 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.
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A further enbodi nent of the invention relates to the
conpounds of fornmula | as 5 hereinbefore defined, for
wae@oi1ze98y eat ment of Al zhei mer’' s di sease. Anot PET/SE2006/000593

enbodi nent of the invention relates to the conmpounds

of formula I as hereinbefgye defined, for use in

treatnment of cognitive inpairnent associated with

schi zophrenia. 10 Yet a further enbodi nent of the

invention relates to the conpounds of forrmula I as

her ei nbefore defined, for use in treatnent of obesity.
One cfB6diaERP6H 1B Mvefion ffatéstventage foethatpesvention tietreatment of

conpounds of fornula | as hereinbefore, 15 defi.ned,

SHT6 impdiatesediserdprsy Alzheioner's diseate RSN HLYIRAImEnh P HaE Wi

. the inyent.i : i
schizcpBepl §5ryanakE Bk Aty FL Al S6, FRTaAdcRtd
aboveOfvhizh e lipgiseretactiay ingredimire nompbursHiigoreda dee hereinbefore

~ disorders, Alzheiner's disease, cognitive inpairnent
definedssoci at ed with schi zophrenia, 20 obesity and/or

Par ki nson' s di sease, and any ot her disorder. nentioned
above. A further enbodi ment of the invention relates
In thetconexneftthe gresént speificatinn, thé tenT figerapsdiaad e Heateiesb ipdpdes

v SRS SRS 05520 T PR (RSO e
“treatd B ERAPOutIARHd ih¥rpblRRAII SRl coapirianedoriple,

conprising 25 admnistering to a mammal , including nan
in need of such treatnent, a therapeutically

.effective «Qf 0L ‘
i g L, ATRACk o A5 SORONRES “Bhuhp R biastac meon

compbitembi Wnaryahedne spartdy ar @imapleebe bidckathedompbistion pathway
_conprising a caonpound of fornul.a | as hereinbefore
leadingelp thfeprodugiion e 1iPopseyt REABOYF 51TT6 30 nedi at ed

di sorders, Al zheinmer's di sease, cognitive inpairment
associated with schizophrenia, obesity and/or
The cBapkimsactarditigse ssepresemtiineaytian ave magiubaserg of theswtFogisesptors,

abqve. WO 2006/ 126939 PCT/ SE2006/ 00
and n@fg)gdplﬂgﬁ?rso?s \y%lﬁasi aZ0nIsts, gwepgTagP%1§t9?>2%%ﬁiga nist.

the prevention or treatnment of 5HT6 nedi at ed
di sorders, Al zheiner's disease, cognitjive inpairnment .
The terss ddisertlerd, wiless staieshotherpsee RICans FHEoRdiionspd gisease associated

_ . e di | d her di 9 G g
théﬁiéé%%&%rs?¥%%§ase and any ot her disorder nentione

conprises as active ingredient a
conmpound of formula | as hereinbefore defined. In the
context of the present specification, the term

Non-"Mpdical#se and "treat nent” incl udes

In addition to their use in therapeutic medicine, the compounds of formula I, or salts,
solvates or solvated salts thereof, are also useful as pharmacological tools in the
development and standardisation of in vitro and in vivo test systems for the evaluation of
the effects of modulators of SHT6 related activity in laboratory animals such as cats, dogs,

rabbits, monkeys, rats and mice, as part of the search for new therapeutics agents.
Examples

General Methods
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prevention and prophylaxis, unless there are specific
indications to the contrary. The terns 10
WO teoeare93d t her apeutic” and "therapeutical ly" shOLIYSER0D&000593
construed. accordingly. In this specification, unless
stated otherwi se, the terng;"inhibitor" and
"antagoni st" nean a conpound that by any neans,
partly or conpletely, blocks the transduction pat hway
| eading to the production of a response by the
agoni st. 15 The conpounds according to the present
TihB YeRhiiewal fovwrbd dilat@ted byfthé htloShHHEXanplpt or whichand
may be inhibitors, as well as agonists,
generplly/er se- agoni sts or partial -agonist. The term

(18 g)i}%%g{il were ut b fle Rl ‘?&ﬁh ?%pe\'/}mﬁ?{]b? 15 Eﬁ% the range 17 to

on an I Sease associ ate
r ecepsar agbtndér by atoNosphedled ot alertusae sich asdatgdn wledsmtherwise
their use in therapeutic medicine, the conpounds of
formstaied; | or salts, 25 solvates or solvated salts

1. . l.0gj dpn
R n PR Ry BT PR P
i n vipyaet@st weyesteeriad dwraftchenewal ofatsidwal sblids hrefiltration;

effect f dul ators_of 5SHT6 rel at jvity in. .
(ibortHidr frebtienees g%f&qvnﬁg OB 4T g}gﬂ%gfglg? il et Eotsisting of
NONK QY1879 AR r&Vcilih DegasieN @ 18194 Bihgy Peaip; G1B6TA Wesliplate
t herapeutics agents. 30 Exanples General Methods WO

2006/202698PIRCH1 SED Tbroussard Cojunm g ompaerenbimd $1315B

enciiprs Ay G Yoluais XGLr 8 MY SFAERELB X ATl e
or Slﬁlgg?ﬁmﬁ;etﬁ{%fﬁmeiw&-seﬂ 18 40P€ dnANBEf1dw rht@ to 3.54Bmin. The

and an sphere of an inert gas such as argon
unl eRiodt AempiDetectatvadssdanneilifjoay 2HbBA honstependpeak width

carried out hy rot evaporatj.on ipn,.vacug an rk-

pr oc T 8¢ t?_?vgrné“ %‘%ff é-péamwfspa?ﬁ%ﬁqy-#g HBYAL e lengé)gg 35%1%%’ un
sol i GsoR¥ad fol 10098 ARRonitrild, lik ¥ kiR GoBil@pl:SESacenrile/10 mM
perfornmed on an Agil ent BP1000 sg/!siltem consi sting of 10

G137 ageteteumSTegastonittiled Yl Baekr y Punp,

G HASEh PS4 AT AR AL TR, Bl st
Col urga] 60CFLgY dnd U3, vidhatigddsthe Spdis. Flds8 chmam@Bography wihgreformed

columm tenperature was set to 40 C.and the flqw rat
to 1.0% qﬂgq%bhflaqlh(@gCompanionTM using Rediglepq‘M normal-phase fash

columns or on Merck Silica gel 60 (0.040-0.063 mm). Typical solvents used
for flash chromatography were mixtures of chloroform/methanol, toluene/ethyl
acetate and ethyl acetate/hexanes.

(v) 'Hand 3C NMR spectra were recorded at 400 MHz for proton and 100 MHz for
carbon-13 either on a Varian Unity+ 400 NMR Spectrometer equipped with a
5mm BBO probe with Z-gradients, or a Bruker Avance 400 NMR spectrometer
equipped with a 60 pl dual inverse flow probe with Z-gradients, or a Bruker
DPX400 NMR spectrometer equipped with a 4-nucleus probe equipped with Z-
gradients. Unless specifically noted in the examples, spectra were recorded at
400 MHz for proton and 100 MHz for carbon-13. The following reference
signals were used: the middle line of DMSO-ds 6 2.50 (‘H); the middle line of
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Di ode Array Detector was scanned from 210-300 nm step
and peak wdth 15 were set to 2 nmand 0.05 m n,

wo eapaedByvel y. A linear gradient was applied, PCNSEF0p&oN0593

0% to 100% acetonitrile, in 4 mn. Mbile phase:
acetonitrile/10 MM amoniggm acetate in 5 %
acetonitrile in MIliQ Water. (iv) Thin |ayer

chromat ography (TLC) was performed on Merck TLC pl ates

S RN S FE R G R

Fl asfihédvifean@ant® TM usi ng Redi SepTM nor mal - phase
flash colums or on Merck Silica 60 O 040 ):}‘795

(Wasmcmwelgdﬁwdﬂ@m% SYptess &CM 5%915&

\Qﬁ rete g@ ﬁ a%%% g Bgl% g&.\g{iﬁ{[ﬁ]}eh eé);ﬁg EE@:‘&%%Detetr ‘ii'“_'ﬁé:rggéslgw}ometer

SpecCihfeqiiped m&ﬁmm&tﬁtspfhgﬂomrédﬂsm} qrieoaiechindh p@pitive or
MHz for 25 carbon-13 efét her . on a

NMVR SHabYe GreResde- EbeirEp %ty\klno{tﬁgeawass 6%16%8@ s%ecgﬁometer
Z- 0r 0 €0hd A B BIHKI00 ANBNER oAt Ae VB SRATS b BTBations

equi ppe i nverse flow probe with
Z- gr adiegriformeat omeibren Wéaters[)r;lmﬁ@ MBS paomnerdiddtm, 50 or 100

o Pt 2 o ooy a3 B bl g 1)
> pec?ggcm t&ﬁqegﬁtq%ﬁw% sct to 46¢. MndaP braRle@t (s Qﬁtﬂle@.Q@ng a

or ca ol low ng referéence signals
wer engtgedor ddidic modbile @hhsem&ysmfn DivBOgi6 09 . BI9% ppganictihase in
mddle line of WO 2 269 P /SEZOO /000593
CD3 O Sgmigiutes, gy 2 rat%\g é%?b 4PHERS SYSK 1%%[10@\/{

7. 26 7o A9l § PR ts@“:w] s %WNH@@)\C (écy)/Mem &/9)1/

spectra were recorded on a ters consi sting of

an A[10naMdBLOPe%q. YMeCNAH ) b Azdie mebllepkasadysigdl e nass

o L Bead G Ry £ Eh G KR P CRR S,

(\%@%mehg@vew a NEGAS] sySehOS afpiEMatiier e7Pid, 1525 bﬂﬂatyagﬁnp,

V and the mass spectronmeter was scanned fro
nz/ z 1500 C3RMmDven, £ d’@ﬁlgﬂwndfﬂﬁ dptestorpSeglex 85) from Waters

Separ ati on e perfor

p é}@séléqcﬁﬁﬁ%arat ogp\gasn]i)e uilggta%gba%ﬂiﬁ &ér?r?fi‘SOmm
0" a 3§ﬁﬁ %%h@ﬁmﬁu&%%@gﬁa@idﬂmai a&amg it'mOO %I A (A400
The col urmterrperature was set to 40C. A lin

gr adlmivﬁNHm@Aappﬁ%eMe@H)wgd gndingat 1(&% Br(l\%?lé) é" hgei\2 as

gh gs %ﬂﬁ}é CE n]t]f\ Swg%g%mg[/n#’& Poﬁ%c{%g% ?@é&ﬁgﬁﬁqm Positive

syst eRddeaetb &R/ 12@-800 W thdican time of 0.3 s. The APPI repeller and
the APCI corona were set to 0.86 kV and 0.80 pA, respectively. In addition,
the desolvation temperature (300°C), desolvation gas (400 L/Hr) and cone gas
(5 L/Hr) were constant for both APCI and APPI mode;

(viii) Preparative chromatography was run on a Gilson auto-preparative HPLC with
a diode array detector. Column: XTerra MS C8, 19x300mm, 7um. Gradient
with acetonitrile/0.1M ammonium acetate in 5 % acetonitrile in MilliQ Water,
run from 20% to 60% acetonitrile, in 13 min. Flow rate: 20 ml/min.
Alternatively, purification was achieved on a semi preparative Shimadzu LC-

8A HPLC with a Shimadzu SPD-10A UV-vis.-detector equipped with a Waters
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wa@\eioditze9ambi | e phase system 15

NHAQAc (aq.) / MeCN (95:5)], or [10nmM NHAOAC

(aq.)/MeCN (1/9)] / [I OMWNH4OAc(aqg. )/ MeCN(9/1)].
PCT/SE2006/000593
[ 133mVHOOOH( aqg. ) / MeCN(5/95)] /

[ 8mVHOOOH(aq. ) / MeCN(98/ 2) Jzz (vii)Al tenatively a LG M5
system ( Sanpl e Manager 2779C 1525 t binary punp,

1500 Col umn Oven, ZQ PDA2996 and ELS detector, Sedex

85) from Waf ers d. t |

59) S Shon BT 08, 1R R My BB
m ”U&c%ﬁmﬁth[b?@!‘l%&ﬁﬁ@bl%aéetmldhﬁ%lﬁqalmeﬂgulafmmwwm%
(A= 10 20 mM NH4OACc in 5% Me and ending at 100% B

( MeGidetoniiriée iBQ0wain. Floguiap dBmNMiA: a conbi ned APPI/ APCI

i.op source and scanned

o35 5 e U 1 AR5 41 (AT e
rep eﬁﬂeﬁr TRNGructhe atbfilritg of el dntemiceliset were afse8&dIbY HINUC and
0.80 A, respecglvel In addit

t he. des
t enpdMR an@w(l% gﬂra,gﬁxecd?teg‘ggne@g}%@lgﬁa/ %Omz ﬁ?ﬂfor

cone, L ABChroded
APPI node; (VI [ H'f%l)rhé%\g{ el&\i;(gﬁ%t%{‘\‘gﬁg? oné? g%ﬁg vvasr run

on ainsiallsdn.GMSOwpregeaivaned en ARIlEW10A series egyippgd with

Y D e e

acet BFiferd)| Giddh Mah ehQ)f\%Et%hltnlef a4 of JolmMoR QFOI2Fo Gm/ammoma
acetonitrilie, in mn. Flowrate: 20 m/mn.

Al t eimagteyal Zp;ﬂ/Ipmr Afgﬂ@thSH ABGL wanpsed &or M8 dét%% both
g{gﬁf aé%g lve lgeggtgg ion ldg;[a v§é%e 'E'glll'e% ﬁﬂgﬁ%ﬁ‘ﬁ% lA\l/}é)un’ues of

ect'or equi pp e

2006414668 &Jdﬁar t SR2OA6I 0883 a418g1f5ymhm&sphes:hlgh throughout
(C18, 5 m 100 mMmx 19 mm). Gadient with
acet 8YfeIR] qoatadnings t rij f | uor oacetic acid in MI11iQ

\é\ﬂ) € tArga tthnl 1108%%&%11 ?la@:%éhdﬁ? éiﬂ:'ni L] ld(fsehgs Afloiitetface,

e conpounds in exanple
4- 16 Agalleglt 1108 seddsiwélhplafeciutasampler s2yuiAgitenit 1 g serids binary

used: The struc and puri f all | nt er.nedi

wer o PugPEstuirnh ) eaes e dralfpe oo A efEnt 1100
spectrL V}ﬁ&fe leticRe dA BiSdn 9160 é’&%%ﬂ?as@étf&@ﬁmetéﬂ 0])7 574
Vari an n| ty Indva spectronmeter w th _4-nucl eus

5mm
pr obamtlonmstpahéoesmd wap 6 VR e XTeoprRedS én IAGPIuEms (Waters)

1100 HPLC 58
XTer FAEC S &segeﬁgﬁ& F}é@tehregxééblﬁﬁgseg% /2 9095 880

(Vat efdhoni¥ §ﬁmg:e&mghwwnnmoﬂetaamm |2t20111ﬂ1£1\43ﬂt¢t®t1on with
solution of 0.2% 880 ammonia _in water at

Agi | RCINsmisag) in\pgsitiye seanmpedeyshe é%&ll‘ie%ﬂt,z t@siﬁi{nnﬁpproducts
were confirmed by "H NMR spectroscopy recorded using Varian Unity Inova
500 MHz spectrometer, equipped with a 60 ul triple resonance flow probe ant
the samples were transferred to the flow cell by direct injection with a Gilson
215 liquids handler. Samples were prepared in 20 ul h6-DMSO + 170 ul d6-
DMSO to a final concentration of 2.6 mM. h6-DMSO is used for the push
solvent. Proton NMR spectra were acquired with WET solvent suppression on

both the DMSO and H,O signals, using Scout-Scan to find the solvent

resonances. Spectra were acquired at 25°C;
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positive and negative ion data were coll ected when

appropriate. Al purities of the final products were
W@n@bs@®a® usi ng a Agilent 1100 series high thrpCyRE2006/000593

system containing: 15 Agilent 1100 series well plate

handl er, Agilent 1100 serigg autointerface, Agilent

1100 series well plate autosanpler, 2 x Agilent 1100

series binary punps, Agilent 1100 series thernostated

| | - ; gi
G AR ORI L 0 B s
st at isohants fphaaetiomseBeavsiongwérexyp OallynuX TeEERdY theVBntskphere

I S col.ums e%V\ﬂt ers) 20 anal ytical reversed-phase
col urffh THMBEPIRE 2HW; | e phase used was 0.1% 880 armmni a

%ﬂ@iﬁ@ét\ﬂ{éké ?ﬂﬁ's&x&‘é%& Rothcds tthé’ﬂxa%mﬁﬁ ARhadyB

et'ection w lonisation in positive scah node.
(RHiEntstmerdistas wereofot tnhessbariipfulpy maifietibut vieirestmontdsrane gurity

 Mova S B REs o4 B P eb G gt B o e R GblIR]. MS andlor
tri phevires@nance flow probe ant 25 the sanples were

transferred to the flow cell by direct injection with
(@iigy |mBIHng paists| drejunensrented dhé Werisiprimgsedwsieg p Metder SP62

in 2 B toi | .d6- to a final . .
conc (e;iﬁ tgf%{ﬁ?o n o’?g Bméz %Rﬂ%r%% %64’%”@ ERRreisy> peliing paipts for
sol veint endProtiogts DViReSHoe@tTad Wiee detaghlinbd eflevdrydtal¥alion from an
sol vent suppression on both the DVMSO and H20 signal s,

usi nGPROBHRCSESANIE SPIYSIH AT pH¥CIE MUFWHL 30 r esonances.

CURE NGBy PR Bl RS on U 2006 126939
ey SE2006/ 000593 44 r’?%a e s roed wer e
HPLGnal yighcperfogmanies lamudd cloometagraphlyy avai | abl e anhydr ous

solvents for reactions. Reactions were typically run
LC undeilqg’rﬁl‘ihﬁ%lp?togf ¥phere of nitrogen or argon; (xi)

MS vyi el dﬁassgﬁ@[@n@fﬁsent, are not necessarily the maxi mum
attainable; 5 (xii)internmedi ates were not necessarily

tet. tipng) | yetgufidftime but their structures and purity were
asse thip | ayer chromat ographic, HPLC,
TFA ¢ %ﬁi?%g?{{ﬁtl%lf:%

i nfra- and/or NMR analysis; (xiii)
THF el t itsicphpdiofiiranér e uncorrected and were determ ned

usi ng. a tler SP62 automatic nelting point
Dwappa%%ﬁ%méﬁl% | -bath apparatus; nelting points for

D B R | o & appropri ate organic
DMS€o| vdnnetbylselfdxidnt ni xt ur e;

NMP 1-methyl-2-pyrrolidinone

THF | tetrahydrofuran

MeOH methanol

RT room temperature

EtOAc Ethyl acetate

LAH lithium aluminumhydride

Throughout the following description of such processes it is understood that, where
appropriate, suitable protecting groups will be added to, and subsequently removed from,
the varjous reactants and intermediates in a2 manner that will be readily understood by one

skilled in the art of organic synthesis. The specific sequence of reactions depicted is not
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(xiv) the follow ng abbreviations have been used:

HPLC hi gh performance |iquid chronmatography LC |iquid
we@booeredosyr aphy 15 MS nmass spectonetry ret. tP@ESE2006/000593

retention time TFA trifluroacetic acid THE

tetrahydrofurane DMF di nefyiyf or mam de 20 DI PEA

N, N- di i sopropyl et hyl am ne O di net hyl sul f oxi de NWP

1- met hyl - 2-pyrrolidinone THE tetrahydrofuran MOH

e LR PrRER SRR PRI T et o

varieddescription of such processes it is understood that,
where 30 appropriate, suitable protecting groups wll
be added to, and subsequently renoved from the

.vari.ous. ' i _Tiii [est hat
s s L T
of organic synthesis. The specific sequence of

reactions depicted js nofti, VO %lc])o / 26939f .
Startingmatsriale wepoprspared accorfling g the eliowing, relgtentes:

conpounds descri bed the order of the reaction steps

may be varied. The invention will now be illustrated
Otherbyartiigembieliklswserywersreitheni tailable soanpiramercia sources or prepared

&tart&p mat eri al.s were prepared according to the
accordige ([ ieFRNIP BFFEWEYs: Ot her starting materials used

StartiNe ifteBialshies citiéatbmbleeci Al pavslableei piophred abcardimgao literature.
prepared according to literature proce&ures (58 1
(3R)-SBapwprigmethorydhsomanpegine Ha PrpRiTe AE5osling (o Wi P31 891,

_165% a Qe | hAES1 -y1]-2-hydroxy-2-

s s P e e

meth ?%%ﬁﬁﬂérﬂgeu _bvgs Wplﬁl’éﬂ_]aﬁ&irdingl‘tb ;he procedure described in WO 9734883,
- 6- enzyl am no) -5, 6, ) i

[25)8-pebony drohisR HACERPRT 2 Sy Msd Chem 1989, 32,779

783).

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

according to literature procedures.

Example 1
(i) (3R)-5-Methoxy-N,N-dimethyl-8-[(phenylsulforyl)Jamino] chroman-3-ammonium acetate

/7
3 N
O
- (0]
"/,N-;- O'J]\
/ ~
/O

Triethylamine (26pL, 0.18 mmol) was added to a suspension of (3R)-5-methoxy-N°,N°-
dimethylchromane-3,8-diamine (0.06 mmol) in acetonitrile/DMF (0.5 ml1:0.1 ml).
Benzenesulfonyl chloride (9 pL, 0.066 mmol) was added and the reaction mixture was
stirred overnight at room temperature. The product was purified by preparative HPLC to
afford the title compound (10 mg, 75%). 'H NMR (400 MHz, CD;0D) § ppm 7.64 (d, 2
H), 7.50 - 7.59 (m, 1 H), 7.39 - 7.50 (m, 2 H), 7.20 (d, 1 H), 6.49 (d,1 H),3.72-3.94 (m, 4
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met hyl pr opanam de was prepared according to the
procedure described in WO 9734883,

W ¢dgi2@®3net hoxy- 1, 2, 3, 4-t et r ahydr o- napht hal enPQF/yE300@0N00593
ine (J. Med.Chem 1989, 32, 779- 15 783). O her
starting materials used wgge either available from
comerci al sources or prepared according to
literature procedures. Exanple 1 20 (i)

.5 GRS B AL L S3fCeimam i dap ool
2.35 (sHB ), Podi(é, ety hMgieM:26863.0. 18 mml) was added to a

suspensi on of (3R)-5-net hoxy- N3, N3-
di met hyl chr omane- 3, 8-di amne (0.06 nmol) in

" cetonitrd | e/ DVF ; ) Benzenesul f onyl

(i1) (31@ﬁ$§(?@g-§(@e/ﬁ’oxyd\7 ’ggé%%l%ram%gcggdgand the reaction
B xture was 25 stirred overnight at roomtenperature.
The oproduct was purified by preparative HPLC to

org the title conpound (10 ng, 75% . 'H NWR (400

: ,,gDGppm764(d 2 H, 7.50 - 7.59 (m 1

, .3"31 7.50 (m 2 H, 7.20 (d, 1 H, 6.49 (d, 1

OH), 3 72 - 3.94 (m 4 WD 2006/ 126939 PCT/ SE2006/ 000593

HC” 46 H), 3.42 - 3.55 (m 1 H), 2.74 - 2.91 (m 1 H),

Acet106acgg (. q_%g)zvzves( gﬁdﬁ& ﬁ{g Cf\étlérl}jlof (N%al%q)r()fﬂo 51m|é|?h-oxy&1r31§aﬁ—3rarmne

(2.5 g(ﬁﬁ}nxgolgg%mﬁﬁm{mhm@ NN, c&gnnmmy |3ammmq>331ta FhDOnén MeOH (27
cetic acid 0.2

xR e GAIGPN DORFOFSBIR IS SNEHIBPEN e, IR s added in

two pé;%@/g% gﬁfce? ?101% 4)}5&1%%3 5@%@? ‘E'@re(a@h EH'@ and&ﬁe fB?iBﬂl@n stirred

|on|n

for on8 Bbut. THB ryREos eak eldee:d m&mp\muamemgem@lre g@i smﬁgd)
was added in two portions. Acetic acid

overight depeisHGRHIERS PEDYRIRGRI 1505t H“F?é“‘i%%@f?%‘%?"“% NPOE,
solut1?%wa9 5d(9e|aear{1f)ﬁi5 ik \rvgsa&@tfa%]:d"ﬁﬁl BI0 2N6Q) tTheVkr 4R Phases

mtenp era ure an rred
were combined, washed with brine, dried over MgSOy4, and the solvent was evaporated

under reduced pressure to afford the title compound (1.9 g, 68%). "H NMR (400 MHz,
CDCls) & ppm 7.30 (d, 1 H), 6.35 (d, 1 H), 4.45 - 4.53 (m, 1 H), 3.83 - 3.94 (m, 1 H), 3.82
(s, 3 H), 2.89 - 3.00 (m, 1 H), 2.51 - 2.86 (m, 2 H), 2.37 - 2.46 (m, 6 H).

MS m/z M+H 258.

(iii) (3R )—N8 -(Diphenylmethylene)-5 -methoxy-N3,N3-dimethylchromane-j’, 8-diamine

(3R)-8-Bromo-5-methoxy-N,N-dimethylchroman-3-amine (0.57 g, 2 mmol), 1,1-
diphenylmethanimine (0.47 g, 2.6 mmol), sodium t-butoxid (0.29 g, 3 mmol), 2,2"-
bis(diphenylphosphino)diphenyl ether (65 mg, 0.12 mmol), and Pd,(dba); were charged
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overni ght. The sol vent was evaporated under reduced
pressure, 1 M aqueous NaOH solution was added, and

WO b@omeeoBur e was extracted with Et CAc (x2). TheCDSERNG/@0593
phases were conbi ned, washed with brine, dried over
MySO4, and the sol vent mas4§vaporated under reduced
pressure to afford the title conpound (1.9 g, 68%. 1H
NVR (400 MHz, 15 CDC13) 8 ppm 7.30 (d, 1 H), 6.35 (d,

. . 1 3.83. - 3.94 3.8
nto gyt ghifagt b adpR dynachnel Ayt 51igp T )
was #d3d and e 4&actih nfixtte hddeddt 2004t b2 Riohf. The Yeaction was cocﬁed to

(3R) - N-(Di pheggtl nzet hyl ene) - 5- met hoxy- N3, N3- di met hyl c
roomytpmperatuse, gligredhtqugh (xlite andghe g@ivedd @/as evaporated. DMF was added

- 8- - B- hoxy- di net hyl c -3-amne . .
to theE %E%l}glgagﬁ gt%fi?&%a%iyol%g‘é%% Rﬁﬁpﬁ@%ﬁﬁ%ﬂ‘:"m Era(capgfs]cc&l’tmnmg the
produ2t Greteio)ed, SRHcH®nitri U X velpbrated Anber Bd BRI pressereZard the
bi s(di phenyl phosphi no) di phenyl ether (65 ng, 0.12
aqueHFRNpSe WafEXtiaoted b iRElwe(>Eh i genic WInses 061d a68iEged and the

7.into a two- k -hot t
sobve ks SRR AR MPr S bR BpRei O o S e P Rrraen o
m) was added and the reaction m xture heated at 100C
_ verni ght. The. reacti on was cooled to room
() (s My & - direlode iy eirdiigh Scianing, raedod Ae sol vent
m@s evaporated. DVF was added to the residuel and the
prodyct was isol ated by preparative HPLC. Fractions
atatping the 5 product were pool ed, the
tonjtrile was evaporated under reduced pressure,
é”mﬁheous phase was extracted with Et OAc (x2).
hases were conbi ned and the solvent was
H,¢” evaporated to afford the title conpound (0.35 g, 45%.

mz MH 387.6. (iv) | i
Hydf%%@rl%@%im;}l\&mmna potEeR) veasaddethie-Bsolgion of (BREN -
(diphéfgﬂlﬁeﬂgl%n%—lﬁé’fﬁ y—ﬂ’QNb'—@ @%ﬁﬂElﬂSMaﬁ%—@ %—&gﬁzgl}e( (?33:% g Né%ﬂ:

adqueous sol ution) "was ad o a solution
(10 mlxnpoltbe yiximtey hestzjedmvart g XWalds WS adddteindythe bilonmneas

- di am . [ E. (10 mM) and the m xture
Wasb%é%“%"_t vip gaég\‘ié%i?%ﬁt(?o'%@&r d P_g AACOY Wt Fgporated under
reducB@piékdR8 aMBthe cHRRHREdIMYEE u¥idt Wit PAG{HER pﬁﬁ@&t&g%ﬁ@m

The aqueous sol ution was evaporated under 15 reduce
(400 Miktzs DIMSO kS pp. 10r37oldr 5r, d il ©.9Relbr. 8s DML (ds 1 H), 6.66 (d, 1
H), 4584 R4 erf, R 20 (i1 BB 01 -3.13 (m, 1 1), 2.86 - 2.97 (m, 1 1),
2.77 (s, 6 H).

MS m/z: M+H 223.

Example 2
(i) (3R)-8-{[(4-Chlorophenyl)sulfonylJamino }-5-methoxy-N,N. -dimethylchroman-3-

ammonium acetate



(400 MHz, DMSO-d6) 6 ppm 11.37 (br. s., 1 H), 9.90
(br. s., 3H, 7.27 (d, 1 H, 6.66 (d, 1 H), 4.50 -
wd2®9/1t6v9 1 H), 4.29 4.40 (m 1 H), 3.01 - 3. 1BCT/AE2006/000593
H, 2.86 - 2297 (m 1 H, 277 (s, 6 H. M5 mz: MH
223. 20 Exanmple 2 (i) 48
(3R)-8-[[(4-Chl orophenyl) sul'f onyl ] am no} - 5- met hoxy- N, N
- di net hyl chr oman- 3- ai nnoni um acetate WO 2006/ 126939
PCH SE2006/ 000593 48" Cl1 ~NH O H3C O The title
cgfipound was synt hesi zed by the anal ogous preparation
Exarrple 1 (i) and was isolated in 18 ng (52%
o el d. 1H NVR (400 MHz, CD3OD) 8 ppm 7.58 - 7.63 (m 2
73\ , 7.44 - 7.50 (m 2 H), 7.19 (d, 1 H), 6.51 (d, 1
o ny, 3.85- 3.94 (m 1H, 3.80 (s, 3 H, 53.46 - 3.57
%A H), 2.76 - 2.88 (m 1 H, 2.54 - 2.63 (m 1 H),
2.53 (m 1 H, 2.37 (s, 6 H, 1.95 (s, 3 H).
B wzWH 395, MH 397. Exanple 3 (i)
BrormJN—[(SR) 3- (di met hyl ami no) - 5- met hoxy- 3, 4- di hydr
HC 0- 2H cl ar oni en- 8- 10 yl | benzenesul f onani de ()-Br /1S
titl ound was s the zed he
The the ﬁ'slmé)ogﬁ%d_%%se %%‘?% mzeﬁ %g?l? Ogs Rrepiir}/a 1%8 mple)i (5) and
was 1scﬂabmrer8 g (zza%mle(cﬁfks{owﬂaedmo M, Mdﬁ)(mpﬂ\ﬁw SSCDB&Dlm 2

8 7.76
7‘42%?%“ 1“&?; 7.18, @61 H) 3 il m; 1 H> iéﬁg( -&; 941(11H)1 H)r 3583) (3 H),

46 13 5 (m3 ( - 40,
s 346 ) et B 206 Sds e, U, 2sPLo 6 i 16D, 30 st g 2 37
(s,6m,,l.%z(.s,:&H).Msmza\mﬂwﬁ)mm.ws. (s, 6 H, 1.5 (s, 3
H. MSmz M1 439, 441, MH 441, 443.

Example 3
(i) 3-Bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

10 yl]benzenesulfonamide

O
Ox

~

/2
g NH

The title compound was synthesized by the analogous preparation of Example 1 (i) and
was isolated in 23 mg (58%) yield. 'H NMR (400 MHz, CD;0D) & ppm 7.76 (t, 1 H), 7.68
-7.73 (m, 1 H), 7.56 - 7.62 (m, 1 H), 6.36 (t, 1 H), 7.19 (d, 1 H), 7.50 (d, 1 H), 3.85 - 3.94
15 (m, 1H),3.80 (s, 3 H), 3.40 - 3.50 (m, 1 H), 2.76 - 2.88 (m, 1 H), 2.48 - 2.55 (m, 1 H),
2.39-2.48 (m, 1 H), 2.33 (s, 6 H), 1.5 (s, 3 H). MS m/z M-1 439, 441, M+H 441, 443.

Example 4
(i) N-[(3R)-3-( Dimethylamino )-5-methoxy-3,4-dihydro-2H-chromen-8-yl] biphenyl-4-

20 sulfonamide
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Exanple 4 (i)
N-[ (3R) - 3- (D net hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
worwaAS999 | bi phenyl - 4- 20 sul f onanm de WD 2006/ BCBEIB®06/000593
PCT/ SE2006/ 000593 49 '-s NH O H3G The title
conpound was synt hesi zed bygt he anal ogous preparation
of Exanple 1 (i) and was isolated in 14 ng (36%
yield. 1H NVR (400 MHz, CD30OD) 6 ppm 7.58 - 7.75 (m 6
H—.46 (t, 2 H, 7.35 - 7.43 (m 1 H, 7.22 (d, 1
¥, ©.50 (d, 1 H, 3.83 - 3.92 (m 1 H, 5 3.80 (s, 3
.24 - 3.30 (m 1 H, 2.67 - 2.81 (m 1 H, 227 -
2.16 (
Exanmple 5 (
t

16 (s, 6 Hy. M5 mz M+H 439, MH
, i)

Ong/ N-[(SR) 3- (di met hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
& naen- 8-yl j - 2- met hoxy-4- 10 met hyl benzenesul f onani de
0 sol uti on of 2-nethoxy-4-methyl benzenesul f onyl
| orfide (22 ng, 0.10 mmol) in N mathyl pyrrolidine

Ay was added a sol ution of (3R)-5-nethoxy- N3, N3-
_ddi meth}l'l chromane-3, 8-di am ne (22 ng, 0.10mml) in
Ho” N-net hyl pyrrolidine (200 ILL) and triethylam ne (42
The tllﬂe OnPBIRPIvhs syhfsiz8@6Y M arXiotoHs &
L St il S

hours at room’™5 t enper ature
was 1mmml4jmgé36%hm H THRAH0Q &/, s8R0 \Wieysprp A r5isf- |7ei5 (m, 6

£ s 0 r r )
1.7 46 G ePon e R ge CebBD LS SO FERDhea 0y Yk 1
3.80 (w,l 3 H) @maess 30%hharp] 2.62- .81 (in, a1 lenalzlzus @ﬁ lztﬂm M &he ).
sol ution in nethanol (
MSHH%MT'#&?’ \Mﬁﬁéﬁoved under vacuum and the reS| due was
further purified using reversed phase preparative HPLC
to give the named product 20 (19.7ng). 1H NWR (500
Exani@iz 5 DVSO-d6) 8 8.21 (s, 1H), 7 40 (d 1H), 7.03 (s,
. 6. 97 40 (d,
(i) N—%( 59() fr_qilzmegh)é@m(ng}_%gmﬁthoxg §7% d( 54 rc:z;|2|fl chgorgezz -8 y@ %ﬂze(lpﬁxy -4-
methy%zer?es@lﬁonarrgdﬁz (m 1H), 2.55 - 2.49 (m 1H, 2.40 -
. 2.33 (s, 3H), 2.18.(s, 6H. MSmz
Toa oA]:p(gln-lc)f 2an1:h4@37,&4 rQeShﬂbel)zenesulfonyl chloride (22 mg, 0.10 mmol) in N-

e P T3 8 Sa Tt BT S AP

dimethylchromane-3,8-diamine (22 mg, 0.10mmol) in N-methylpyrrolidine (200 uL) and

triethylamine (42 pL, 0.30mmol). The reaction mixture was shaken for 18 hours at room
temperature and the volatiles were removed under vacuum. The crude product was purified
first using polymer supported tosic(65) resin, loading as a solution in methanol (500 pL)
followed by washing with excess methanol (2.0 ml) and finally eluting with 1M ammonia
solution in methanol (1.0 ml). The methanol was removed under vacuum and the residue
was further purified using reversed phase preparative HPLC to give the named product
(19.7mg). "H NMR (500 MHz, DMSO-dg) 8 8.21 (s, 1H), 7.40 (d, 1H), 7.03 (s, 1H), 6.97
(d, 1H), 6.76 (d, 1H), 6.40 (d, 1H), 4.06 (d, 1H), 3.90 (s, 3H), 3.70 (s, 3H), 3.52 - 3.46 (m,
1H), 2.86 - 2.82 (m, 1H), 2.55 - 2.49 (m, 1H), 2.40 - 2.35 (m, 1H), 2.33 (s, 3H), 2.18 (s,
6H). MS m/z (APCI+) M+H407.

(ii) (3R)-5 —methoxy-N3,N3—dimethylchromane-3, 8-diamine, method B
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15

50 To a solution of

[ (3R) - 8- br ono- 5- net hoxy- 3, 4-di hydr o- 2H chr onen- 3-yl ] di
woredoaske9adri ne  (4.00 g, 14.0 mmol ) (Exanpl e 1 PCT/3E20061000593

di met hyl formam de (20.0 m) in an autoclave contai ner

was added a concentrated ageous ammoni a sol ution (20

m ) and copper powder (1.06 g, 16.7 mmol). The

contai ner was then sealed and the reaction was heated

Toa84P 4807 FRTS DRSS E U e bt S tamine

(4.00sg t1¢Oathemh] p@xamplen () mrdlmeths;fbuhmmme (300 #1) irfdtadttSave
aqueous I ayer was extracted with_ dichl oronethane (3x
contager Was adgeda copAsniaiad aqusqHs emmepia-solufiond2Qad handl capper powder
t rm% o
(1LOGE TR, FRP RO CIA RS SR i Bl T srtedpdaoe
for 18rhpum rvdth/\ﬂﬂndg | Afleraiess cooldd wRIYHehadcgion hikiugs fes Qélﬂred into
concentr at ed kglvacuo to give anio oil (3.05 Q).

saturgied ampmaniygp chigzide selpon (0Bl ARd figsaaueeis 1?Yﬁédvﬂ§)¢XE®tMSW1th

A5 O SEPR B R EE i
ammegpmhdoride fodytionH)l00 sulpilipwed bip satbraddd sodfn? Zhlbﬁde solution

(100 é}_ﬁl gndzwafss&z%io%ver i&c&gﬂl sgﬂ%gte flléergég?%o};?fg}trat; zgzgzacugto\ggve an
oil (3(051 g)lﬁle pﬁésé’&e(cﬁ thetlle coMpolfhd wab ORRrmed ML EREBS (phrity >95%)

nple 6 to 24 The fol | ow ng conpounds were
and t%@yﬁtlﬁ%maieéwl Wigs aepddmanegipsely imthemsat stcp EXNMMIR(460 (N§iz, DMSO-

dsﬁ%@@@d%ﬂ\'%?ﬁs('gsl%@% ?4{3!9'\%‘52%51 4“@"?,_&13 22\ 5)7%(9’[ 1H), 3.65

(s, 3H)H)Z 751d&£ 1@, 2.5 2.51(ceh, e kb B9)(m51H§ D6 %%H}l XS m/z

d 6 40 (d, 1H), nethoxy-3
(APCi +Si 3.70 (s 3H), di hydro 2H— 3.52 -

346 (m 1H) 286- 2.82 (m 1H), chronmen-8-yl]-2-
2.55 - 2.49 (m 1H, 2.40 - 2.35 (m 1H), nethoxy-4-
Exaniplés t624 3H), 2. 18 (s 6H) . nethylbenzenesulfon am de
Th fll6 chl or o- h+£ 443 7.80 (d, 1H), 7.59 (d, 1H),
¢ 19liging fompajnds ‘(’%FFﬁﬁl%t %ﬁ%lﬂay asalosotmnf{thiodtp xanavlers @

Pl N T L, T bt
2.29 - 2.25 (m 1HM+H)14 DMSO-de), §

5 N-[(3R)-3- 407 8.21 (s, 1H), 7.40 (d, 1H), 7.03 (s, 1H),
(dimethylamino)-5- 6.97 (d, 1H), 6.76 (d, 1H), 6.40 (d, 1H),
methoxy-3,4- 4.06 (d, 1H), 3.90 (s, 3H), 3.70 (s, 3H),
dihydro-2H- 3.52 - 3.46 (m, 1H), 2.86 - 2.82 (m, 1H),
chromen-8-yl]-2- 2.55 - 2.49 (m, 1H), 2.40 — 2.35 (m, 1H),
methoxy-4- 2.33 (s, 3H), 2.18 (s, 6H).
methylbenzenesulfon
amide

7 6-chloro-N-[(3R)-3- }443 7.80 (d, 1H), 7.59 (d, 1H), 7.05 (d, 1H),
(dimethylamino)-5- 6.51 (d, 1H), 3.75 (s, 3H), 3.64 (d, 1H),
methoxy-3,4- 3.55-3.51 (m, 1H), 3.13 (t, 1H), 2.54 -
dihydro-2H- 2.48 (m, 1H), 2.29 - 2.25 (m, 1H), 2.14




WD 2006/ 126939 PCT/ SE2006/ 000593 51 chronen-8- (s,
6H). yl]imdazo[2,1 b][1,3]thiazole-5- sulfonamde g
WOR68RP3B- 441 8.28 (t, 1H), 7.93 (d, 1H), 7.BAT/FEZ006/000593
1H), (dimethylamno)-5- 7.75 (d, 1H), 7.10 (d, 1H),
6.51 (d, 1H), nmethoxy-3,47 3.74 (s, 3H), 3.64 (d,
1H), 3.47 - 3.44 (m dihydro-2H 1H), 3.18 (t, 1H)),
2.89 (s 3H), 2.58 - 2.50 chronmen-8-yl]-2- (m 1H),
2. ’3 %4 (m 14, 2. Oq(s ﬁﬁ'{ (et hyl sul f onyl ) ben
6H)C! r%??e ul fonanj de 9 5Ythl6ro-N-[(3R)-3- 46 88.04
(dfifiidaz8208 (d,| 1H), 8.J01 (s, 1H),
(dimet hyl am no) -5 7.55 (Jd, 1H), 7.04 (d, 1H), 3.75
(s,b]Bll-ﬂlthlaZ@éft-ﬁoxy 3,4- 3.74 - 3.70 (m 1H), 3.58 -
3.5 n%ﬁ% %H) di hydro-2H 3.08 - 3.02 (m 1H), 2.57 ¢
O
2. 59 chronmen-8-lyl]-3- 2.36 (s, 3H), 2 22 -
8 é- 14[(3%1 31;0 1 9B4(s, B, 11D, 593 (d, 1H), 7.81 (t, 1H),
enzot hi ophene- 2-| sul f on o (
439(dnnggy1@mmomf 767 (dI 7%(,51 19, %48? stﬁ @Rme-
(di no) -5t 6.51 (H74%)3m)33.69 d81H3®D47 Saﬁm
(d, .e[thf}\g' gg}et hoxy} 3, 4- 3. §74J( f § » 4(
1I|:|)|)dih?dr5£2H- di hydr o- 2H 21510), 3(]rﬂ(t,1]—EjI) 2;_89:1@, 3H)zzzs§ (ano
1H)|, 2.07 _chromen- 8-yl ] 1
bengBRBE-§81-& 4- | sul fonaiﬁhdleﬁ) ]?‘IQ’%I\I-Q[G%%&? 2078 50
(s, st perd | 60 (M BH). 7 550 (s,
(di M{/Fam ?o) 5} 1H), 7001 (d, 1H), 6.50 (d, 1H),
3. Sﬂcnesmmnlamx@e 3, 4- 3.76 ([m 1H), 3.75 (s, 3H), 3.36 -
2 Ai hvder A 211 /[ 4L o oo o a=— 4
9 5 ﬁg’-chia'ré'-ﬁft(gkﬁzf AT TV 0% (21m), 8:037(d\ TBD), 80 (s 711
(dimethylamino)-5- 7.55 (d, 1H), 7.04 (d, 1H), 3.75 (s, 3H),
methoxy-3,4- 3.74 - 3.70 (m, 1H), 3.58 - 3.53 (m, 1H),
dihydro-2H- 3.08 - 3.02 (m, 1H), 2.57 - 2.50 (m, 1H),
chromen-8-yl]-3- 2.36 (s, 3H), 2.22 - 2.14 (m, 1H), 1.95 (s,
methyl-1- 6H).
benzothiophene-2-
sulfonamide
10 7-chloro-N-[(3R)-3- 439 7.82 (d, 1H), 7.67 (d, 1H), 7.04 (d, 1H),
(dimethylamino)-5- 6.51 (d, 1H), 3.75 (s, 3H), 3.64 (d, 1H),
methoxy-3,4- 3.27 (m, 1H), 3.06 - 3.02 (m, 1H), 2.58 -
dihydro-2H- 2.50 (m, 1H), 2.30 - 2.21 (m, 1H), 2.07
chromen-8-yl]-2,1,3- (s, 6H).
benzoxadiazole-4-
sulfonamide
11 N-[(3R)-3- 447 9.50 (s, 1H), 7.68 - 7.60 (m, 3H), 7.50 (s,
(dimethylamino)-5- 1H), 7.01 (d, 1H), 6.50 (d, 1H), 3.81 -
methoxy-3,4- 3.76 (m, 1H), 3.75 (s, 3H), 3.36 - 3.30
dihydro-2H- (m, 1H), 3.22 - 3.17 (m, 1H), 2.59, 2.49
chromen-8-yl]-3- (m, 1H), 2.33 - 2.25 (m, 1H), 2.15 (s, 6H)




chromen-8-yl]-3- (m 1H), 2.33 - 2.25 (m 1H), 2.15
(s, _ 6H) WD 2006/ 126939 PCT/ SE2006/ 000593 52
W@ eoosfikaesy onet hoxy) be nzenesul fonam de 12 N-PCBRI2086/000593
421 9.06 (s, 1H), 7.09 - 7.06 (m 2H), 6.95 (d,
(di ret hyl am no)-5- 1H), 6446 (d, 1H), 4.31 - 4.24 (m
4H), methoxy-3,4- 3.94 - 3.91 (m 2H), 3.74 (s, 3H),
3 gg - dlhhydro 24 3.31 (m 1H), 2.74 - 2.64 (m 1H),
58 - chromen-8-yl]-2,3- 2.50 (m 1H), 2.42 - 2.33
( m|(trifpgoromethex)Be lhy dr o- 1,/4- (s, 6H). benzodi oxi ne- 6-
sultr%g{é@mfg%fmag 3-(2- 489 9.29 (s, 1H), 7.63 (d, 1H),
7. % t, 1H), chljorophengxy)-N- 7.40 - 7.28 (m 3H),
7.21 (d, 1H), 7.11 (d, [{(3R-3- 1H), 6.99 (s, 1H,
6 94 (d 1|—|\ G/l'-_\ fd’ (nlirvntla” .-\-T:...IU\_'—_ 1|i\ g??._
12 (%Nm}R)% 75 (5. [3h) . 3. 1390 G HEDnbRY - 305 (m3 25, 695
1 1 -
dirfjet &4 (m 1H .1y %746 ddihy, dr - 2404 ZmbaX
1H)(, Ié g@m@)g m 1H), ﬁ) (chro%/nan- - fmp L
%/I ]ﬁiuhzs;eyxgggl fonam de 13 94 -5 %l(@hl%?)&ﬂﬂ%é%ﬁ%
S| . 1 (d,|1H), 6.
(d_,dlmtafo-zé{ 78 (s 3H), 3. g§1((m$1§_‘;')2741£§5)<m TRy 2258 -
(dly %ﬁ% AMnok: 5t 119, 2090 (m, 2H8€242n2$HXm, PHES.19
2.94 hoxyt 3, 4- 1H 2 2.35 (m 1 2.21
m 1H),
(sl, Elﬁwro 1g4-hydro- DH chr on 5@-) yI ] t hi ophene- 2-
sulif onami de 15 N-[(3R)-3-| 441 8.99 (s, 1H), 7.83 (d,
1H)|PenFOdIgRINeH= 53 1 " (i et hyl ani no) - 5- 3H), 7. 4e(3 i
7. 4Qfomemadd) . 7. 09 (d, 1H),
13 3-(2- 489 9.29 (s, 1H), 7.63 (d, 1H), 7.53 (t, 1H),
chlorophenoxy)-N- 7.40 - 7.28 (m, 3H), 7.21 (d, 1H), 7.11 (4,
[(3R)-3- 1H), 6.99 (s, 1H), 6.94 (d, 1H), 6.45 (4,
(dimethylamino)-5- 1H), 3.87 (d, 1H), 3.76 (s, 3H), 3.37 -
methoxy-3,4- 3.35 (m, 1H), 2.80 - 2.74 (m, 1H), 2.57 -
dihydro-2H- 2.50 (m, 1H), 2.36 - 2.31 (m, 1H), 2.17
chromen-8- (s, 6H).
yl]benzenesulfonami
de
14 4,5-dichloro-N- 437 7.36 (s, 1H), 7.01 (d, 1H), 6.53 (d, 1H),
[(BR)-3- 3.96 (d, 1H), 3.78 (s, 3H), 3.53 - 3.47 (m,
(dimethylamino)-5- 1H), 2.90 - 2.88 (m, 1H), 2.59 - 2.54 (m,
methoxy-3,4- 1H), 2.39 - 2.35 (m, 1H), 2.21 (s, 6H)
dihydro-2H-
chromen-8-
yl]thiophene-2-
sulfonamide
15 N-[(3R)-3- 441 8.99 (s, 1H), 7.83 (d, 1H), 7.58 - 7.53 (m,
(dimethylamino)-5- 3H), 7.46 - 7.40 (m, 3H), 7.09 (d, 1H),
methoxy-3,4- 6.53 (d, 1H), 4.08 (d, 1H), 3.77 (s, 3H),
L




nmet hoxy- 3, 4- 6.53 (d,
WO 2006/ 126939 PCT/ SE2006
W@ go6areo39 3. 51 (t, 2H), 3.
chronen-8-yl]-2-(1- 1H)
2.49 (m naphthyl)ethane
111), 2.09 (s, 6H). nam
9.60 (s, 1H),
(diynet hyl am no) - 5,

QVI)“O‘ 2Bret hoxy{3, 4- 7

29 (AL hydr o- 2H
i)

f onmen- 8-

waphihyleH)anesujfio] napht ha

1H). sul fonam de

C 1H),

7. 86

, 3

1H),

8.76 (d, 1H),

o6 245 St 8 o7 T

7.79 (d, 3H,

4.08 (d, 1H), 3.77 (s, 3H),
/000593 53 di hydro-2H 3.69

37 - 3.31 (m PCT/SE2006/000593
2.72 - 2.66 (m 1H), 2.58 -
§lgl|f0 1H), 2.45 - 2.37 (m
€ 16 4-chloro-N[(3R)- 3-
8.34 (d, 1H),

447

HH$ 23ﬁ2 236%&1 (lH) 2158) 229@@

s - 33%111(% @239 (368}
17 4' -cyano-N-[(3R)-3- 464
7.65 (t, 1H),

16

A a54447. 55 (
H%hg% Nf[(?ﬁg 3 44774_ .
ydro- 2H
Ir oren- 8
2.40 -
onam de
| 7.90 (
), 7.79

(d, 1H

oW JORNN®

.16 (t,

nt Inl\ll AW =

(frlflnnrn

'B6 (d, 1H). 6.44 (d ,
a6 750 G, 240 7772 288,

3.68 (M

g,Gol(t;D 1H)! 8476 (AA1HR B34 (d, 1Y),

’7ydd %111511) 3 & (Zig hﬁ?‘% 711’it})§D 313) 51
? 8 3\BI (:BRHB2. 723262 67, I,
e (U el o,
S G b 9.
1H), 2.57 - 2.49 (m 1H),

17

DAY

19

T oeme R

oyl 71,5
Indthoxyt¥; 6.47 (d, 1
Aitlyaro2f - 390
chromen-8—y1]-1,1'—
biphenyl-2-

3. 86

sulfonamide

1H)
H©,

G5 GRIES " WS BET O I

7 55 (tdm)etﬂml (anmpy @(d?lﬁ)z
1o a4 i LS RSt s
{9 (<L, 233983 88 (m, 1H), 2.79 -
274 (m, 1H), 2.57 - 2.49 (m, 1H), 2.40 -
234 (m, 1ED), 2.17 (s, 6H).

18

N-[(3R)-3- 431
(dimethylamino)-5-
methoxy-3,4-
dihydro-2H-
chromen-8-yl]-3-
(trifluoromethyl)ben

zenesulfonamide

9.57 (s, 1H), 8.01 (d, 1H), 7.90 (s, 1H),
7.88 - 7.85 (m, 1H), 7.79 - 7.75 (m, 1H),
7.03 (d, 1H), 6.51 (d, 1H), 3.75 (s, 3H),
3.73 - 3.68 (m, 1H), 3.37 - 3.32 (m, 1H),
3.16 (t, 1H), 2.57 - 2.49 (m, 1H), 2.31 -
2.24 (m, 1H), 2.13 (s, 6H).

19

N-[(3R)-3- 446
(dimethylamino)-5-
methoxy-3,4-
dihydro-2H-
chromen-8-yl}-5-

pyridin-2-

8.55 (s, 1H), 7.89 (t, 1H), 7.77 (s, 1H),
7.37 (t, 1H), 7.34 (s, 1H), 7'02,(d’ 1H),
6.51 (d, 1H), 6.42 (d, 1H), 6.27 (d, 1H),
4.29 (d, 1H), 3.91 - 3.86 (m, 1H), 3.76 (s,
3H), 3.74 - 3.69 (m, 1H), 2.58 - 2.50 (m,
1H), 2.36 - 2.28 (m, 1H), 2.05 (s, 6H).




chromen-8-yl]-5- 3H, 3.74 - 3.69 (m 1H), 2.58 - 2.50
(m pyridin-2- 1H), 2.36 - 2.28 (m 1H), -2.05 (s,

WG R{)0s/1¥@32006/ 126939 PCT/ SE2006/ 000593 54 PCT/SE2006/000593
yl t hi ophene-2- sulfonamde 20 N-[3-({ [(3R)-3- 420
10.19 (s, 1H), 9.18 (s, 1Hyy 7.92 (s, 1H),
(di met hylam no)-5- 7.76 (d, 1H), 7.42 (t, 1H), 7.26
(d, 1H) nmet hoxy-3,4- 6.94 (d, 1H), 6.46 (d, 1H),

3.84 h1 di hydro-2 3.74 (s, 3H), 3.36 - 3.30
(m ylf OP - chronmen-8{ 2.64 (m 1H), 2.59 - 2.51
m sﬂlh‘ﬁnanﬁd§5 - yl{lami no}sul fonyl)p 2.28 (m 1H), 2.04

6H). henyl] agetam de|{21 1-acetyl-5-brom-N 524
D (s, 1H), 8.53 (s, 1H}, 7.68 (s, 1H), [(3R)-3-
o (d, 1H), 642(d,1,414-408(m

T m

"o o

g .

(L)

RS o 8 5 - [5G WD, b Gl 79246 15T
(c%ﬁ%thylﬁhmssiBO-ZH 2.7 76€d @ﬁz (T %H)H)z% 2%2(d 1B), 46

, chromen-{8- 2.42}-
%4 (s H:Di),sﬁ,ﬁlﬁ @qéfﬂi)d’e84 de 1H),

me@homié— yl 1li ndol i n
i M (3.' ot hyl ait b 3093 130 b e

cBitdmen3X- 74 - 3.|71 (m 2t GeXMH)3249 - D1 (n3.126), 2.35 -

E';BBQ;

o -
[(eX9)

AN WO ND WO DN W wf}\ojwf\/\
- 1

o1 (m 1H), 2.80 - 2.74|( di_hydro-2H 1H), 2.58 -
. 5@1]elmn01‘gﬂ}1f0112/1):e’a - 2.28 ?é% (m.cHbo%OR-(8 6HDH) 2.16
g o o 78 N[0S 4
di freichyl-arbromp-18-554 98 ( B.00LH) 1HR.8458 H1HL )68 (3, Hil)
A e 2 it T st 1%
m (éiﬁQethylarrﬁno)-S— 2H), 4.01 - 3.97 (m, 1H), 3.72 (s, 3H),
methoxy-3,4- 3.38 - 3.31 (i, 1H), 3.20 - 3.15 (m, 2H),
dihydro-2H- 2.70 - 2.64 (m, 1H), 2.52 - 2.46 (m, 1H),
chromen-8- 2.42 -2.35 (m, 1H), 2.19 (s, 3H), 2.14 (s,
yl]indoline-6- 6H)
sulfonamide
4-cyano-N-[(3R)-3- (388 8.02 (d, 2H), 7.75 (d, 2H), 6.99 (d, 1H),
(dimethylamino)-5- 6.49 (d, 1H), 3.75 (s, 3H), 3.74 - 3.71 (m,
methoxy-3,4- 1H), 3.26 - 3.21 (m, 1H), 2.80 - 2.74 (m,
dihydro-2H- 1H), 2.58 - 2.50 (m, 1H), 2.35 - 2.28 (m,
chromen-8- 1H), 2.16 (s, 6H).
yljbenzenesulfonami
de
N-[(3R)-3- 405 0.10 (s, 1H), 7.51 (d, 2H), 7.32 (d, 2H),
(dimethylamino)-5- 6.98 (d, 1H), 6.47 (d, 1H), 3.84 - 3.79 (m,
methoxy-3,4- 1H), 3.74 (s, 3H), 3.24 - 3.16 (m, 1H),
dihydro-2H- 2.75 - 2.67 (m, 1H), 2.57 - 2.48 (m, 1H),
chromen-8-yl]-4- 2.32 - 2.26 (m, 1H), 2.16 (s, 6H), 1.62 -
propylbenzenesulfon 1.55 (m, 2H), 1.17 (t, 3H).




chronen-8-yl]-4- 2.32 - 2.26 (m 1H), 2.16 (s, 6H),
1.62 - propyl benzenesulfon 1.55 (m 2H), 1.17 (t, 3H).

wOBD0BABEA26939 PCT/ SE2006/ 000593 55 am de 2HCT/SE2006/000593

N[(3R)-3- 413 9.30 (s, 1H), 8.17 (s, 1H), 8.08 - 8.05
(m  (dimethyl am no)-5- 2H)5s 8.02 (d, 1H), 7.72 (d,
1H), 7.68 (t, methoxy-3,4-"1H), 7.63 (t, 1H), 7.00
(d, 1H), 6.46 (d, dihydro-2H 1H), 3.72 (s, 3H), 3.58
(d, aln’%')i 3.05 (t, j chronen-8- 1H), 2.71 - 2.65 (m
1H), Y8g - 2.50 (m yl]naphthal ene-2-. 1H), 2.19
(dd| 1H), 1.98 (s,|6H). 9gulfonam de Exanple 25 to 167
Thefol | ow ng conplounds wgre synt hesized in an

anal ogous nethod tjo Exanplie 5 (i) Exanple M5 (M+H) +
Namg 25 377 N-[(3 - 3- (di met hyl am no) - 5- net hoxy-

n A P [ P I PN SN SR

24 I e o T I T8, 8.17 (s, 1), 8.08 - 8.05 (m,

4- br(@ﬁ%tﬁ&ﬂn{aﬁ;% 53-|(di m‘a‘t hytﬁjﬂsf@)(ﬁm) 7.72 (4, 1H), 7.68 (¢,
met hoxy- 3, 4- di hydrlo- 2H chrjonen- 8-
yl ] yaet ereddt f onanj de 27 4811) 7.63 (t, 1H), 7.00 (d, 1H), 6.46 (d,

3- b loro-N-[ (3R

(di 0q}lt;gﬁyi?ar%nﬁno) 5- et hoxy-%H)zl?’dnh(ya?’.}Q 3.58 (d, 1H), 3.05 (1,

2H ghranang 8-yl ] t hi ophene-Qﬂ) suﬂlfﬂzmxﬂel}iiﬁz%mzso (m,
4-tert - bU}ly N-[ (3R) - 3- (di|ne I%

et derg-Rydrio- 2H chr%a@(dd 1H), 1.98 (s, 6H).

yl] gﬁgﬁﬂﬁﬁéﬂ fonami de 29 393
N[ (3R) - 3- (di net hyll ami no) -{5- et hoxy-

3, 4- di hydr o- 2H- chronen- 8-yl ] - 4-
Exa,ﬁ%aggggglzggggggf onani de” WO 2006/ 126939

The following compounds were synthesized in an analogous method to Example 5 (i)
ExampleMS (M+H)" |Name

25 377 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-

methylbenzenesulfonamide

26 441 4-bromo-N-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide

27 481 3-bromo-5-chloro-N-[(3R)-3-

(dimethylamino)-5-methoxy-3,4-dihydro-
2H-chromen-8-yl]thiophene-2-

sulfonamide

28 419 4-tert-butyl-N-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide

29 393 N-[(3R)-3-(dimethylamino)-5-methoxy-

3,4-dihydro-2H-chromen-8-yl]-4-

methoxybenzenesulfonamide




30

56 30 397 2-chloro-N[(3R)-3-(dinethylam no) 5-
nmet hoxy- 3, 4- di hydr o- 2H chr onen- 8-
wQ bjobapwenesul f onam de 31 420 N-[4-({

[ (3R) - 3-(di net hyl am no) - 5-

met hoxy- 3, 4- di hydr o- 2H-chr ggre

sul fonyl ) phenyl] acetam de 32 441
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atro-2H-chromen-8-
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mﬁhdww &Mdﬂq)drﬁﬁhthtromyn 8-
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hrorren 8- yl]lnaphth al ene
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34

W
n

-

H#i¥lonami de

N-[(3R)-3- (dlmethylammo) 5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-

(trifluoromethyl)benzenesulfonamide

35

391

N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-

ethylbenzenesulfonamide

36

408

N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-2-

nitrobenzenesulfonamide

37

465

2-chloro-N-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-yl]-

S-(trifluoromethyl)benzenesulfonamide

38

422

N-[(3R)-3-(dimethylamino)-5-methoxy-

3,4-dihydro-2H-chromen-8-yl]-4-methyl-

3-nitrobenzenesulfonamide

39

413

ylInaphthalene-1-sulfonamide

N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-

PCT/SE2006/000593
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4-chl oro-N-[ (3R) - 3- (di met hyl am no) - 5-
WOoreiokoxe938, 4- di hydr o- 2H- chr onen- 8-yl | - PCT/SE2006/000593
3-ni trobenzenesul f onam de 41 397
4-chl oro- N-[ (3R) - 3- (di et hg4 am no) - 5-
nmet hoxy- 3, 4- di hydr o- 2H chr onen- 8-
yl ] benzenesul f onan de 42 431

o ARt bl ) .
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PHR 3 ( dit e e YR - Bty Binb S
- di hydr o- ZhkthbxwEdiBydtb RN EIgphRAS- 2- sul f onami de
408 N-[ (35?) - 3- (‘di met hyl ami no) - 5- met hoxy-
- di hydr o- PHi"eRtaREAcgapide. 4-

DN = =+ p— 5 N
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_|_
= o | N
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444 hydr o- ‘Nf[??{ W3-§cig{eﬂ1}§ahﬁno)-5-
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( 3R) - 3- ( dimehby-3ddiloydré-2kecHronoga-8-

- di hydro- 26 chr onen- 8-yl ] -2, 5- .

ret hoxyben :?’ﬁ?&ﬁ&faBﬁ%‘?ﬁ%%']qéhg%}thlaml‘

- di br ono- I¢-[1&Ramddé di met hyl ani no) -
thoxy-3 4-di hydro-2H chronen- 8-
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44

369 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]thiophene-

2-sulfonamide

45

408 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-

nitrobenzenesulfonamide

46

447 3,5-dichloro-N-[(3R)-3~(dimethylamino)-
5-methoxy-3,4-dihydro-2H-chromen-8-
yl]-2-hydroxybenzenesulfonamide

47

408 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-y1]-3-

nitrobenzenesulfonamide

48
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henyl et haisos-dihfyorailddrdmén-8G938-1,1'-
(3R) - 3- (di et hyl am no) - 5- net hoxy-

- di hydr o- PiPheRYbrrsigiapyge _ 1.

Ur an- 2he WizhanRaig 08 2 A0 -
fPoro- N - LAY 3 Lol Ry g methoxy
hoxy- 3, 4- ¢fi,4vdidydro2PH ehramens-gi]-1,1'-
benzene-1{3-di sul fonam de 127 433
(3R) - 3-( d'%eﬂ%‘%\‘ﬁ?lﬁ?ﬂanﬁ&ﬁet hoxy-

374 hydr o- A Qe ifo)-5- -
tyl benzenes u??gg)gﬁﬂg§¥% 3 1?102’:?55 methoxy
(3R) - 3- ( diPretinytionahcdnemes ybbdspyridin-
-di hydro- B e omENiBnhlaeS (2

124 467 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-y1]-2,2-

le—
— o~
—o. bW

120

F2XZ

£
s Do

4

H— 5 N+ O S DD DN

121

122

123

wZTWZIpgwzow

diphenylethanesulfonamide
125 403 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-1-

benzofuran-2-sulfonamide

126 476 4-chloro-N'-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-

vl]benzene-1,3-disulfonamide

127 433 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-

pentylbenzenesulfonamide

128 485 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-y1]-3-(2-

methoxyphenoxy)benzenesulfonamide




met hoxyphenoxy) benzenesul f onam de WO 2006/ 126939
PCT/ SE2006/ 000593 66 129 469
WORG63EP3IB- ( di met hyl am no) - 5- met hoxy- 3 PCT/SE2006/000593
, 4-.di hydr o-2H chronen-8 -yl] -4'-
met hoxy- 1, 1' - bi phenyl - 3- sulggonam de 130 327
N-[ (3R) - 3- (di net hyl am no) - 5- et hoxy-

3, 4-di hydr o- 2H chronen- 8- yl ] cycl opr opanesul f onam de
129 {3895 (ol it e R Saefsn ) -1
di hydr o- 2H- chs,arBldBo- 2mdm@hbmeﬁputonam de 132 431
N-[(3R) - 3- (dijnet hy Iamno%1 5- met hoxy-
3, 4t di hydr o- JRCRK bR 91Py]1~34sulfqna@mdmaprt hal ene- |
-SU narm de
NS R e Saer
: [ ro- e -
di f uorgbenzénesul fonam de 134 411
N- [[(3R) - 3- ( di[PRPEARR LIS HRIdAOXY - ‘
BT Rey benz el P oNE G ST
2”4 3R?’] 3 (di Ij E(&R}%&'J(difﬂeﬂgﬁaﬂlﬁinm}ghﬂe[tgexy-3,4-
, 4 di ro- chr - 8- - 5- -
(et hyl %/hi 0) pﬂﬁ“?‘%’éﬁn}ﬁ 9{]’18hi ophene-2- sul f onam de
136| 531 1-] 3'§l§lhé’ch£he§ulfc§rfahﬁ&ié10r omet hyl ) pyri di n- 2-
yI1ENT(3R)-3-(di net hyl am no) - 5-
132 net Héky- 3, 4- dNﬁy?d%)&ehmmwmne)esme}tho@-

H pyrrol e- 2- 37 49
2, 6( di chl or o-%ﬁlﬂqﬁ%o gﬁ("i“lr%?rhgﬂé]fﬁl‘no) -
5- net hoxy- 3, 4fetirby:gh i e  RudoR A Rle
133 399 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl}-3,5-

difluorobenzenesulfonamide

134 411 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-3-fluoro-4-
methoxybenzenesulfonamide

135 493 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-y1]-5-[2-
(methylthio)pyrimidin-4-yl]thiophene-2-

sulfonamide

136 531 1-[3-chloro-5-(trifluoromethyl)pyridin-2-
y1}-N-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-yl]-

1H-pyrrole-2-sulfonamide

137 499 2,6-dichloro-N-[(3R)-3-(dimethylamino)-
S-methoxy-3,4-dihydro-2H-chromen-8-
yl]-4-

(trifluoromethyl)benzenesulfonamide




yl']1-4 (trifluoronethyl)benzenesul fonam de WO
2006/ 126939 PCT/ SE2006/ 000593 67 138 517

WONR00638938- (di met hyl am no) - 5- net hoxy- PCT/SE2006/000593

138

3, 4-di hydr o- 2Hchronen-8-yl ]-5-[ 1-

met hyl - 3-(trifluoromethyl) - ;}H—pyrazol 5- yl] thi
ophene-2-sulf on am de 139 504

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy-

- di hydr o- 2 -8-yl]-.5-]5-

ST Lo ome I SE Rk Rimsshiare-

ul f onam dﬁ% A4t S-2H-chromen-8-yl]-5-[1-
3R) - 3-(di L;Sth yl am no) - 5- net hoxy-

- di hydr o- thbr}—af(mﬂl@rqmqthﬂ)ﬂfhl@yr@zcﬂ =5-
fl uor onmet nze e Ifon m de 141 449
3R) - 3- (di }m’@s 851 ?ehoxy-

1 ~— -

~— -

139

g4 hydr o- 4 B Bty amifto -5 Bt oS~
tSfI uor onetlh HQ benzeneshélllforgm de 14%,4

3R) - 3- ( di[hétdilyydaerihloghremen:Bridky-[5- i
60 SRR Rt Lo oene

3R) - 3- ( di|{pwilfigladiidano) - 5- met hoxy-
di h\/dr o-2H-¢chr

~— -

140

open-8-yll-5-isoxazol-——
HE9i ophendNaAGR)-3-6Hmsthiylaming)-xpgethoxy-
3R) - 3- (dijgmgt
o e Ay B Y o2

F ophenyl ) d(eﬁﬂamemﬂfy@hmd@sunfaﬁamm

2_ (A

"— i

141

50 by r o A GRSy TP BOT A B
f1 uor oretiy M'&Qﬁﬁ&%?ﬁ&%ﬁleﬁ%@lﬂﬁ fhfHPo-435
3R) - 3- (di[nmet hyl ani no) - 5- net Hoxy-

- di hydr o- (}thﬂmmmthys)bgznz]en@ulfenhyide

_@Z:_(;O'?D (JOZU'I(A)Z:'_OJZAOOZAOOZI\)AOO

J;.);

142

417 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-2,4,6-

trifluorobenzenesulfonamide

143

436 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-5-isoxazol-
5-ylthiophene-2-sulfonamide

144

422 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl}-1-(3-

nitrophenyl)methanesulfonamide

145

449 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-2-fluoro-5-

(trifluoromethyl)benzenesulfonamide

146

435 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-5-methyl-

2,1,3-benzothiadiazole-4-sulfonamide

147

451 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-5-fluoro-3-




2,1, 3-benzot hi adi azol e- 4- sul fonam de 147 451
N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy-
W@ 2ebed2deydr o- 2H chromen- 8-yl ] -5-fluoro-3 WD PCT/SE2006/000593
2006/ 126939 PCT/ SE2006/ 000593 68 net hyl - |
- benzot hi ophene- 2- sul f onamgte 148 461

2,3-dichloro-N[(3R)-3-(di net hyl am no) -
5- met hoxy- 3, 4- di hydr o- 2H chr onen- 8-

yl]
1-(
(di

L 4- met hoxy

met hyl am n

- chl or ophe

BERsEASR et IRride

0) - 5- net hoxy- 3, 4-di hydr 0-

148 21T

OTEN- 3~
i chl oro-
bt hoxy- 3, 4
benzenesul
nl oro-N-[ (

e R

S-ahidlyskiyes, mdilthr@ﬂﬂnelﬁemen 8-

f.onam de h 1 403

Wiy 3el0ar TRePRGCEHongy g

149

3

XV-3,4-
hi ophene-
Nl oro-N-[ (
noxy- 3, 4-d
bt hyl benzg

R$3-

PR N3

GRnethyladiin®k Srydethmixyed, 4-ﬁihydro—

S e b s

150

chloro-
oxy- 3, 4-d
benzenesul
di chl or o-
Bthoxy-3,4

%LdléﬁérojN {(_@31(5‘33 (ﬁihﬁfﬂyﬁgﬁmo)—

hydr o- 2H chr onen- 8
5@mmImWe3 45%%13@_ 2H-chromen-8-

N&‘%ﬁ%%'%eau thyI am no) -

%nen 8-

151

Sh<low W o

o3 oo N3 o
—

bpnzenesul

B-chl oro-2

ret hyl am nol
chr omen- 8-
ond- N-[ (3

5 QAR @E[(@ﬁ?—ﬁ(@ﬂnethylammo) 5-
- cyanophenoxy) - [ 3R) -

ﬁgﬁxﬁ&%m E)_ d ]286- 447
SAEROsSHlbonRL e

am no) - 5-

ay- 3, 4-

D RUREN [H3RIB3 Q@B RetBylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-yl}-

6-methylbenzenesulfonamide

153

431

3,4-dichloro-N-[(3R)-3-(dimethylamino)-
S-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide

154

431

3,5-dichloro-N-[(3R)-3-(dimethylamino)-
5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide

155

514

4-(3-chloro-2-cyanophenoxy)-N-[(3R)-3-
(dimethylamino)-5-methoxy-3,4-dihydro-

2H-chromen-8-yl]benzenesulfonamide

156

447

5-bromo-N-[(3R)-3-(dimethylamino)-5-
methoxy-3,4-dihydro-2H-chromen-8-
yllthiophene-2-sulfonamide

157

405

N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-4-




W@ 20b6d2de99dr o- 2H chr onen- 8-yl |
PCT/ SE2006/ 000593 69 i sopropyl benzenesul f onami de

yl ]t hi ophene- 2-sul f onam de 157 405
N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy-

-4 WD 2006/ 12

481 4-br ono-5-chl oro-N-[ (3R9 3-
(di met hyl am no) - 5- net hoxy- 3, 4- di hydr o-

693BCT/SE2006/000593
158

2H chronen- 8-yl ] t hi ophene 2- sul fonam de 159 427
5-chloro-N-[ (3 fb@h LM RTIRR) - 5-
met hoxy- 3, 4- di ﬁ%/rg?g r%rom&*n 8-yl]-
2- m¢t hoxybenzenesul fonam de 160 381
N &R - 3- (Of ey am b NOXY-
158 3 4 hydr o- 2 SnrORen By g
f I uor obenzeneélimtthytamide)- i@ﬂetkﬂ@@r—%ﬂ{dﬂaydﬁor 0-4- ({
[ (3R) - 3- (di nethyl am no
5- mgt hoxy- 3, 4§ﬁ FARIPER- #IHWPB?@W B yI] anjno }
sul fonyl ) phenylifaegi@m de 162 445
2,44dichloro-IN[(3R)- 3 (di nethyl am no) -
159 5- met2ioxy- 3, 45{¢htwd-ﬁ‘b{(2R-)<3I°(|dunahylarmno) -5-
yl ]145- net hyl henzen 63 43
N-[ (3R) - 3- ( di|ffE ﬁm’f §n4‘ Iq.g)y%go 2@[‘%‘6‘3&9“ §y11-
3, 4di hydr o- 2bhedy &(%Bni’en}éédlfo%aﬂi‘dé
1,213, 4-tetrahydroqui noline-6-sulfonam de 164 445
160 2, 4{38lchl or o- N-E(@RR?-(M@hﬁemhﬁ)éﬁhﬁbpx}’-
5- met hoxy- 3, 45 di hydr o- hr o - 8-
yl 1{6- et hyl AR DR AR I
N-[ (3R) - 3- (di frebfyt@ehs@)fohafiRlehoXy -
3, 4-dihydro-2H chronen- 8-yl ] -’%,A- .
161 di f [4¥r obenz ePNeueteioat dERIEH(dmpthylamino)-
N-{(3R) - 3- (di lgg OXLAS 1% BB R Y men-5-
yl]lamino }sulfonyl)phenyl]acetamide
162 445 2,4-dichloro-N-[(3R)-3-(dimethylamino)-
5-methoxy-3,4-dihydro-2H-chromen-8-
y1]-5-methylbenzenesulfonamide
163 432 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-2-oxo-
1,2,3,4-tetrahydroquinoline-6-sulfonamide
164 445 2,4-dichloro-N-[(3R)-3-(dimethylamino)-
5-methoxy-3,4-dihydro-2H-chromen-8-
yl}-6-methylbenzenesulfonamide
165 399 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-3,4-
difluorobenzenesulfonamide
166 377 N-[(3R)-3-(dimethylamino)-5-methoxy-
3,4-dihydro-2H-chromen-8-yl]-2-
methylbenzenesulfonamide
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20

3, 4-di hydr o- 2H chr onmen- 8-yl ] - 2-
nmet hyl benzenesul f onam de WO 2006/ 126939

wEAbSER06/ 000593 70 167 489 PCT/SE2006/000593
=N [-(3R) - 3- (di et hyl am no) - 5- net hoxy-
3, 4-di hydr o- 2H chr onen- 8- yl7]0 4- i odobenzenesul f onam de
Exanple 168 (i)
3-Chl oro- N-[ (3R) - 5- met hoxy- 3pyrrolidin-1-yl -3, 4-di hydr

chroznezz- 8-yl 5-4- nzet hyl benzenesul fonam de CH3
b B

O- Cl [NeIBRY3-(gimethylaming=5-methoxy-
?:43%@%{;{»% BirBdslhyonan- 8-pri ne (50

or o- 4- hyl benzensul f onyl

was added.
The m xture was stirred at ambient terrperature over

Exarg Rhlgg The solvent was evaporated and the residue was
ssolved in nethylene chloride. io The organic phase
(i) 3-Watreds SR )\ rbrheat- SHpatrelidiaciuglet$-dlgdirendHhsfavoges-yl ] -4-
car bonat dried (Na2SH4), filtered and the sol vent
meth@gnzg@g&@"pigf@z ¢ The residue was purified by
chro ogrmaphy on silica using a gradient of
GiC OH/ NH3 reaching from 0-10% of net hanol
C anmmonia (3% to give a solid (40 ng, 519%.
Hl’—|“é\l|\/R(4OOI\/Hz CDC13) 8 ppm 7.70 (1 H, d) 7.44 (1
« 30(1Hd)722(1Hd)654(1,s)6.39
Hd)410- .16 (1 H m 3.80 (s, 3 H 3.39 -
m 2.84 - 2.91 (1 H m 2.56 - 2.69 (4 H,
239 H s) 2.28 - 2.36 (2 H m 1.77 - 1.83 (4
HCH n) ESI-M5 mlz MtH 437, 439.

[ (3R) - 8-Bronzo- 5- net hoxy- 3, 4-di hydr o- 2H- chr onen-
(3R)3S qtlpg;qyr%pygph@n Igylckmemagt8-anine (50 mg, 0.20 mmol) and 3-chloro-4-

methylbenzensulfonyl chloride (40 mg, 0.18 mmol) were dissolved in dichloromethane (3

ml) and DIPEA (0.5 ml) was added. The mixture was stirred at ambient temperature over
night. The solvent was evaporated and the residue was dissolved in methylene chloride.
The organic phase was washed with saturated aqueous sodium hydrogen carbonate, dried
(NaySOy), filtered and the solvent was evaporated. The residue was purified by
chromatography on silica using a gradient of CHCl3/MeOH/NHj3 reaching from 0-10% of
methanol containing ammonia (3%) to give a solid (40 mg, 51%). "H NMR (400 MHz,
CDCl3) 6 ppm 7.70 (1 H, d) 7.44 (1 H, dd) 7.30 (1 H, d) 7.22 (1 H, d) 6.54 (1 H, s) 6.39 (1
H, d)4.10-4.16 (1 H, m) 3.80 (s, 3 H) 3.39 - 3.45 (1 H, m) 2.84 - 2.91 (1 H, m) 2.56 -

269 (4H,m)2.39 (3H,s)228-2.36 (2H, m) 1.77 - 1.83 (4 H, m); ESI-MS m/z M+H
437, 439.

(ii) 1-[(3R)-8-Bromo-5-methoxy-3,4-dihydro-2H-chromen-3-yl]pyrrolidine

Br Chiral
O

_O
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No 20 WD 2006/126939 PCT/ SE2006/ 000593 71

(3R) - 8- Br onp- 5- net hoxychroman-3-amne (6.0 g, 20
wWonRwb)126939 4- di br onobut ane (4.9 nm, 41 mmol) aPdI/BEFBEN00593
~(10 M) were dissolved in DMF (50 m). The m xture was

heated at 60C for 10 hours7.1 Aqueous sodi um hydr ogen

carbonate was added and the 'm xture was extracted

with Et OAc. The organi c phase was washed wi th aqueous

(3R TR S U PR RDRE O 9 40 gy LARHBOmeDEge (0 ml.
41 mely S0 ISR HA (1 mY)avere dl8slvdPintIeFa8o 89y SThehaikirs! it heated at

basi ¢ pH was reached. The aqueous phase was extracted
60°Grior h0 Eo@acAqURoYs sedjamihydysiges eankeratel mas dddadmdds) mixture was

e e LR ol G U
carb&tateClied 3f 3 BHkBwheaahicrd Wittty oSt ®icidet RBNAGueous sodium

contai ning ammonia (3% to give 10 a solid (4.0 % 65
hydrogide € Mym agaddeghiq tha aqueguyphase pptjl basic pH was reached. he aqueous

phas S8 S T PACTRG o oA VRN QJgOsp lered and the

solveht p¢apbByat@l. Biho mesiducrneisexified bg-cidnydograghy ahsiboeusi®e:  pladient

of Cﬁ&ﬁl}%}a@%@ﬂﬁp %%ipﬁlg%;flfﬂélllh é— 15%})%6th%1}591 fomil}g’ ammonia (3%) to give
a solfl @(0%, $s5Pae milvBos eI paBemils) et her (0.11 g, 0.12
nmol )~ and sodiumt-butoxide (1.3 g, 13 mmol) were

m xed in toluene (20 m) wunder argon atnosphere and

1.XT ur e . wa eated at 1Q0C for..2.hours and then
(i) RS e R Pt O o b e B i
hydgogen carbongf g was added and the m xture was
ct ed with Et OAc. The organi c phase was washed

¥ sat ur at ed aqueous sodi um 20 hydrogen car bonat e
dri‘ed (Na2SO4), filtered and the sol vent was
ap¥rated. The residue was purified by
raphy on silica using a gradient of
NH3 reaching from 0-10% of net hanol

nia (3% to give an oil (1.4 g, 84 9%.

\ : H 413, 415. 25 (iv)
(SRY- 5- Met hoay- 3- pyrrolidin-1-yl chroman- 8- am ne WO

1-[ R XA AR 3 It =52 MY Q9P Grorhén-3-ylIpyrrolidine (1.3 g, 4.2 mmol),

1,1-diphenylmethanimine (0.76 g, 4.2 mmol), bis(2-diphenylphosphinophenyl)ether (0.11

g, 0.12 mmol) and sodium z-butoxide (1.3 g, 13 mmol) were mixed in toluene (20 ml)
under argon atmosphere and the mixture was heated at 100°C for 2 hours and then left at
RT over night. Saturated aqueous sodium hydrogen carbonate was added and the mixture
was extracted with EtOAc. The organic phase was washed with saturated aqueous sodium
hydrogen carbonate (x3), dried (Na,SOy), filtered and the solvent was evaporated. The
residue was purified by chromatography on silica using a gradient of CHCls/MeOH/NH3
reaching from 0-10% of methanol containing ammonia (3%) to give an oil (1.4 g, 84 %).
API-MS m/z, M+H 413, 415.

(iv) (3R)-5-Methoxy-3-pyrrolidin-1-ylchroman-8-amine



NH2 Chiral ONo O
3R) - N- (D phenyl net hyl ene) - 5- net hoxy-3-pyrrolidin-1-ylc
whe@aae9ds amine (1.4 g, 3.4 mmol) was di ssol vEAT/SER006AH0593
(20 m). Hydrochloric acid (1M 6 m) was added and
the mxture was stirred atczambi ent tenperature over
night. Water (10 m) and hydrochloric 5 acid (1M 3
m) was added and the aqueous phase was washed with
ptane and Et QAc. Aqueous sodi um hydroxi de (5M was
ed to the &Hl!'@éus phase until basic pH was
d. The aqueous phase was extracted with Et QAc
he organi c phase was dried (Na2SO4), filtered
,sSolvent was evaporated. The residue was
uri |edNo chr omat ography on silica using a gradi ent
@®f CHC13/ NH3 reaching from 0-10% of 10 net hanol
~“contai ning ammonia (3% to give a solid (0.6 g, 71 %.

N 400 , 13 . .
3R)-&%@a§mtw%@&%ﬁ-%wwlw bplchyomens 8 g (it gy B4
mmolY Rhs3disddlved)in FHF (jo%nj?., Hg&rocl%o)ic 2ci@91M, 8 18§ whad adiliedBhd the

2,49 - 2.79 (6 H m 1.79 - 1.89 (4 H m; ESI- M5 nfz
mixtieHy @4girred 5t &Exbiept t@m.pegtt@e Chérari ghtNWage3 R10 Bul hastdrigdyecBloric
s acia DY S PR didbarany i ARG P RERa Wi negpeng gna BroAc.
Aquéhie so@uﬂl@d&éﬁlﬂé(mwwidﬂiewm@raq@@m@ Phbkei Uil bikec pH was
met hod in exanple 168 (i) to ve a solid (40 20 ny,
reaclsgiof he aqyeRvRPlase O an e traaCRB@Ith %@0 ﬁa@ Phe preapic pitpsegvasidried

(Na2$6§4 filt 1)egI anﬁ)%hefo;%pngygﬁ?va&)ragg‘dzéhf ies ue dgasg)m;lgl é ng
chroﬁ))ato%ra@ﬁ on3iled véa Wl&ﬂﬁﬂ@imm &Q&lﬁﬂ froﬂﬁ) 10% of
m 00 - 3.06 H m 61 - .69&]1 32 -
10 methznglg:optpn}qng ﬁ})nng)nlq) %)20 :ggJe(a]_sq].]d (ﬁﬁ g,11%) H ({09 iz,
cpclys fonh 6 (T2 BT 31, o 423 -BXAAI8, 978 - 3.85 (1 H, m) 3.76 (3

H,s)3.47 (2H,br.s.)2.99-3.06 (1 H, m)2.49 -2.79 (6 H, m) 1.79 - 1.89 (4 H, m); ESI-
MS m/z M+H 249.

15 Example 169
5-Chloro-N-[(3R)-5-methoxy-3-pyrrolidin-1-yl-3,4-dikydro-2H-chromen-§-
ylnaphthalene-2-sulfonamide

Cl| Chiral

O\‘S

HN \\O
0]

HSC’O
The title compound was prepared using the method in example 168 (i) to give a solid (40

20  mg, 50%). "H NMR (400 MHz, CD;OD) & ppm 8.28 (1 H, d) 8.11 (1 H, d) 7.81 - 7.86 (2
H,m)7.73 (1 H, d)7.49 - 7.54 (1 H, m) 7.23 (L H, d) 6.48 (1 H, d) 3.76 (3 H, 5) 3.58 - 3.63
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5 (i)
(2S)-5-[[(3-Bronophenyl ) sul fonyl ] am no} - N, N-di net hyl -
WO 2008/12698%t r ahydr onapht hal en- 2- anmoni um acet aP€T/BE2006400593
— 0-\1 NA 10 Msolution of KOH (0.25 m, 2.5 nmol)
was added to a suspension the crude 3-
br ono- N- [ ( 3- bronophenyl ) sulfonyl ] -N-[ (6S) - 6- (di net hyl a
mno)-5,6,7, 8 10

trhyd htIn--]e I f
(LEL 0P DN PRS0 2 L E S22 8 e {0218 (L m)
1.64 -T2t @, WREI1aEs ez M+13A¢3 f475. t wo hours. The sol vent
was evaporated, aqueous saturated NaHCO3 sol uti on was
added and the m xture was extracted with Et OAc (x4).
T:Pe ﬁfgani c layers were conbined and evaporated. The
Example bt was purified by preparative HPLC afford the
(i) (23{15-[ [B3-BRSROISy WAk oall] @hine pNIS-danabyl H2,6 2 terrghydyangphthalen-
1H NWMR (400 MHz, CD3CD) 6 ppm 7.71 - 782(m 2 H,
2amn?076&mﬂc‘7fae@9 (m 1 H) 7.43 (t, 1 H), 6.99 - 7.13 (m
2 H, 6.76 - 6.86 (m 1 H), 3.10 - 3.30 (m 2 H), 2.83
£3.03(m 2 H, 2.75 (s, 6 H, 2.49 - 2.66 (m 1 H),
.13 - 2.26 (m 1 H), 1.87 - 1.97 (s, 3 H, 1.53 -
7 (m 1H. M5Snmz MH 409, 411, M 1407, 409. 20
P) N-[(6S)-6-Am no-5, 6, 7,
HN"8%t et r ahydr onapht hal en- 1- yl ] - 2- hydr oxy- 2- met hyl pr opana
nde, O A NH HO NH2 WD 2006/ 126939 PCT/ SE2006/ 000593
O t wo- neck round-bottom fl ask equi pped with a
cordénser was charged with N-[(6S)-6-
(di benlzyl am no) -5, 6, 7,
AlO® E&&ﬁ&hbﬂ(@@{a@@m Qrs rhrmd cf]wa"s dued ey spamidiysihopadas-

m de ammoni um f or mat e (3 8g, 60

bromm[()a-brm@phe(nszamyomaaszvé@&éé -(dirpgtbylpminm- %% f 1 ushed

tetrahryg?@?%hgl%n 138]{[?52 r\%glg r%m?&o@ glg% nder Vi g6 rO-OEEan 1 ml)

and t ﬂeﬁétidﬁ%ﬁ(\ﬁﬁé R 8 b ated BES0PE€F6E ivihdlirX ThHegoWast wasdlapetated,
own, the solid was filtered off on Celite and sol vent

aunMB$amm@bNaH€@3l$nhD@Dn meag added angd thesmitate Wasexiagiad tiditOAC
(x4). gg\g @Eﬁfgﬁzslﬁgc%‘sso'rev ed blgegf @'@%tvawgteﬁg ogré);ﬁ” %Qva]sgélunﬁed by
prepat SAMGEST GLESRINE 118 cahbOif Wikeottkiht@asOEIHAURY mg, 54%) .

'H NMR (400 MHz, CD;0D) § ppm 7.71 - 7.82 (m, 2 H), 7.61 - 7.69 (m, 1 H),743(t,1
H), 6.99 - 7.13 (m, 2 H), 6.76 - 6.86 (m, 1 H), 3.10 - 3.30 (m, 2 H), 2.83 - 3.03 (m, 2 H),
2.75 (s, 6 H), 2.49 - 2.66 (m, 1 H), 2.13 - 2.26 (m, 1 H), 1.87 - 1.97 (s,3H), 1.53 - 1.67 (m,
1 H). MS m/z M+H 409, 411, M-1 407, 409.

(ii) N-[(68)-6-Amino-5,6,7,8-tetrahydronaphthalen-1-yl]-2-hydroxy-2 -methylpropanamide
0]

NH
e
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that was directly used in the next step. M5 mz MH
249, MH 247. 10 (iii) N[(6S)-6-(Di nethylam no)-5, 6,

W@ 200842@8Y ahydr onapht hal en- 1-yl ] - 2- hydr oxy- 2- PCT/SE2006/000593
met hyl propanam de O HO NH N Sodi um cyanobor ohydri de
(0.53g, 8.5 mml) was addedisto .a solution of the
crude N-[(6S)- 15
6- am no- 5 6, 7, 8-t et rahydr onapht hal en- 1-yl ] - 2- hydr oxy- 2

o PUREIAER { ol ol G5 ARV

(dlbaﬁzﬂaimﬂ(ﬁ% 6511)8-m&}mﬁﬂaghmldnuhﬁ]aammmzmatmmmpmmﬁ&e

wo hours. The_ ice bath d and
<747m§a1:»t RO RS QN SRy 6D ﬁmaﬂls MeQ#l (%W)e‘ﬁ%s added,
t y
the A R A P RSB R e M T8 Fction
nnxtumsxzzmhea&dtae 60°C0endat tzigoEtu@éﬁrr(r»g@venthtn@hm&‘acmdﬂmd(mm was
cool g aqueous, phase whjch was _extracted wi th additj onal

(“9@25011(11"1‘?@ f&rege&mfé op ralesandsplycRbwes FieRomaifd Wepregduced
pressA¥eE Thbdesd d1$§81|v¥@ﬁ1t Eﬁﬁ’ﬁ& %yﬁg@é{ﬁ)%d WideM gﬁ’%‘ﬁ@d
pressure. THe reS| ue was purif y chromat ogr
NazGQB dhe so]aemlsmas@vapcgatadi beder rcﬁucelﬂ-lﬁde%wve @HAfifbIg th@mkhcvmgpound

rom 0-.10% t hanol nt 3% to
that ‘é{?sr ‘?F?fﬂt‘/r?ée‘f e ?‘:’3 u@%@%}@ ﬁ%@?@gﬁ 26“‘7(H NMVR (400
25 Mz, CD3®)8ppm745(d1 ,712(t1H),
6.98 (d, 1 2.94 - é; }—%
(iii) 1!([0%57)162@%@ 135)25)667/83@09 RAroREp h@lgn(lrml]—z-wroxz—.251
2.37 (s, 6 H, 2.13 - 2.27 (m 1 H,
meth?ilpéiagl“ 1 (m 1 H, 1.47 (s, 6 H. Ms mz MH 277,
M HD275. (iv)
- N6, N6- Di et hyl -5, 6, 7, 8-t et rahydr onapht hal ene- 1, 6-
um hydrochloride NH2 \ I / N 5 Concentrated
oric acid (1.2 m) was added to a sol ution of

0)-5,6,7, 8-tetrahydronapht hal en-1-yl]-2-h
y| propananm de (26 ng, 0.094 mmol) in
:0.8 mM). The reaction m xture was
refl uxed over%ght and the sol vents evaporated under
reduced pressur The solid was taken up in
Sodium cyanoborohydride (0.53g, 8.5 mmol) was added to a solution of the crude N-[(65)-

6-amino-5,6,7,8-tetrahydronaphthalen-1-yl]-2-hydroxy-2-methylpropanamide (0.42g, 1.7
mmol) and formaldehyde (33% in water, 1.1 ml, 14 mmol) in MeOH (5 ml) at 0°C. AcOH
(60 pL) was added and the reaction stirred at 0°C for two hours. The ice bath was removed
and the reaction mixture was stirred overnight. The solvent was evaporated under reduced
pressure, 1M aqueous solution of Na,CO3; was added and the aqueouse phase was extracted
with EtOAc (x4). Brine was added to the aqueous phase which was extracted with
additional EtOAc (x2). The organic phases were combined and dried over Na;SO, and the
solvent was removed under reduced pressure. 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 afford the title compound (370 mg, 78%). 'H NMR (400
MHz, CD30D) & ppm 7.45 (d, 1 H), 7.12 (t, 1 H), 6.98 (d, 1 H), 2.94 - 3.06 (m, 1 H), 2.71 -
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10 acetonitrile and stripped to afford the title
conpound that was used in the next step w thout
wo ewobhag3puri fication. (v) PCT/SE2006/000593
3- Brono- N-[ ( 3- bronmophenyl ) sul fonyl ] -N-[ (6S) - 6- (di net hy
| am no)-5, 6, 7, 8- 75
t et rahydr onapht hal en- 1-yl ] benzezzesul fonaznide Br 0
g- O\MIl O Br \NS\ O 15 3-Bronpbenzenesul f onyl

2.01 G PH) 51 0250 T2 1) 3P b 122.139958 () 1307 Y3RE"SH b, 1

H), 1(46% -0Ng).\WaS e @-Hy D73, M H 2851 et r ahydr onapht hal ene- 1, 6-
di anmoni um hydrochl oride (0.094 mmol) and

triethylamne (0.4 mml, 58 L) in acetonitrile/DW (1

) R AT PR B B S Al oo

NHpnder 20 reduced pressure to afford the crude

3-hbrono- N-[ ( 3- bronmophenyl )sul fonyl ]-N-[ (6S) - 6-
‘m hyl am no) -5, 6, 7, 8-t et rahydr onapht hal en- 1-yl ] benz
enesuhfonani de that was used di rectly in the next

step. \M5 mz MtH 629. WD 2006/ 126939 PCT/ SE2006/ 000593
76 Exanple 171 (i)
Conchhtf{tedhydrogilorioadd (L2 mi) was addeddp asolugion pf N-[(65)-6-

o NS b SPR S be c
(ﬁ@@iﬁﬂ‘mi&) A BOHAvheN(10dh1:0 l8l-tﬂB ’I\he[ feb&)ondmixture was refluxed

br ono- 6- (di_net hyl am no) - 5
overrggbté{n éhg,mlw%&maggqa un|del; 1S¢Fiﬂlced|@ressure The solid was taken up in

oo TS R ABARCFRULOEBIIA ol 80 B bl withon
furthérounHficatiom0C, cool ed down to room tenperature and

neutralized wwth concentrated hydrochl oride acid. A
1M NaHCO3 sol uti on was added and t he aqueous io0 phase

(v) 3MBImBNY! r[?gcb,%%gh&tyz )E&;@%?z ¥ FV6S) B RIAEBFX SB35 2 S- Wer e
conbi ned and the sol ven
tetrahydronaphthalen-1-yl]benzenesulfonamide

3-Bromobenzenesulfonyl chloride (0.2 mmol, 34 pL) was added to a suspension of crude
(6S)—N6 N® -dimethyl-5,6,7,8-tetrahydronaphthalene-1,6-diammonium hydrochloride (0.094
mmol) and triethylamine (0.4 mmol, 58 pL) in acetonitrile/DMF (1 ml:0.15 ml). The
mixture was stirred at ambient temperature overnight. The solvent was evaporated under
reduced pressure to afford the crude 3-bromo-N-[(3-bromophenyl)sulfonyl]-N-[(65)-6-
(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-yl]benzenesulfonamide that was used
directly in the next step.

MS m/z M+H 629.
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was evapor ated under reduced pressure. The product was
purified by preparative HPLC to afford the title

w@oimpoesd as a solid (51 ng, :25% . 1H NVR ( 400P@GFRE2006/000593
CD3CN) 8 ppm 7.66 (d, 2 H, 7.53 - 7.61 (m 1 H),
7.47 (t, 2 H, 7.28 (d, 1 He¢ 6.83 (d, 1 H, 2.78 -
2.95 (m 2 H, 2.38- 2.67 (m 3 H, 2.28 - 2.37 (m
1H, 2.26 (s, 6 H, 1.82 - 1.91 (m 1 H, 15 1.22 -

Exaﬂlpwﬁ 1 H. M5 mz MrH 409,411 MH 407, 409. (ii)

6S) - 4- Br onp- 6- (di et hyl am no)-5, 6, 7,

(i) Ns[( 4—ﬂrqrda<6r{dpmﬂmdmemov -5:6/7, 19=t@rmdmaphﬂzazen 1-

l]b%%né’ l?r;o am de 0 HONH N Br 1 20 A solution of

Y Ct , 57 L) in AcOH (5 m) was added dropwi se

a sol utlon of N [(6S)-6-(dinmethylamno)-5,6,7
et r ahydr onapht hal en- 1-yl ] - 2- hydr oxy- 2-
net hyl propananm de (300ng, 1.08 nmol) in AcOH (10 m).
//\‘ﬁlae reaction was stirred for two hours, additional
B a 0.1 mmol ) was added and the reaction stirred for
@O pre WO 2006/ 126939 PCT/ SE2006/ 000593 77 hours.
re~reagtion was quenched wi th sodi umthiosul fate and

the sol Yent was evaporated. Water was added and the

&ueous sol ution was extracted tw ce di chl oronet hane
A 10(M2aquequsesoluiog af KO hHsms) wa&idedatdoa mmordmf i cpatleaV-g(6.5)-4-

nd the I ev to afford the
brongfégg“be Ao %ﬁetﬁ\?&@ﬁ’@%ﬁﬁ@% i 353, 355. b5
(phelﬁylIsulfonyl)benzenesulfonarmde (0.09 mmog in MeOI—I (15 ml). The reaction was
6S) - 4- Br onp- N6, N6- di net hyl 7, 8-t etrahydronapht hal

stlrreélrf@r three: puasmici Gneoodidedvivor iodeomitempipature-andvheuBrlidedGrith

concrlztéaéej‘d hydgochloride a(cbc} &}W%Q@f@gt’l%ﬁ wagadded and the agusois

hasé Rab eRmrdcted
P asr ef | uxed f o‘]rvmfzgwﬁﬁ %?s?ﬁl%&ﬁ%ﬁtc ?)}gh%ig %?J‘O@dlaﬂﬁﬁe H20 the solvent

was gygperatgdgundey redaq:e(gl pvesekie( FTherpjodudineasgmirified by pmpamtlve HPLC to
afford YROHHE ct:c?n(ijpolillrr]l asa sgld d &Pldmg r295%/';)u ﬁI?I l\h\%R?46(? M?[—Izt %gtdl\})l 8eppm
7.66 (d, 2 H), 7.53 - 7.61 (m, 1 H), 7.47 (t, 2 H), 7.28 (d, 1 H), 6.83 (d, 1 H), 2.78 - 2.95
(m, 2 H), 2.38 - 2.67 (m, 3 H), 2.28 - 2.37 (m, 1 H), 2.26 (s, 6 H), 1.82 - 1.91 (m, 1 H),
1.22 - 1.30 (m, 1 H). MS m/z M+H 409, 411 M-H 407, 4009.

(ii) N-[(6S)-4-Bromo-6-(dimethylamino)-5,6,7,8-tetralydronaphthalen-1-yl]-2-hydroxy-2-
methylpropanamide
(0]

NH
HO><L
.

Br '

~

A solution of Br, (1.1 mmol, 57 uL) in AcOH (5 ml) was added dropwise to a solution of
N-[(65)-6-(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-y1]-2-hydroxy-2-
methylpropanamide (300mg, 1.08 mmol) in AcOH (10 ml). The reaction was stirred for

two hours, additional Br, (0.1 mmol) was added and the reaction stirred for four more
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conmpound. 1H NWR (400 MHz, DMSO-d6) S ppm 11.37 (br.
s., 1 H, 9.90 (br. s., 3 H, 7.27 (d, 1 H, 6.66 (d,
wa20dp/12693%50 - 4.59 (m 1 H), 4.29 - 4.40 (m 1PEH/SEBNQ100593

- 313 (m 1 H, 2.86 - 2.97 is (m 1 H, 2.77 (s, 6

H. M5 mz MH 269, 271. (%)

N-[ (6S)-4-Brono-6-(di net hyl am no)-5, 6, 7,

8-t etrahydronapht hal en-1-yl ]-N
hours (’Pllfhefé&iétﬁiﬂ Yantkrdrazanesdidm adosulfateand@hs sdlderfovas evaporated.

S-N-SO U - -- Ob . N Br 20 Benzenesul f onyl

Watelcwamdd@é ad {16 agnestus salggon Wae sXERRdeeHWiee @lﬁblomftth% (¥@)- The

a sol ution of
organtegdiesgs ot sRigeReipt AYPRDP IR e LGRS RSERER S
affordiR8 chud@ b RITIVIS By, NG Bss iade, M-BLB3pBsd.) and
triethyllam ne (5 nmol, 721 L) in
acetonitril e/ di chl or onet hane (4 ml: 2 nl) at ambient

0 P IO B AR R A,

dichlea@gpor at ed under reduced pressure to afford the title
compound that was used w thout purification. MS mz

FH 549, 551. Exanple 172 5

{i)N-[(6S) - 4-Brono-6-(di net hyl ami no)-5, 6, 7,
ot r ahydr onapht hal en-1 -yl ]-3-chloro-4- fl
e%zenesulfonam de 0 o\ 11 C1 I s~-\Nx /r~ F/ O
B title conpound was synt hesi zed usi ng the
B, SaNe pdoc@dure as exanple 171 (i). The title conpound

Pwas isolated in 115 nmg (50% vyield.
N-[(6S)-4-Bromo-6-(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-yl]-2-hydroxy-2-

methylpropanamide was refluxed for four hours in HCI (8 ml, 10 M in H;0), water (8 ml)
and MeOH (5 ml). The solvents were evaporated under reduced pressure to afford the title
compound.

'H NMR (400 MHz, DMSO-dg) 8 ppm 11.37 (br. s., 1 H), 9.90 (br. s., 3 H), 7.27 (d, 1 H),
6.66 (d, 1 H), 4.50 - 4.59 (m, 1 H), 4.29 - 4.40 (m, 1 H), 3.01 - 3.13 (m, 1 H), 2.86 - 2.97
(m, 1 H), 2.77 (s, 6 H). MS m/z M+H 269, 271.

(iv) N-[(6S)-4-Bromo-6-(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-yl]-N-
(phenylsulfonyl)benzenesulfonamide

N

b \
Benzenesulfonyl chloride (1.5 mmol, 189 puL was added in two portion to a solution of
(6S)-4-bromo-N°,N°-dimethyl-5,6,7,8-tetrahydronaphthalene-1,6-diammonium dichloride
(0.5 mmol) and triethylamine (5 mmol, 721 yL) in acetonitrile/dichloromethane (4 ml:2

ml) at ambient temperature. The reaction was stirred overnight and the solvents were
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10 1H NWVR (600 MHz, DVSO-d6) 6 ppm 7.61 - 7.68 (m 1

H, 7.54 (t, 1 H, 7.24 (d, 1 H, 6.72 (d, 1 H, 2.72
w0 2@68%696Mm 2 H), 2.51 - 2.65 (m 2 H), 2.35 -PQI/4B20061900593

1H, 2230 (s, 6 H, 1.85- 1.90 (m 1 H), 1.29 -1.42

(m 1 H. MSmz MH 463, MH 463. 15 (ii)

N-[ (6S) - 4- Broi no- 6- (di net hyl am no)-5, 6, 7,

8-t etrahydronapht hal en-1-yl]-3-chloro-N [(3-chloro-4

evapog e bR LS B LAY i sefoed b RRBIERSE et R Mot

puriﬁgaﬁghl PISOmfy, Kilveosmbssgzenesul fonyl chloride (2 mol, 286
L) was added in two portions to a solution of

(6S) - 4- br ono- N6, N6- di net hyl -5, 6, 7, 8-t et rahydr onapht hal
enezd, 6 20 di anmoni um di chl oride and triethylamne (5
Exan'ﬁﬂ%}# 721 LL) in acetonitrile/dichloronmethane (4 m:2
(i)N-[18S)-4aBr il b & HmdiInena)- 865, S-Tdehy gasiup balh N tyf-8-chbso-4-
stirred overnjght and the solvents were evapor at ed
fluorobgireresuffauesiepr essure to afford the crude title
corrFound that was used wi thout purification. M5 nmlz
a MﬂaIS’GSS, M H 653. WD 2006/ 126939 PCT/ SE2006/ 000593 79

0- N-[ (6S) - 6- (di et hyl am no) - 4- net hoxy-5, 6,

ydr onapht hal en-1-yl ] - 2-

zetggll fonamide z~ N o s~ - NBr /. To a

sol utj on of ¥-brono-2-ethyl benzenesul fonyl chloride
(28 Y, 0.10 mmol) in |- nethyl-2-pyrrolidinone (200

The tikdk cﬂﬁ%o@&ﬂ&gs SSiRisizbd @8in@the same procedure as example 171 (i). The title
(GYBS? - 4- met hoxy- 1V6, 1V6- di net hyl -

compgyurgl wagisplateddhd? orepRTd aicddhe- 1, 6- di ami ne (20 ng, 0. 10

o N 6ho T2, RIS 1) % ppm 7.61 - 7.68 (m, 1 H), 7.54 (t, 1 H), 7.24 (d, 1 H),
6.72 (d, 1 H), 2.72 - 2.84 (m, 2 H), 2.51 - 2.65 (m, 2 H), 2.35 - 2.46 (m, 1 H), 2.30 (s, 6 H),
1.85 - 1.90 (m, 1 H), 1.29 - 1.42 (m, 1 H).

MS m/z M+H 463, M-H 463.

(ii) N-[(6S)-4-Bromo-6-(dimethylamino)-5,6,7,8-tetrahydronaphthalen-1-yl]-3-chloro-N-
[(3-chloro-4-fluorophenyl )sulfonyl]-4-fluorobenzenesulfonamide

3-Chloro-4-fluorobenzenesulfonyl chloride (2 mmol, 286 pL) was added in two portions to
a solution of (68)-4-bromo-N°,N®-dimethyl-5,6,7,8-tetrahydronaphthalene-1,6-
diammonium dichloride and triethylamine (5 mmol, 721 uL) in
acetonitrile/dichloromethane (4 ml:2 ml) at ambient temperature. The reaction mixture was
stirred overnight and the solvents were evaporated under reduced pressure to afford the

crude title compound that was used without purification. MS m/z M+H 655, M-H 653.
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pyrrolidinone (200 L) and triethylam ne (42 L, 0.30
mol ). The reaction m xture was 10 shaken for 18 hours
w@rooanisent tenperature and the vol atil es wer ePCERE2NQEI000593
under vacuum The crude product was purified first
usi ng pol ymer supported togic(65) resin, loading as a
sol ution in nmethanol (500 foll owed by washing with
excess nethanol (2.0 m) and finally eluting with 1M
amoni a solution in nethanol (1.0 m ). The nethanol
was renoved under vacuum and the residue was further
Exa {73 ed using preparative HPLC to 15 give the named
roduct (16.5 ng). zH NWR (500 MHz, DMSO-d6) 8 7.68
(i)4-bt@no-NHY 65 76 5B metylaing)-& r@ghofptD, 6_[?1)8 tetgaln@rergiphtijen-1 -ylj-2-

2.93 (q, 2H), 2.82 - 2.64 (m 3H), 2.39
e’hylbe"%‘f%%ﬁf(gﬁ?m . 2.20 (s, 6H), 1.87 - 1.82 (m 1H),

1.27 2% (m 1H), 1.18 (t, 3H. MS mz (APCl+) MrH
6 FHK 60 20 (ii)

528) t hoxy- 1, 2, 3, 4-t et r ahydr o- napht hal en- 2-yl ] - di
th gmne ON Cb- \ To a solution of

2S) - 8-\ret hoxy- 1, 2, 3, 4-t et rahydr o- napht hal en-2-yl ] -am
£ ine (8.9 g, 37.0 nmmol) in nethanol (100 m ) was added
aqueous formal dehyde (37% 22 m, 300 nmol) 25 and
Toa mmdna)falGIbMH(omeﬁiy)benﬂ'@letlﬂfoanyht'thloﬁltﬂee(%msg ddeamobdi Um

o RSG5 o B4 RSy
5,6,7. QV[@M"R-% thm@Pé %tdlmxl%QQ@hing @%@%ﬁ@iﬁhﬁ&%& 10300593

erature and the solvent” was renpved un

Pyrrmdmawr(ZUDhé)ra@dltd%tbyM@snedéﬁm D@HeEmOBeTbk@ﬁct&nﬁthure was
50 m ). and
snaliSF Y Fordse 8 Mibie ANy PR S AY VAR koo ubhcrYuum.

C € ‘aqueous ayer

The c@id®iro@se vk ufiBe fidOusthg poﬂjﬁﬁr s@yportaé ebsw(@'s)rreﬂn lleadingsas a
wer e washed with saturated sodi um chl ori de_sol 32 n% and

solun@n imeethaap! (G8QMlavsHdyevashing witl gragsspgthapyl
e e

ing as a
remo$é&l wiidepMadunnmidtae edsidun ovas Herthe purifind gsitn g prepaghivy HPLC to

washed with a{:lgnol, the product was eluted with 1M
give HARAMPL PTAURERBB) and evaporated under vacuumto
1HN9’£R/ %&szﬁ 99%71@8(35* iy gm(@quﬁ 651 QYD 587, 1H),

omat ogr ap l'i ca, % net hanol

3.71 @i 8H), & Wnfet EHl‘ne?}SE 02. g‘ﬂ(ﬂe ﬂﬂi)a Zﬁ&n‘&ﬁQﬁﬁpﬁﬂ%a 284s.£8Dol -B7 -
9 0 MHz, CDC13) 6 7.08 (t
182&?‘%&3 229 ?ﬁzﬁqéﬂwg@ 3.81 (s) 3H), 3. 83 i

MS m/z (APCI+) M+H 467 and 469

(ii) [(2S)-8-Methoxy-1,2,3,4-tetrahydro-naphthalen-2-yl]-dimethyl-amine

\
0]
/
N
\

To a solution of [(25)-8-methoxy-1,2,3 4-tetrahydro-naphthalen-2-yl]-amine (8.0 g, 37.0
mmol) in methanol (100 ml) was added aqueous formaldehyde (37%, 22 ml, 300 mmol)
and acetic acid (10 ml). To this mixture was added sodium cyanoborohydride (19.0 g, 200

mmol) in portions keeping the temperature below 40°C. It was stirred overnight at ambient
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2.97 (m 1H), 2.88 - 2.80 (m 2H), 2.59 - 2.52 (m

1H), 2.48 - 2.41 (m 1H), 2.38 (s, 6H, 2.10 - 2.05
WO 2006424939 1. 57 (ddd, 1H). (iii) PCT/SE2006/000593

(2S)-S-Brono-8-rnetl zoxy-NN-di nethyl -1, 2,3, 4-tetral zyd

ronapht hal en-2-amne 15 & To a solution of

[ (2S)-8-net hoxy-1, 2, 3, 4-t etrahydr o- napht hal en-2-yl ] -di

met hyl -amine (5.61 g, 23.21lmol) in acetic acid (145

mpertTi, A%, 89958, 398 U, AGEHALA LR 18 18800 BERAbn N

nost of t e sodi umacet at e

betweefl| bﬁyg/!) hot@sle (90 B0 Aidiaqhecdk soditmrtiydeoxide QI)MgSO iInl)Zﬁ)llm;v,ed by
. in acetic aci d over

extractig ﬂh%%ﬂl@puzv_byef vy eyl appitedei% %(?Hﬂ)e %nhﬁ icp ’é‘e OrsrEtf lﬁﬁé%rs
were W%%ﬂeh%iﬁ)dsa?&%teﬁr%gdl\ﬂf}?&?&d@ solutiR! &fied @Jelr ngml%,ﬁlphﬁezﬁltered

er vacuumto give the HBr salt of
and sol&éﬁﬂrém@@efmmlﬂad viBuwid T eassaforgeldetydelwhNivRoyed by N’HZJSC of

SCX reglr(@oa(dgtg :a?s.lq?_,g)ohgtl@ 19g|1>mth@og§1c§tﬂ{a reisg Wwa th%)ou(g?lgr \g%&%fzd with

methangaﬁ)the %%ﬁﬂct wgs e‘i@te& Wlthall‘& an@ll_?)%?a i(élgmetﬁkﬁol aRd &%aporaledifnder

vacuung &Sdrydessbﬂﬁmwud@p&lﬁm@hm@tmyqﬁsg by cgzhggrt chromatography (silica,
1. 6-di
2:5% g NG SR g B9 her e aoRr B0 S Rl O Mo
H Nl\/Hi &400 MI-IZ CDC13) o7 (t)8h(t lH) 6. 71 (d lItI),t6 65h(dd1H) 3.81 (s, 3H), 3.03 -
br ono- 8- net hox e r onapht n:
297 b 19{)} PR @qu@ 2853555 Gl Fbr i 1. 28 G,
210 - %Q #—I&‘i@m 31.0 m) in an autoclave container
ncen

rat ed aqueous ammoni a sol ution
(31. O m ) and copper powder (1 68 g, 26.4 mml) The

cont ai ner th seal cti eat ed
(i) (2§ G5B TR o nE e i S P oA 2 A
~o cooled to RT, the reaction mxture was poured into
sat Lﬂ;at ed anmmoni um chl oride solution (70 m) and the
eo\US | ayer was extracted with dichl oronethane (3x
rH) The conbi ned organic | ayers were washed wth
5, & saturat ed amoni um chl oride solution (100 m)

foll owed by a saturated sodium chloride solution (100
To a soliiomnfi] (Ra)s8-teitlekyol 28 stobhdre-naprbalen-2yl]-diaedyl-gpine

t d 10 t
ot GIREERAA e P TR B e 50k
mmol { 4Wdit {vifs SRR at Wil encat Htie BBdiat Rbtavedisdobed. A solutlon of

|nm=,\|ate|3/|nthe next step 1HNI\/Rd§4OOI\/Hz 1)1
brormma@%gg (126 mi)24.% mgpnop)dn aqqqf acyl vas ad dgl;opme oy 2 pe od of

6 hours. "Fhe \(Jﬁl’te S’ﬂrpltate formed was filtered off and washed with water followed by
Et,0. It was dried under vacuum to give the HBr salt of the title compound (8.14 g) as a
solid. "H NMR (300 MHz, CDCls) 8 7.33 (d, 1H), 6.57 (d, 1H), 3.80 (s, 3H), 3.03 (dd, 1H),
3.00 - 2.95 (m, 1H), 2.70 - 2.58 (m, 1H), 2.54 - 2.42 (m, 2H), 2.37 (s, 6H), 2.15 - 2.07 (m,
1H), 1.65 - 1.51 (m, 1H).

(iv) (68 )—4-methoxy-N6 ,N6 -dimethyl-5,6,7,8-tetrahydronaphthalene-1 ,6-diamine, method A
NH,

\N’: i
|

5N
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3.04 - 2.99 (d, 1H, 2.67 - 2.41 (m 2H), 2.39 (s,
6H), 2.18 - 2.13 (m 1H), 1.63 - 1.59 (m 1H). M5 niz
WO 20eh29930H 221 15 (iii) PCT/SE2006/000593
(2S) - 8- Met hoxy- N, N-di met hyl -5-nitro-1, 2, 3, 4-tetrahydro
napht hal en-2-am ne 0... +. QN o To a cool ed (00
soI ution of
[ (2S)-8-methoxy-1, 2, 3, 4-tetrahydro- napht hal en- 2-yl ] -

To o Shliph e AR rola S Ritoa ot 3 A P R O 50
y1] duﬁ’etﬂﬁm:mél (5.25g, agrdmﬁm in@ehéthyWersagtide (3200 al) 1REnfaatoc1ave

was wor ked by neutralising with aq)tsjeous
contamanyyas addsd(aponesntisad dqupees poraeRia solater (RAdumsandisopess

poncl AR OB GO LA AR G don Tipenea o
110°G afi18Moah with gerrmigl MEkOiN hagidoRd 16 ReT, tl‘id)téhumrﬁmjmhatv@s

filtered and the solvent was renoved under vacuum

pouretifigto spiyersehrBMeNBINR chias de sotution: (70 imfa eedithgiagHeqis dayey pas
S

exend 3y SRS Nl PR aSAE et AbkGfaged
with yagusurpied iafrin@shitiy ohidridesolion (rHIOQgI) dplywedby & saturabetbsodium

met hanol in | or omet hane) ve t
chloridg slgtipm ( @fﬁﬁ@ BYES 6O P‘é‘?f&)’ lagl SSW’W? ??tfmdma cpngsirated-in
0k L R R
(puritpSPH %E200 8100 0EOBate8@l Yag usedjmmedintely igthe ReXtratepl H) |

N NN T e N e

3.04 (2@&{&)1}135261 NQ*ZDl"(n( W), 2.39 (s, 6H), 218 2.13 (m, 1H) 1.63 - 1.59 (m,

(6S) nzet hoxy- N6- di i nethyl -5, 6,7, 8-t
1H). M&mﬁ%&’&lab%%ﬁ%k , 6- di ar ni ne Method B s To a

sol ution of

(2S) - 8-net hoxy- N, N-di net hyl -5-nitro-1, 2, 3, 4-tetrahydro
(iii) ( E@WM&&O&%]\ZN-(&W@LSGLZ&@G 28, 4-@etﬁcﬂzydfmﬂa)7hnhaleat24m0de

(2.5 m) was added pall adiumon carbon (10% 12 ny).
°The reaction was stirred under an atnosphere of

hydrogen (4 bars) for 18 hours. It was worked up by
Om ering through a Celite(r) pad and it was washed
aughly with excess ethanol. The solvent of the

N flltﬁate was renoved under vacuumto give the crude io
product as an oil (79 mg). No further purification was

2 Hi %(ﬁ@%m&@@%ﬁl 28B4 @et%yﬂﬁ)»—na})ﬂihale@ b3
dlmemygmm © APhg, 24@amol)dn tm‘luomﬁcelzq-gm Qlée@ n(l);wassqxq)ded 3o0digm

mtrat% Kﬁ%gé, &@ AWE?)Q i ?2%08 xg(grc (xms st rrea at Iﬁ‘ %or(lA Cﬂ w)as %ked up

by neutralising with aqueous ammonia solution until pH=10 and the aqueous solution was

O\+

extracted with dichloromethane (3x100 ml). The combined organic layers were washed
with saturated sodium chloride solution, dried over sodium sulphate, filtered and the
solvent was removed under vacuum. The crude brown oil was first trituated with diethyl
ether and the solid residue was discarded. After removing the solvent under vacuum, the
crude product was purified by column chromatography (silica, 5% methanol in
dichloromethane) to give the title compound (412mg, 68.6% yield) as an oil. "H NMR (400
MHz, CDCls) 6 7.94 (d, J = 9.0 Hz, 1H), 6.74 (d, / = 9.0 Hz, 1H), 3.91 (s, 3H), 3.26 - 3.19



10

15

15 The foll owi ng conmpounds were synthesized in an

anal ogous nethod to exanple 173 (i) Exanple Nane M5
wORMeDad939 1H NVR M+H (500. 075 MHz, DMBO d6) RBGHSE2006/000593

5- brono-6-chloro-N-[(6S)-6- 474 8.54 (s, 1H), 8.21 (s,

(di met hyl am no) - 4- met hoxygp, 6, 7, 8- 1H), 6.67 (s, 1H),

t et rahydr onapht hal en-1-yl | pyridine- 6.53 (s, 1H), 3.72

(s, 3-sul fonam de 3H) 2.88 - 2.64 (m 3H) 2.39 -

9 -
o i 07084 387 A 8D) 23083 A B O
2.12 (G 3 /B5N- [ (48, GH()anzE(tAWﬂIahQSio()MﬂH) 418 7.09 - 7.06

(m 1H), rmethoxy-5,6,7,8- 7.04 - 7.03 (m 2H),
t et r ahydr onapht hal en- 1- yl]-2,3- 7.00 (d, 1H), 6.68 (s,

(iv) ( 6524*37%4%9#? \PS %ﬁ%&loﬂi '7%* z@rrall on h3l?alene416 8S1idine, Method B

ona
To a soPutdrh of (ZS)E&H(GMO)@H)I N dlmeﬂwl(Ssmtr@H),Z 3 f-tggahyd(lor@@h@ﬁ\en 2-

2
amine QL R0SP AR EHoNEE PR Ry Vo e s gpyparbon (0%, 12
mg). Thd reactiti WaXtirRednbeBan étﬁibsph%réaf Hyidrogel)(4 bars) for 18 hours. It

tetrahydronaphthalen-1-yl]-1,1'- 7.33 - I—?
was W(bkq(;h@néy fitedng thoergh oeclite (pa(l gnd ggsﬁas vgaséqd Eh@aour;;bpbw th
excess gth%ﬁ'ol( ‘ilge solgé_th 'of ?he?f?ln&l% wasbmoved ditlef Pacudhd to ggvélﬂie trude
product as an oil (79 mg). No further purification was done. "H NMR (400 MHz, CDCl;) d

6.58 (d, 1H), 6.52 (d, 1H), 2.72 - 2.67 (m, 1H), 3.76 (s, 3H), 3.04 - 2.99 (d, 1H), 2.67 - 2.41
(m, 2H), 2.39 (s, 6H), 2.18 - 2.13 (m, 1H), 1.63 - 1.59 (m, 1H). m/z (APCI+) 221 M+H)*

Example 174 to 194

The following compounds were synthesized in an analogous method to example 173 (i)

ExampleName MS [NMR Data 'H NMR
M-+H [(500.075 MHz,
DMSO-dp)

174 {5-bromo-6-chloro-N-[(6S)-6- 474 18.54 (s, 1H), 8.21 (s,
(dimethylamino)-4-methoxy-5,6,7,8- 1H), 6.67 (s, 1H),
tetrahydronaphthalen-1-yl]lpyridine- 6.53 (s, 1H), 3.72 (s,
3-sulfonamide 3H), 2.88 - 2.64 (m,

3H), 2.39 - 2.30 (m,
2H), 2.27 (s, 6H),

1.92 - 1.85 (m, 1H),
1.36 - 1.23 (m, 1H).




2.30 (m 2H),
1.26 -
WQZB682049 (s,

2.22 (s,
1.21 (m

1H),

6H),
7.79 (d,

1.85

1.80 (m

1H),
1H) 177 N-[(6S)-6-(di met hyl am no) - 4-
nmet hoxy- 5, 6, 7, 8- REN/SE20061400593

(t, 1H), tetrahydronaphthalen-1-yl]-1-pyridin- 7.08
(d, 1H), 6.77 (d, 3-ylnet §\nesulfonam de 1H), 6.54
(s, 1H), 4.46 (s, 2H), 3.78°(s, 3H), 2.84 - 2.64 (m
3H) 245- 233(m 2H) 224(s 6H), 1.99 - 1.93
M A—HH—WD- 20064126939

T7bCINSDo6 BooBoBan 175 4 Ll & .00 1 DeSp. EM414

8.2 7.84 (d, )
(di T8 ﬁlefk@xyis@%) 2-met hoxy-5, 6, 7, 81 11 703 B>, 11y,
t et teaﬂayytmmmammmz %l ] befhzenel7.60 6B 11, 6.684, |6. 60
(d, ul fopam de 1H), 3.72 ( % 2 -12.64
(md‘é%if P%&%mdn%l% m 2H) . 2|30, 55'611-%68811’.57 )
1'8E1]11fdﬂam&d@' 1.29 - 1 21 (m _1H) 4}ﬁ‘)9 73(
5- chl oro- N-[ (6S) - 6- (di met hyl ani no)- 445 d 1H),
8.51 (d, 4-methoxy-5,6,7,8-|1H), 238610266(m1
t et ahydronapht hal en-1- 7.86}(d, ]
yl ]Ihapht hal ene-1| - sul f onam de |1H), %‘%og?ﬁn&%@ 6. 58
(1d, 1H), 6.47 (d, 1H), 3.68|(s, 300 (s, 8H81.852. 73 (m
i 1.80 (m, 1H), 1.25 -

1.18 (m, 1H).

176 [N-[(6S)-6-(dimethylamino)-4- 437 [7.91 (4, 1H), 7.65 (t,
methoxy-5,6,7,8- 1H), 7.57 (t, 1H),
tetrahydronaphthalen-1-y1}-1,1'- 7.33 - 7.26 (m, 3H),
biphenyl-2-sulfonamide 7.10 (d, 1H), 6.61

(dd, 2H), 6.54 (dd,
2H), 3.72 (s, 3H),
2.79 (m, 3H), 2.41 -
2.30 (m, 2H), 2.22 (s,
6H), 1.85 - 1.80 (m,
1H), 1.26 - 1.21 (m,
1H)

177 IN-[(6S)-6-(dimethylamino)-4- 376 (8.54 (s, 1H), 7.79 (d,
methoxy-5,6,7,8- 1H), 7.41 (t, 1H),
tetrahydronaphthalen-1-yl]-1-pyridin- 7.08 (d, 1H), 6.77 (d,
3-ylmethanesulfonamide 1H), 6.54 (s, 1H),

4.46 (s, 2H), 3.78 (s,
3H), 2.84 - 2.64 (m,
3H), 2.45 - 2.33 (m,
2H), 2.24 (s, 6H),
1.99 - 1.93 (m, 1H),
1.43 - 1.35 (m, 1H)




2.59 - 2.22 (m 4H, 2.14 (s, 6H), 1.68 - 1.61 (m
1H), 1.06 - 0.97 (m 1H) 180

WORG6ABPY36- (di met hyl ami no) - 4- 447 7.98 - 7. 95 P@T/SHAP6/000593
met hoxy-5,6,7,8- 7.85 - 7.82 (m 1H),

t etrahydronapht hal en-1-yl JeA-fluoro- 7.76 - 7.70 (m

1H),

3- 6.68 (dd, 1H), 6.63

(t ri fI uor onet hyI ) benzenesul fonam de (dd, 1H), 3.72 (s,
3H S M2 59 —=12229—(m AH— 2. 19
e o bt ) s BREA s o

SYO0/E, 1H9.17.75 (d, 1H),
N-[P(ﬁ ﬁ% d.ﬂhw a?npjno)-4- 449 .iqo - g.OG) m| 1H),
netthwadwd@rmpmhsleni vilpepaenet 7. 938((d, 1H), 6.60 (d,
t et d thalenlyl] 5t fl uoy, 1 (d,
1I—|)1r§%§q | - benzot hi ophgne- 21?% %gﬂ H? 3.73
(s, sulfonam de 3H), 2.81 -] 2.63)2(3W- 2361!)(111,23}5)9 - 2.49
(m 1H), 2.39 - 2.29 (m 1H, 2|22 (s 16 .11
Lo ee. vestm ul's g naang i
- (|4- chl or ophenyl ) - - 6
(d,| (di net hyl ani no) - 4- met hoky- 5, gz}”té 61%)1]8 oF (d,
1H), tetrahydronaphthal en-1} 6. 78.82dm,1H), 1.29 40 (s,
yl Jimet hanesul f onam de 2H), 3|78 (3’213(';2 ,1}1%. 84 - p.64

(m

3H),

179

5-chloro-N-[(6S)-6-(dimethylamino)-
4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-

yl]naphthalene-1-sulfonamide

445

8.59 (d, 1H), 8.51 (d,
1H), 8.10 (d, 1H),
7.86 (d, 1H), 7.76 (t,
1H), 7.60 (t, 15D,
6.58 (d, 1H), 6.47 (d,
1H), 3.68 (s, 3H),
2.81 - 2.73 (m, 1H),
2.59 -2.22 (m, 4H),
2.14 (s, 6H), 1.68 -
1.61 (m, 1HD), 1.06 -
0.97 (m, 1H)

180

N-[(6S)-6-(dimethylamino)-4-
methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1}-4-fluoro-
3-

(trifluoromethyl)benzenesulfonamide

447

7.98 -7.95 (m, 1H),
7.85 - 7.82 (m, 1H),
7.76 - 7.70 (m, 1H),
6.68 (dd, 1H), 6.63
(dd, 1H), 3.72 (s,
3H), 2.75 - 2.66 (m,
1H), 2.59 - 2.29 (m,
4H), 2.19 (s, 6H),
1.84 -1.78 (m, 1H),
1.25-1.18 (m, 1H)




2.58 - 2.48 (m 1H), 2.40 - 2.32 (m 1H), 2.24 (s,

6H), 1.99 - 1.93 (m 1H), 1.43 - 1.34 (m 1H). 183
WQ@20hl126969 4- cyano- N-[ (6S)-6- 420 8.31 - 8. 26 (PCT/3EH0P6/000593

(di nmet hyl am no) - 4- net hoxy-5,6,7,8- 7.95 (d, 1H), 7.92

(d, tetrahydronaphthal engs- 1H), 6.60 - 6.55 (m

yl ] benzenesul fonam de 2H), 3.69 (s, 3H), 2.80 - 2.62

(m 3H), 2.52- 2.32 (m 2H), 2.26 (s, 6H), 1.96 -

B e TN N e
6- ietloxy-3\6,[7(86S) - 6- (di met hyllam ng).73 4d 1Hj, B83 ¢, 1. 55
G T N A |
ghhtrg%]tg%zpig@nz%ﬂ%ﬁ&néht hi amz 0'3; 5-6. @'%d 1%13 ;é fsm 3'2-% |
2. @lfqramiét), 1.88 - 1. 81 (m _1H)3H)12$6 2.8 @8 (m
) a5 R o i 4R bR
t et r ahydr onapht hal en- 1-yl ] - i- 7. aﬂﬂim391+j)29 @n6‘g (d,
(rfrst hyl sul f onyl ) benzenesul f gnam de 2 (d,
1141), 3.71 (s, 3H), 2.80 - [2.62 J(Irﬂ 23%4)(8 19_5Ha8 {1 2.49
(m 1H, 2.41 (s, 2.11 (s, 6H), 1.69 -

1.62 (m, 1H), 1.13 -
1.04 (m, 3H)

182 {1-(4-chlorophenyl)-N-[(6S)-6- 409 (7.44 (d, 1H), 7.38 (d,
(dimethylamino)-4-methoxy-5,6,7,8- 1H), 7.07 (d, 1H),
tetrahydronaphthalen-1- 6.76 (d, 1H), 4.40 (s,
yllmethanesulfonamide 2H), 3.78 (s, 3H),

2.84 - 2.64 (m, 3H),
2.58 - 2.48 (m, 1H),
2.40 - 2.32 (m, 1H),
2.24 (s, 6H), 1.99 -
1.93 (m, 1H), 1.43 -
1.34 (m, 1H).

183 |2-chloro-4-cyano-N-[(6S)-6- 420 (8.31-8.26 (m, 1H),
(dimethylamino)-4-methoxy-5,6,7,8- 7.95 (d, 1H), 7.92 (4,
tetrahydronaphthalen-1- 1H), 6.60 - 6.55 (m,
yl]benzenesulfonamide 2H), 3.69 (s, 3H),

2.80 - 2.62 (m, 3H),
2.52 - 2.32 (m, 2H),
2.26 (s, 6H), 1.96 -
1.90 (m, 1H), 1.37 -
1.29 (m, 1H).




3H, 2.37 - 2.26 (m 1H), 2.20 (s, 6H), 1.86 - 1.81
(m 1H), 1.27 - 1.20 (m 1H). 186

WO 20hl126969 N- [ ( 6S) - 6- (di et hyl am no) - 437 7. 83 ¢d/SEdP6/000593
7.79 (d, 4-nethoxy-5,6,7,8- 1H), 6.65 (d, 1H),
t etrahydr onapht hal en-1-yl]-2,1,3- 6.59 (d, 1H), 3.70
(s, benzoxadi azol e-4-sul fonamde 3H), 2.79 - 2.63 (m
1H) 260-248(m I H), 239-231(m 1H), 2.26

\g 1-Q9 1 (i 1N L 1 ')') JMJFD
T .

AR KRS 954 W e s Mo FHPVY - )

4,5 6S)-6- 523 7.|26 , :
(di #ed’%lﬁ‘y‘ﬁé‘%b‘%@’% Zret hoxy- 5, q 7, gq%tl?"‘bgigg]lféz 1H),
t et fetehgdonapithiien-én- 1- yl ] t hi opheqmwd,m{)( 6.653)

2 el O RetacS, " A G, 20

1H) rsuﬁ&ﬁm'ﬁd@rorm N-[(6S) - 6- (di et Hybermrm)(m éﬁg .79

(dd , /.58 4-methoxy-5, 6,7, 8- 1H), 5(d,

1H) tetrahydronapht hal en- 1-{yl ] -4258 85 7-(u6 260, (Im

2H) nmet hoxybenzenesul f onani|de 3. 11 (s,

3H)| 2.80 - 2.74 (m 1H), 2.|73 - g‘]z%% Pﬁ\%wﬁ% 2. 59

- 2150 (m 1H), 2.40 - 2.29|(m |1B) (m218}, (% - gH),
1.19 (m, 1H).

185 [N-[(6S)-6-(dimethylamino)-4- 439 [8.28 (d, 1H), 7.97 -
methoxy-5,6,7,8- 7.93 (m, 2H), 7.86 -
tetrahydronaphthalen-1-yl]-2- 7.81 (m, 1H), 6.65 (d,
(methylsulfonyl)benzenesulfonamide 1H), 6.62 (d, 1H),

3.71 (s, 3H), 2.80 -
2.62 (m, 3H), 2.58 -
2.49 (m, 1H), 2.41 (s,
3H), 2.37 - 2.26 (m,
1H), 2.20 (s, 6H),
1.86 - 1.81 (m, 1H),
1.27 - 1.20 (m, 1H).

186  |7-chloro-N-[(6S)-6-(dimethylamino)-| 437 (7.83 (d, 1H), 7.79 (d,

4-methoxy-5,6,7,8- 1H), 6.65 (d, 1H),
tetrahydronaphthalen-1-y1}-2,1,3- 6.59 (d, 1H), 3.70 (s,

benzoxadiazole-4-sulfonamide 3H), 2.79 - 2.63 (m,
‘ 1H), 2.60 - 2.48 (m,
1H), 2.39 - 2.31 (m,
1H), 2.26 (s, 6H),

1.88 - 1.81 (m, 1H),
1.28 - 1.22 (m, 1H).




1

.93 -
N-[ (6S)-6-(di nmethylam no)-4- 453 7.59 (d, 3H),
W@ 2gos/1p@®8hoxy-5, 6, 7, 8- 2H),
t etrahydronapht hal en-1-yl]-4- 7.11 -

1.87 (m 1H), 1.34 -

1.25

7.25 (t,

phenoxybenzenesul f onam de §; 72 -

(s,
.20

2

3H), 2.74 -
(6H),

2.63 (m 3H)
1.86 - 1.80 (m

2.5
1H),

(m 1H). 189

7

1H),
6.68 (m 2H), 3
8 -
1.25 -

. 46
PCT/SE2006/000593
7.07 (m 4H),

.73

2.22 (m 2H),

1.17 (m

187 Hi4,5-\§f3r&99—@4—%(%§?.%9 PCT7 SEZ0
1- acetyl

(di

E,r_mthitrztl];fFIro
(mMp-ifonamic81 - 2. 63 (m 3H),

S,

2
1

N |

(
t
P
2

- V

d
el
r

-5-bronm:N-[ (6S) - 6-
(dmvdilyy]lami nogH-detirok 1536/7,8+

g b BA Al Paple

9 - 2.29 (m 1H, 2.22 (
7-1.90 (m 1H), 1.38 -
(6S) - 6- (di et hyl am no) - 4-

nmet hoxy-5,6,7,8- 1H), 6
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bpy| benzenesul f onami de 3H)
.59 - 2.49 (m 1H), 2.33 -

rahydronapht hal en-1-yl]-4

5
5,7, 8
y17in

3%

3.70
2
3H
1.29
403
73 (
6.6
2.8
2.23

B
1H)LH.69 @, G8l); 6
ol i ne- 2H)

2(36h(m, 2H), 2.29(s,

3427

1thn

m

08 g, 25205 |
258 g 24T
S48 W,
s

72 (s,
58
N7 -
3.19
1H) ,

35

S,

188

5-bromo-N-[(6S)-6-(dimethylamino)-
4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl1]-2-

methoxybenzenesulfonamide

469

7.79 (dd, 1H), 7.58
(d, 1H), 7.25 (d, 1H),
6.65 - 6.61 (m, 2H),
3.91 (s, 3H), 3.71 (s,
3H), 2.80 - 2.74 (m,
1H), 2.73 - 2.62 (m,
2H), 2.59 - 2.50 (m,
1H), 2.40 - 2.29 (m,
1H), 2.21 (s, 6H),
1.93 - 1.87 (m, 1H),
1.34 - 1.25 (m, 1H).

189

IN-[(6S)-6-(dimethylamino)-4-
methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-4-

phenoxybenzenesulfonamide

453

7.50 (d, 3H), 7.46 (t,
DED), 7.25 (&, 1ED),
7.11 - 7.07 (m, 4H),
6.72 - 6.68 (m, 21,
3.73 (s, 3H), 2.74 -
2.63 (m, 3H), 2.58 -
2.22 (m, 2H), 2.20
(6H), 1.86 - 1.80 (m,
1H), 1.25 - 1.17 (m,

1H).




1H), 2.17 (s, 6H, 1.76 - 1.70 (m 1H), 1.60 (q,

2H), 1.13 - 1.08 (m 1H), 0.87 (t, 3H). 192
wd2@gan3N- [ (6S) - 6- (di met hyl am no) - 386 8. 04 (BICT/SEH0P6/000593

7.76 (d, 4-methoxy-5,6,7,8- 2H), 6.66 (d, 1H),

t et rahydronapht hal en-1- 68%2 (d, 1H), 3.72 (s,

yl ] benzenesul fonam de 3H), 2.74 - 2.63 (m 3H), 2.59 -

2.25 (m 2H), 2.20 (s, 6H, 1.85 - 1.77 (m 1H),

P G S B R R i

4-| @ixhérhydgmbn - ﬂﬁtﬁo&tyﬁaﬁﬂ,@r bnaphtliB) @63 16y58])(thi pphene-

2-su| f 6 1 (di methy ' -4- 411

8./sba Bsdrf] f@ﬂg’f a 2% ,{101?'?‘?& NoXYy- ?,&Q: J’ﬁg] 2%%11)(,”1’8 08 (d,
1HY culf I@h{l@@ydronapht hal en-|- 8. ﬁ{;(;giyogﬂ;}{{y. 74 (d,
yli{] napht hal ene- 2- sul f onam d¢ 1H) 70 (t 7. 65

(t{, 1H), 6.62 - 6.58 (m 2H|, 3.ELY<3.19¢m2HR 79 -

2y, D sty ity TS M A e 2L (M
1.109 (m 1H). Exanple 195 fo 31§.58-2.49 (m, 1H),
2.39 - 2.29 (m, 1H),
2.22 (s, 3H), 2.13 (s,
6H), 1.97 - 1.90 (m,

1H), 1.38 - 1.29 (m,

1H).

191 [N-[(6S)-6-(dimethylamino)-4- 40.3 7.49 (d, 1H), 7.35 (d,
methoxy-5,6,7,8- 1H), 6.73 (d, 1H),
tetrahydronaphthalen-1-yl]-4- 6.67 (d, 1H), 3.73 (s,
propylbenzenesulfonamide 3H), 2.86 - 2.64 (m,

5H), 2.59 - 2.49 (m,
1H), 2.33 - 2.23 (m,
1H), 2.17 (s, 6H),
1.76 - 1.70 (m, 1H),
1.60 (g, 2H), 1.13 -
1.08 (m, 1H), 0.87 (t,

3H).

192 l4-cyano-N-[(6S)-6-(dimethylamino)- | 386 [8.04 (d, 2H), 7.76 (d,
4-methoxy-5,6,7,8- 2H), 6.66 (d, 1H),
tetrahydronaphthalen-1- 6.62 (d, 1H), 3.72 (s,
yl]benzenesulfonamide 3H), 2.74 - 2.63 (m,

3H), 2.59 - 2.25 (m,
2H), 2.20 (s, 6H),

1.85 - 1.77 (m, 1H),
1.28 - 1.19 (m, 1H).




The foll ow ng conmpounds were synthesized in an

anal ogous nethod to exanple 173 (i)

wO/R0M6/14039 409
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| uor obenzenesul f onam de
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40033 d i
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2H) 2.13 (s, 6H)
1.76 - 1.71 (m, 1H),

1.14 - 1.09 (m, 1H).
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Example

The following compounds were synthesized in an analogous method to example 173 (i)

195 to 311

Example

MS
M+H

Name

195

409

methylbenzenesulfonamide

3-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-4-

196

453

methylbenzenesulfonamide

4-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl1]-2-

197

423

dimethylbenzenesulfonamide

4-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-2,5-




204 376 N-[(6S)-6-(dinethyl am no) - 4- net hoxy-5, 6, 7, 8-
t et rahydr onapht hal en-1-yl ] -1-pyri di n- 2-
wQ bovetib@sesul f onam de 205 437 PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
tetrahydronapht hal en- |-ylg4¢ 1, 1' - bi phenyl - 3-
sul f onam de 206 401
N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
198 ef r iy diQyy ge@htdﬂ lﬁeﬂq%ra)ih&o'zrﬁﬁ%ﬁgl#@ﬁ# sul f onam de
07 474 4-chloro-N - di met hyl"dni no) - 4 met hoxy-
5 6,7, 8- ttelrafmdy@’ra@hﬁaphnﬁaﬂéﬁﬁﬂ-yl ] benzene- 1, 3;

di $ul f ongnid }go 200 ?H]ﬁg PCT/ SE2006/ 000598 91 208
483 N-[ (65 “8“’ 8?%?{-}?%&/‘%)5 6) - 4- met hoxy- 5, 6, 7| 8-

199 efr abydrp(maﬁbﬂ%@ﬁyﬁleq(éS) @(dlﬁl%th%/lammo)ﬁ-

met hoxyphenoxy) benzene f onam de

e
N- [ ( 6S) - GetEPREHIHyT,&itdtrabydmonspitiedony 15, 6, 7, 8-
tetrahydrnﬁlg@[ﬁérfal]gn 1- Xl] 4' - met hoxy-1, 1" - bi phenyl -

3- sul fon'

200\ | (895 - Q‘T([@S)&?—@Nﬁlé‘tﬂyﬁﬁﬁmﬂ AREOXY-5%,9,87, B

t el r ahydf onapht hal en- 1-yl ] cycl opr opanesul f onafpi de 211

429 N[(Gsyafwd(manb&lnlynérﬂlhaﬂﬁ met hoxy- 5, 6, 738
t et rahyd!tﬁﬁﬁ%&@%ﬁ@su&oﬂdmd@ fl uor onapht hal ene- | -

sul f onam

200N- | (63) - B~ élﬂbfﬁSNthSS@m (H?ﬂletﬁymﬁhﬁ@w nfwﬁ)xZ/ 8-
tetrahydfo n aphth al en- lltré
di fl uoro %@Z@n@%‘l‘ﬁd@%ﬁh@@%ﬂsy 9ﬂu<>1'0-2-

Lel 1 abyal SARE A SR PGPS 1| yor &4

202e h¢5(4/bq 1@y Sudimetayiatienc)- ll4m5ﬂﬁax§t 5.,6,7,8-

3t chl or trifluoroneth ridin-2-yl]-N
[ etrah(ydronapht alen-1- yl}/ %noxypyndme 9

sulfonamide

[(6S)-

203 475 4-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-y1]-2,5-

difluorobenzenesulfonamide

204 376 [N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-1-pyridin-2-

ylmethanesulfonamide

205 437  |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-1,1'-biphenyl-3-

sulfonamide

206 401  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl1]-1-benzofuran-2-

sulfonamide

207 | 474 [4-chloro-N'-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]benzene-1,3-

disulfonamide




6- (di net hyl am no) - 4- met hoxy-5, 6,7, 8-

t et rahydr onapht hal en-1-yl]-1 H pyrrol e-2-sul f onam de
WQ1W68023N- [ (6S) - 6- (di net hyl am no) - 4- met hoxy- SPET/SEB06/000593

t et rahydr onapht hal en- 1-yl ]-5- [5-

(trifluoromethyl)isoxazol - §iy| ] t hi ophene- 2-

sul fonam de 216 415

N-[(6S)-6-(di nethylam no) 4- rret hoxy 5,6,7, 8-

tetrah drona ht hal en- -yI}
2081 if 1488r QY n%@}meg’ﬁ’é"}ﬂn&@ WtWS‘SF]S

N-[}(65) - Gl O VB heH ) yA=31eL hoxy- 5, 6, 7, 8-
t etir ahydr|o er p¥1 ﬁﬁ%ﬂen 1-yl ]YﬂS I soxazol - 5-yl t hi gphene-

2- SUII\I Ppamﬂgx?&heﬁ@ﬁﬁﬁ&%@wﬂpMZOom 000593 92 218
21g.

420 N reth 6;
zwetra}éydrbfn[(éihﬁdlg}eéfw py-A-methigiy > 8 O

ni tir Ophen%ﬂﬁgj ﬂ@netﬂaa% #4Tbiphenyl-
N-[|(6S) -6 ['am no) - met hoxy- 5, 9 Y
tetrahydrﬁmaﬁhmdlmlden 1-yl]-2-fluoro- 5-

(frlflllnr nnnnnnnnn

219: 3+ d:fQ(,ShI grlﬁéﬁ?"(@w °°‘fﬂ%ﬁﬁﬁt§¢#yﬁg,)6 4- rret hoxy
5, 6, 7, 8- t Rl a0 dhastaRNEA yﬂf]&¥clb%mgﬂineéulfonarmde

et hoxyvbenzenesul f onani de

D [[ o s e i,
ety ahydr
met hyl )lgen ng 6@3%1%1 yé]\zl%-lﬂhlgj)naphthalene 1-

5- (di net hg{ll@(;ﬁaﬁgmel\l- [ (6S)-6-(di met hyl am no) -4
net hoxy- 5L 6 8-tetrahydro

naphthaleg—t———
S ][ naphit gﬁi R SRR s e R
t et ’ahg/dr 5%5&?}?@1%9n ﬁ%ﬁh”ﬁ’)l Bﬁ] g%t hoxy-5, 6, 7, 8-

ni tfobenz ﬂmbﬁma;msdﬁonannde

213 409 |N-[(6S)-6-(dimethylamino)-4-methoxy-3,6,7,8-
tetrahydronaphthalen-1-yl]-3-fluoro-4-

methoxybenzenesulfonamide

214 529 |1-[3-chloro-5-(trifluoromethyl)pyridin-2-y1]-N-[(6S)-
6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-1H-pyrrole-2-sulfonamide

215 502 |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-5-[5-
(trifluoromethyl)isoxazol-3-yl]thiophene-2-

sulfonamide

216 415 [N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-2,4,6-

trifluorobenzenesulfonamide

217 434  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
' tetrahydronaphthalen-1-yl]-5-isoxazol-5-ylthiophene-

2-sulfonamide




224 406 N-[(6S)-6-(di nethyl am no) - 4- net hoxy-5, 6, 7, 8-
tetrahydronaphthalen- | -yl]-4-

woRisok@szenesul f onam de 225 361 PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
t et rahydr onapht hal en- 1-yl ] bgnzenesul f onam de 226 451
N-[(6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
t et rahydronaphthalen- 1-yl]-3,4,5

Zl}gl[ Tg%?@ 6‘%@2 i étﬁﬂaﬁ%ﬁﬁéﬁﬁ@gﬁz%?ﬁ: 8-
t et f ahydr aetegblytiivabgtithdleyd1} y13-1=(3-

‘phe nyl met hanesul f onam de 228 379
6S) - 6“6@‘?%{1 le%thﬁmf‘é)ﬂfan%fiﬁoxy 5, 6,7, 8-

faVaVall Bl RaYaXats]
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t et f ahy
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20 [ (689 67 NTE§1: 0, 8 Fr 8=
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[TER3pph
2241 [ | 3 pphngs %{[?68)- _(dﬁlné-ti@ﬁﬁdxysms

4-tert-butyl- 0) > 4- met hoxy-

5,6, 7, 8- E@Iahﬂhydaphﬂmﬁn lhadl]e‘m— 1- yl]benzenesullf onani de
233 391 N- am no) - 4- met hoxy- 5,16, 7, 8-

t et ahydr gggl}}ﬁ%e}%? r‘?‘

220et hoxyabelsZenes 1519%?1 6SF-84(dititthy] -4-
2-chl oro-N-| (6815115L di rreﬁw ?aitn no) -4anrr%11=.]£lt0 oxy
methoxy-5, 6 7, tetrahydronaphthalen 1-

yllnaphthalene-1-sulfonamide

223 406  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-2-

nitrobenzenesulfonamide

224 406 [N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-4-

nitrobenzenesulfonamide

225 361 IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]benzenesulfonamide

226 451 IN- [(6S)—6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-3,4,5-

trimethoxybenzenesulfonamide

227 375  |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-1-

phenylmethanesulfonamide

228 379  |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-4-




5,6,7, 8-tetrahydronaphthalen- | -
yl ] benzenesul fonam de 235 418 N-[4-({
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rif
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trahy
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troben
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0-14€bAB- NV [(89)- Mdlnfbtm&hﬁlﬁ)ulﬁn&hgxﬁ

4.6¢h I I
LBl abdiAaARNDal en- 1yi 1 -

nesul T onan 244 429

trahydr onaé)ht h al en-1-yl ] napht hal ene- | -syl fonam de

tathydippadrhaden-#i net hyl anmi no) - 4-|\met hoxy 5

233N\
te

[ (B9 -

[ K(dSP@(Jl)ﬂe&Mdiﬂhoﬂ4ﬂ%h@M5 B, 7®-7, 8

t r ahydr onapht hal en- }/] J

tetrahydronaphthalen-1-y

methoxybenzenesulfonamide

234

395

2-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

235

418

N-[4-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-
yllamino }sulfonyl)phenyl]acetamide

236

439

2-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

237

500

N-{[5-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]amino }sulfonyl)thien-2-
yllmethyl }benzamide

238

429

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-4-

(trifluoromethyl)benzenesulfonamide




(trifluoronethyl)benzenesul fonam de 245 395

4-chl oro-N-[ (6S)-6-(di met hyl am no)-4-nmethoxy 5, 6 , 7
W0 2@6A2@89 ah y dr on aphth al en - | - PCT/SE2006/000593

yl ] benzenesul f onani de 246 429

2, 4-di chl oro-N-[ (6S) - 6- (digget hyl am no) - 4- net hoxy 5, 6,
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244 429 |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-3-

(trifluoromethyl)benzenesulfonamide

245 395 |[4-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

246 429 |2, 4-dichloro-N-[(65)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

247 439 [N-[5-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yljamino }sulfonyl)-4-methyl-
1,3-thiazol-2-ylJacetamide

248 367 [N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]thiophene-2-sulfonamide

249 445 |3,5-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-2-

hydroxybenzenesulfonamide




255 413 5-chl oro-N-[(6S)-6- (di net hyl am no) - 4- net hoxy-

5,6,7, 8-tetrahydronaphthalen- | -yl] -1, 3
wo diogeedeyd - 1 H  pyrazol e-4-sul f onam de 256 380PCT/SE2006/000593

N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-

t et rahydr onapht hal en- 1- yl ] &is dlnethyllsoxazole 4-

sul f onam de 257 365
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,hé??y
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uor ob
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Tatt

R T
mﬁdhbﬂhﬁbﬂﬁthalbn lyﬁ] 5 2 6-
=nzenesu| fonam de 262 420

(PrnarisuHon e hieapene: Hetlfmeiids 6, 7, 8

L

e 261

|8

2331

nit
N[
tet
264

R
robenze
6S) -6
rahydr
457 A4¢

S P eyl RO R 567 8-
te(tnhhgrétdnﬁp}ahalam)l -yl Srpiykiaity2-§1thiophéhe-

hal n-1-yl]-3- nethyl benzenesul
(6S) - 6- (di rrethyl am no) - 4- e

f onam de
I hoxy

25% ©
flu

386 1

br oben

Qtdﬁéﬂéf ‘N faan Bgﬂﬂﬁ&ﬁﬁémﬂobA-lﬁethoxy-

esul f onam
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

255

413

5-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8—tetrahydronaphthalen—1-yl]-l,3—dimethyl-1H-

pyrazole-4-sulfonamide

256

380

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-3,5-dimethylisoxazole-4-

sulfonamide

257

365

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-1-methyl-1H-imidazole-4-

sulfonamide

258

434

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-5-isoxazol-3-ylthiophene-

2-sulfonamide

259

425

methyl 3-({[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-
yllamino }sulfonyl)thiophene-2-carboxylate

260

429

2,6-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-




265 418 N-[3-({
[ (6S)-6-(di nmet hyl am no) - 4- met hoxy-5,6,7,8
w0 edocabepar onapht hal en- | ylJam no } sul f onyl ) ptiesg10p6/000593
acet am de 266 420
N-[ (6S)-6-(di met hyl am no) -é¢ et hoxy-5, 6, 7, 8-
t et rahydr onapht hal en- 1-yl ] - 2- net hyl -
ni trobenzenesul f onam de 267 395
3- ghl or o- | am no) - 4- met hoxy- |5, 6, 7,
8-tetrahy%&@a}?ﬁ?@%ﬁp h@l’e P] benzenesul fo%arri de 268
413 2-chl gq&nﬁﬁ{eglﬁﬁ)naﬁndal nmet hyl am no) - 4- met hoxy-
5 7, 8-tlet rahydronaphthalen-1-yl] -4.

26T | Uor396e i fi-tdbmaihytaipe)st-Inethoxy-5,6,7,8-

:B-tc(lglt ?;%ﬁ?gﬁ?’%ﬁ%ﬂag’h&%!ﬁe - -E)Irj 2Ia§n no) - 4- met hoxy- |5, 6, 7,

I orobeﬁalﬂns@uérﬁz@ﬁammmam 463

hl nrn-I\Lr(RQ\ 8- (di 56,7,

- g et hyl am no)-4-pet-hoexy-—5, 6,

P-CtT /etsékEzghy (S Rhdimpdiylaninoy 4 methonyd 6466/ 126930
00

tri I uor%l‘rg‘tg‘)’ﬂéi?‘%ﬂ?}e‘ﬁ%}eer?és' PR 271 307

[1( 6S) - OnifdbereehashEohanide4- met hoxy- 5, 6, 7, 8-

nhf hal en-1 \l|1 2_4

| o b@n&@&@%ﬂ’é’ﬁ%"&%ﬁmﬁ@y -5,6,7,8-
(6S) -6 09 t hoxy-5, 6, 7, 8-
rahydr'grglg% %g{r?ﬁll %/yfh ﬁefl uo)r/o 2-

hyl benmﬂaﬁmhtmaﬂf@mnﬁde 429

di-chl

8
f
2
263
(

Z

9
b=
BoF=
~ ~ e —h

264 ¢ 7%578-9@591%%&5%%?{%11‘%%%@ ) 09 R oeonilf onami de

274 439 3shr-osmasMNnldBRptendiei- Jam no) - 4- mgt hoxy-
5,6, 7, S-h rahydr%naph}t) hal enwm

y| ] penzen@solobenranésuéfonamide

265 418 {N-[3-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-
yl]amino }sulfonyl)phenyljacetamide

266 420 |N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1}-2-methyl-4-

nitrobenzenesulfonamide

267 395 [3-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide

268 413 [2-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,3-tetrahydronaphthalen-1-yl]-4-

fluorobenzenesulfonamide

269 413 3-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-4-

fluorobenzenesulfonamide

270 463 [2-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-y1}-4-




275 409 3-chloro-N-[(6S)-6-(di nmet hyl am no) - 4- net hoxy-

5,6,7, 8-tetrahydronaphthal en-1-yl]

woreaohistbdsenzenesul f onam de 276 379

-2
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N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-

t et rahydr onapht hal en- 1-yl Jg72-

fl uor obenzenesul f onam de

277 429 N-[(6S)-6-(di net hyl am no) - 4- met hoxy-5,6,7,8

t et rahydronapht hal en-1-yl | - 2-

(toifluonanmthy, % BEanesl i ge 278 435
2, 5-di chllor o- N tggj 6- (di met hy am no) - 4- net hopxy-
56,7, 8-fetrahydronapht hal en- 1-yl ] t hi ophene- 31
i i
| S e e B ey 27, o
t et rahydﬁtemﬂgldtmplahaleh 1-y1}-p,4-3, 4-
di met hoxyquﬁnze esul f onpam d§%280 429
2, 8-di chl Bor TEESSLERA ARt hyl ami no) - 4- met hpxy- 5,
27 [ @r T1Da|
2F)>C'|'/ %E%O(ig/[g%é%g@ 3 ]gjgnzenesu onam de P81 409
-¢hl or o-tbtr{ﬂ(yﬁﬁ)naﬁhthailmtﬂtﬁylsmm)z 4- et hoxy-
5,(5,7,8t dro thal en-1 -yl]-6-
met hyl ber® 212’ BEnBS, 409
273'3 %9“'235 ‘&1&1%!165& (68)-6 SRRV AM AU mBmBEY-TPXY - O,
7, 8-tfetrahydr gﬁgph% h_;(l en-%}1 dgenglenesul f onam de
28 B 429 15,6,7,8-tetrahydronaphthalen-1-
3, b-di chl 6: ( di met hyl am no) - 4- net hpxy-
5,6,7, 8-ﬁy2 bre%eg?gé gﬁ%?ﬂ’ﬂ al en- 1- yl ] benzenesul f onani de
27481 495 B-BfoAIN @@mﬁ:@la@@w)\zhmm& et hoxy-
56,7, 8+ tetrahy ronapht hal én- 1-yl] thi ophenet 2-
sul f onanild@7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide
275 409  [3-chloro-N-[(65)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-2-
methylbenzenesulfonamide
276 379 IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-2-
fluorobenzenesulfonamide
277 429  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-2-
(trifluoromethyl)benzenesulfonamide
278 435 |2,5-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]thiophene-3-
sulfonamide
279 421 N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl1]-3,4-
dimethoxybenzenesulfonamide
280 429  |2,3-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-




285 479 4-brono-5-chloro-N[(6S)-6-(di net hyl am no) - 4-
nmet hoxy-5, 6,7, 8-tetrahydronapht hal en-1 -

W@ kjobh2@phene- 2- sul f onam de 286 425
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5-chl oro-N-[ (6S) - 6- (di met hyl am no) - 4- met hoxy- 5,6, 7,
8-t etrahydr onapht hal en- 1-y4§ - 2-

nmet hoxybenzenesul f onam de 287 379

N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
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f onam de
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onapht

fonyl
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yd
su
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1t ef

HERBEINL[E68) )i e M9 L@ dy-4-hethoxyl» S
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jo3)

-tetrah
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r aby di
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tefrahyds
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PCI/ SE20
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ydfon ap
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t et rahyd
di et hyl

%,Miomr&w-ﬁ@ﬁ@xdiﬁxe&gnm%-ﬁqﬁetﬁo%p
nth alen- | -yl] -2- methyl benzenesul

N-0-7 SSpugydemapithgleerd no) - 4- met hoxy- 5
AR oYl | 2. 5

enzenesul f onam de 293 391

[ etrah
f onam de
| 6, 7, 8-

284N- | (48 -
tefrahyd

nmet hoxyb
N-[ (6S) -
rahyd

te

S-&I@hﬁﬁlgﬂlyﬂ%ﬁ(:dﬁhctﬁlﬁﬁgmw&t&x% 8-
f t en- -y -3-

5t v SraAphiBdlond v ibipphene2-
RuitSidzguby! am no) - 4- net hoxy-5, 6,7, 8
ronapht hal en-1-yl]-2, 5-

285di f | 4% o

debrperoes o bR -6-(dimethylamino)-4-
methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]thiophene-2-sulfonamide

286

425

5-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl]-2-

methoxybenzenesulfonamide

287

379

IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-3-

fluorobenzenesulfonamide

288

452

IN-[2-chloro-4-({[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-

yllamino}sulfonyl)phenyljacetamide

289

430

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-2-o0x0-1,2,3,4-

tetrahydroquinoline-6-sulfonamide

290

397

N-[(65)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-3,4-

difluorobenzenesulfonamide




295 445 4-chl oro-N-[(6S)-6- (di net hyl am no) - 4- net hoxy

5,6,7, 8-tetrahydronaphthal en-1-yl]naphthal ene-1 -
WG aiobon@a? de 296 529

N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-

t et rahydr onapht hal en- 1-yl ]994 [ 2-

(phenyl sul fonyl ) et hyl ] benz€nesul f onam de 297 445

8-chl oro-N-[ (6S) - 6- (di et hyl am no) - 4- met hoxy- 5,6, 7,

29b 08 et@%gh@{[ﬁéqssphfdtfr%'et o) ARt hal £pe2- su

tetjr ahyd

2, 2-tri
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I f onam de
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fgﬁosh [%@%&% pasulfionani de 300 489

etrahydin@thyélpﬁmzhmsehﬁomnyﬂ? napht hal ene- | -

S) - 6- (di met hyl am no) - 4- net hoxy-

FaVaVall —2_W_\
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g

r ok al

100 301

@%@z‘%@%@%@ ﬁ”eﬁgéﬁ’uﬁg ﬁggk)?r:fhyl am no) -

et honyeﬁaﬁydkna%huﬁldnahyqrsan aphthal en- | -
benzenesul T onamn de 30

(6S) - en@dxombmp@awkﬁ@)almdmt hoxy- 5, 6, 7, 8-

ul
hli oro-

f onam

1 G

Nbh RS dphlihlenet pyikasa no) - 4- met hoxy-

et r ahyldr onapht hal en- | I ] napht hal ene- 2-

d@uggﬁ)eﬂ@pglesulfonarm e

ﬁj@@%@i 0 g{}’lfilnlihéﬁjl-rﬁe‘f‘iiésﬁ}_? giﬂe pnthal ene- |
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ot Piahyd

fonam

Ul RR R LR Cre ) SRR

6,6 7,8-tetrahydronaphthalen-1-ylJnaphthalene-1-

sulfonamide

5’ 6’ 7’
2-

529

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl]-4-[2-
(phenylsulfonyl)ethyl]benzenesulfonamide

297

445

8-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-ylInaphthalene-2-

sulfonamide

298

472

N-[4-({ [(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl}amino }sulfonyl)phenyl]-

2,2.2-trifluoroacetamide

299

501

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-y1]-2-

(phenylsulfonyl)benzenesulfonamide

300

489

7-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen- 1-yl]naphthalene-1-

sulfonamide




305 379 N-[(6S)-6-(di nethylam no) - 4- net hoxy-5, 6, 7, 8-
t et rahydr onapht hal en-1-yl ] -1, 2-di net hyl -

W0 piodazeBe- 4- sul f onam de 306 367 PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-
t et rahydronapht hal en- 1-yl ] tij;ophene- 3- sul f onam de 307
431 2-chloro-N-[(6S)-6-(di nethyl am no) - 4- net hoxy
5,6,7,8-tetrahydronapht hal en-1-yl]-4, 5-

3 || 687 AT RER MR Ao X {EErblgimstiyamigo)

t et [ ahydr an@apiblak &7, 8 etrah 'fyilironélphthalen 1-
(et hyl sul f onyl ) benzenesul f onam de 309 431

4-chl or o- yl][o@rgz@,)lesglfpmm@phw am no) - 4- met hoxy

| LA Do B R LT ORISR 4 e by 6,75
N-[[6S) - Gtmhzmhyﬁmmm J]Alreﬁé‘ﬂ N bpiﬁtl@altaz”regl

tetyahydr onap aI en- -1,1 phenyl - 4-
sul f onani Helfapmidys

303,11 o ﬁdr&%‘g‘%#? ’I@gjé@I‘j‘é{EYimng‘bmﬁ'?ﬁ@b’“zoocs/ 126939

PCTY SE2006/6)085a3hyd:@haplediby 1 beTesmashd-ananide

Exanpl e 312 (i) N-[(6S)-4-;

net hoxy-6-s';5]§‘?nraHPﬁled| n-1-yl - 5 6, 7, .
304 FTIayAr &aﬂgﬁ\r (B RE- imeHhylakoB) iy S| onam de

(69)-4- I\/ESW&—{cﬁfabydmnhpldhaleﬁLiwl}-ﬁ,16b1§h§ryil-@l r ghydr onap
ht hal en- 1 | algn 60 ng, 0.24 nmmol) and
pyrli di ne- [+ Ichlorlde (42 Ny, 0. 25 mml) wer e
308 Usipen@dedN_figs yridine (0.15
m )| was ad gd )dél'ﬁg{n?ggﬁt ﬁﬁ)e ‘rln&%tmig \ijlgg gS,Jtl rred
tetrahydronaphthalen-1-yl]-1,2-dimethyl-1H-

imidazole-4-sulfonamide

306 367 N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-

tetrahydronaphthalen-1-yl]thiophene-3-sulfonamide
307 431 2-ch10r0-N-[(6S)-6-(dimethylamino)—4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-y1]-4,5-

difluorobenzenesulfonamide
308 439 IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl1]-4-

(methylsulfonyl)benzenesulfonamide
309 431 4-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-
5,6,7,8-tetrahydronaphthalen-1-yl1]-2,5-

difluorobenzenesulfonamide

310 437  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl}-1,1'-biphenyl-4-
sulfonamide

311 405  IN-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-
tetrahydronaphthalen-1-yl1]-2-methoxy-4-




10

15

20

at anbi ent tenperature over night. The sol vent was

renoved and the residue was purified 10 by preparative
woiR6126PBe product was extracted fromthe LC fPESE®NG000593

using chloroform to give a solid (74 ng, 80% .1H NWR

(400 MHz, DVBO-d6) b ppm 8§40 (1 H, dd) 8.74 (1 H d)

795-800(1Hnj7601(1Hdd)663-670(2H

m 3.71 - 3.74 (3 H m 2.80 (1 H dd) 2.16 - 2.40 (4

H m 1.80-.1 90 63 - 1.70 (4 H, 1.19 -
1.35 (1 Hpefpylbe “%F?‘%%@%g%“ﬁ%r H3g6. 15
(i) 2-1¢( S) 8- net hoxy-1, 2, 3, 4-t et rahydr onapht hal en- 2-y
I ]pyrrolitdine gC "' No ~10
(2S) - 8- Met hoxy- 1, 2, 3, 4-t et r ahydr onapht hal en- 2- anmoni um
Exa 913 de (21.3 g, 100 mml) and 1, 4-di brormbut ane
re suspended in DM (200 m), D PEA%
(i) N-HG8lettmeneoxy Zopyrdidie 4ol o, fitsirepdrams ﬂ’@ yldpyr%@ -3-
1or V8l ni ght. The m xture was poured onto ice/ water
sulfor@gide. ot ed with sodi um hydr ogencar bonat e and ext ract ed
Et OAc (x5). The conbi ned organic |ayers were
O\\f@t ed with 1M hydrochloric acid. The acidic |ayer
¥ reated with 5M aqueous sodi um hydroxide until
thhe pH was basic and the product was reextracted from
aqueous layer with Et QAc. The organi c phase was
¢d gver Na2SO4, WO 2006/ 126939 PCT/ SE2006/ 000593
f¥Ttered and the sol vent was renoved in vacuo. The
O produ was i solated by chromatography on silica

| di. 13/, MeOH/ hi
(655 ¥S e SRR ot TR SRRl Jogin 4o R 624
mmolg anc?ﬁ?%d%#%é\iﬁoﬁﬂ@@oﬁﬁ% 42@1’@@ Ziﬁﬁnneol) Per sﬁs&‘gc?lédlmg 9t2)
dlchlc(rmephanqﬂ ’gﬂ)zz)md_p}gldm(@ 8. 1(52n1 waﬁiadQe(dg Fhe reia)c@@ ](I].]_Xt]-l{e Wgs stirred

at am%@ggtemp%faﬁ)fe %%eﬂugﬁ@ THe $btvent Wad Cerhidveld anBhne AGal alaé\/}H)-L'l_lllfled

by prép'a'taiti)vb I-E[(IZFSl)’Fk&-IBO?mg oad ethchg@orﬁ s BC 4rdceibnsabsydy chib@pform
- | dl_ he I
to give a[spzéﬂ%%@e%@ﬁi MR G100 etz BRGS0 sosp om0y 874 (1

H, d) '7;% Al a t o ?Hgg?gﬂﬁdfé b3) 617@ @3, Qﬁm 71133?;45%31 @b (1

wer e ‘di ssol ve
H, dda2 46i-Q.4r{d(18P1.86+ 1 .90RL (Hnmbel 6@ 69016+ H, 18.13194 .35 (1 H, m),

nﬂzl\?]ihg%%h‘yﬁgﬁbgéacetoi c acid (40 m) was added dropwi se to

over 5 hours. The solvent was renoved in
vacuo and di chl oronmet hane was added. The organic

phase was washed with 5M NaOH (aqg) followed by brine,
(ii) 1-d(2Se-S-1ppthoBoh ¥, 3. 4- tetrahydronaphthalen-Z-yl]pyrrolidine

(25)-8-Methoxy-1,2,3,4-tetrahydronaphthalen-2-ammonium chloride (21.3 g, 100 mmol)
and 1,4-dibromobutane were suspended in DMF (200 ml), DIPEA (45 ml) was added and

the reaction mixture was heated at 60°C over night. The mixture was poured onto ice/

water saturated with sodium hydrogencarbonate and extracted with EtOAc (x5). The
combined organic layers were extracted with 1M hydrochloric acid. The acidic layer was
treated with SM aqueous sodium hydroxide until the pH was basic and the product was

reextracted from the aqueous layer with EtOAc. The organic phase was dried over Na;SOy,
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filtered and the sol vent was evaporated. The residue

was purified by chromatography on 1s silica using a a
wQ@re@dilzgys9 of CHCL3/ MeOHI NH3 reachi ng from 0- 10P€DSE2006/000593

met hanol contai ning ammonia (3% vyieding an oil (2.41

g, 58%. 'H NWR (400 MHz, 1¢M50-d6) 6 ppm 7.36 (1 H

d 6.75 (1 H d) 3.73 - 3.79 (3 H m 2.84 (1 H, dd)

2.75 (1 H dt) 2.44 - 2.63 (6 H m 2.28 - 2.38 (1 H

f11tered:§1d%l%e sz)&)é’n rr%lag %ﬁ{ﬂb El% n $2 8. Thépl%au§t4Né§ isdlhted b94- 1. 64(1

312. 20
chromaf EBaphy- drD¥iideeusyng megfa;zﬁeahei) CHCMWN% reaching from 0-10% of

methanei;qr:c{ngzlplrll%{gnaéllrﬁéxlg%‘? ) yleging%est g,%ﬁd ﬁrﬁﬁﬁi mb‘i\@l{% ]ﬁWS@e-ds) )

ppm 7. é4 1(1?153) BT 1:}13:3?23 6‘59@1*1@@31752(335As)tzeztmmyzimﬂammmal -4

L 0 e Hoad 13 ST ) 845 ey 0 Fu). M e/ D35
PCT/ SE2006/ 000593 103

tris(di benzylideneacetone)di palladiun(0) (0.18 g, 0.2
(iii) ]-[KD%LS -Br&h882mettlb 19,wl@iampmmmmmk;)etﬂmn@wm g,

nol ) and sodiumt-butoxide (2.2 g, 2.3 mol)
mere m xed in toluene (40 m ) under argon atnosphere
5 o heated at 100C for 3 hours. EtQOAc and saturated
sodi um hydr ogencar bonat e were added. The
org 5 layer was washed with saturated aqueous

O sodlu hydr ogencar bonate, dried over Na2SO4, filtered
1- [(2S)@él§iaét arsgb‘éeﬁf‘Eetr‘ﬁﬁ?drﬁﬁdﬁﬁﬁﬁ%nLﬁyﬂ ﬁ{‘l@&idlﬁ@@xﬁm@le@ll@ (W5S

purif chronat ography on"silica usin
€ OSggBaSJIrrmml) mfd 0L AMEDRINBIZ, 4%mmlh@exercb$ﬁobfﬁs!@%@pc acid (80

D). BT B TR C A Rt EstO I g skt o e

mlxturQ B%r75 BAurs. ’ﬁle@&v@ﬂt Wlas 1’@?110%(4&1 vacﬁo 514d (ii&hldrométhinez@as- added.
6 (3 H m %@H d)
The orgam@p]Qa]_se wasdyasgedswlth SM EgOHg(ag.) fthpwgd 1@1 brmg, d((§a4§04)

fllteredjllnfi,o,uzme(* %ﬁﬁ:ﬂtﬁxé %orlilcei n%}g]rf%gﬁ: Wﬁ; Bﬁﬂgé'd ljﬁr cmm&togﬁa}l)hy on
silica dsifg o S adienivet (DHK)}@/M&:OWNE]; rehching fydm B 1064; offmethanol

containny o g b o1 (2,45 S, NiAR (48 MRE DS 0™y 5
ppm 7.36 (1 H, d) 6.75 (L H, d) 3.73 - 3.79 (3 H, m) 2.84 (1 H, dd) 275 (1 H, d) 2.4 -
2.63 (6 H, m) 2.28 - 2.38 (1 H, m) 1.97 - 2.07 (1 H, m) 1.64 - 1.73 (4 F, m) 1.54 - 1.64 (1
H. m), MS m/z M+H 310, 312.

(iv) (6S)-N~(Diphenylmethylene)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-

tetrahydronaphthalen-1-amine

O Chiral

="

1-[(28)-5-Bromo-8-methoxy-1,2,3 4-tetrahydronaphthalen-2-yl]pyrrolidine (2.4 g, 7.7
mmol), diphenylmethanimine (1.54 g, 8.5 mmol),
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30

15 110 o
(6S) - N-(Di phenyl net hyl ene) - 4- met hoxy- 6- pyrrolidin-

WO 2006426989 7, 8-t etrahydronapht hal en-1 - am ne PAT/SEZYP6/000593
4.6 mml ) was dissolved in THE (40 m) and 1M
hydrochloric acid (15 m) s added. The reaction

m xture was stirred vigorously over night. The
reaction mxture was washed with hept ane fol |l oned by

o SRR ARAIAD 1 DS AL

dlphehyo‘,lbﬂoeplﬁimi}hﬁﬂ@ethéﬂ(e 20rg o mmpasd sw@ﬁm ﬂEﬂt@ﬂd@t@ﬁ
2SO, filtered and the sol vent was evapor at ed.

mmal} iers %ﬁ%@éﬂ% (40gubivndererggn emosplare grdiptajedon 100°c for 3

/
v 45t Ay AR Lo
layerawmasﬁec( With sg:ur@ﬂi Adueovs-odivith (151&16 éﬂdérbo@h@Qhﬁj&l) ov3r NS8O,
1TH d 425 (3 H s) 363 (3 H,

f11ter% a%c} t&lﬁ sg{’z{er@ Was rela18§edzm4\@cuo él“hgze%@q_wasr@urg’leg@y_ 2.39
chroﬁﬁtoglrapﬁ? o8 s@i?a us13g Q% ér&dlélt ﬂbﬁ%ﬁﬁde% regcﬁllljf%qa@n? 10% of

M5 APPI +
methgnqycemamnrtg zmpapms)(?’%) yiegittpo§ gGG?b)Ver)raﬂt]najmute donypound. 6] NMR

o0 g S S BAER 19T 30 LRSS Lo o 1

7.07 > 705 (DH)ndyrd.46 (The, @r@mgtHV\@% MEP€6@HUﬁi)Q971U‘§9@F‘Z‘H m)
in exa (1) and i solated as a

224 {343 Y 3405 F DRI B30 G DS )48 -t 1. 18, MS oz

1) 7.56 (2 H, d) 6.69
MJ’H(TI%LH1 d) 6. 64( 1H, d) 3. 73(3H s) 2. 83(1H, dd) 2. 52-2. 63 (5 H,

2.23- 2.43 (3 H
(v) ( %I)rﬁSM gg?g}’g(; 9)’1%11 ql]nz‘lo-gl ) %%59H e%éhéggalggéa(lg}? 1 nc?n’zmévs mz

NH,N- [ ( 6Skhid- Met hoxy- 6pyrrolidin-1-yl-5, 6, 7,
et r ahydr onapht hal en- 1-yl Jqui nol i ne-8- 10
Lfgamde Chiral o~ HNC N

(6S)—N—(Diphenylmethylene)-4-methoxy-6—pyrrolidin—1-y1—5,6,7,8—tetrahydronaphthalen-1-
amine (1.9 g, 4.6 mmol) was dissolved in THF (40 ml) and 1M hydrochloric acid (15 ml)

was added. The reaction mixture was stirred vigorously over night. The reaction mixture
was washed with heptane followed by EtOAc. The aqueous phase was made basic with SM
aqueous sodium hydroxide and extracted with dichloromethane. The organic phase was
dried over NaySQy, filtered and the solvent was evaporated. The crude product was
purified by chromatography on silica using a a gradient of CHCls/MeOH/NH; reaching
from 0-10% of methanol containing ammonia (3%) yieding a solid (1.1 g, 99 %).

"H NMR (400 MHz, DMSO-ds) 6 ppm 6.52 (1 H,d) 6.42 (1 H, d) 4.25 2 H, ) 3.63(3H,
s)2.84 (1 H, dd) 2.46 - 2.62 (5 H, m) 2.20 - 2.39 (3 H, m) 2.00 - 2.08 (1 H, m) 1.65 - 1.72
(4 H, m) 1.44 - 1.55 (1 H, m), MS APPI+ M+H 247

Example 313
3,5-Dichloro-N-[(6S)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-

yljbenzenesulfonamide
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I ONo "I The product was prepared using the sane
met hod as in exanple 312 (i) and isolated as a solid
W@ 200611249350 %9 . 'H NVR (400 MHz, DVBO d6) 8 pppeESE200¢/000593

H dd) 891 (1 H s) 8.59 (1 H dd) 830 (1 H, dd)

8.16 (1 H dd) 7.77 (1 Hqgid) 7.69 (1 H t) 6.46 (1 H,

d 6.30 15 (1 H d) 3.63 (3 H s) 2.68 - 2.80 (2 H m

2.41 - 248 (4H m 2.25- 2.36 (1 H m 2.12 - 2.22
k- 79 - 1,90 (1 H m 1.60 - 1.68 (4 H m

1, 22 .34 (1 H m. MSm zM+H 438; MH 436 Exanple
o 20 N-[(GS) 4- Met hoxy- 6
% idin-1-yl-5,6,7, 8-tetrahydronapht hal en- 1-yl Jnaph

HNT “ot hal ene-1 - sul fonam de WD 2006/ 126939
Q /SE2006/000593 105 Chiral 1 HNS O , The
O was prepared using the sane nethod as in
exaﬁp 312 (i) and isolated as a solid (90 ng, 86
Ay, vaR(aoosz CDC13) 5ppm858-863 (1 H,
8.13 (1 H d

The pradupt gas ]ergpé}l]e H§1n§t 6-,5 . “ilf’tg%‘i asamé',}alingle 712 0(;) aéld A@ett%d %7

solid (72 x%% 8@7})&% VR (1@050 N&Iz) DM% 46536 i;i nﬁ') 9@(195 1() Jz 36, (2¢1)d) 6.69
(LH, dms 62. (DH d) 27353 (rIl s)rﬂ 8311 ftI dé) 2. 5:1 @@3((5 H,im)r% 231 ;5,53 &H 1m)
1.85 - {% oL, ke lﬂf%ﬁ)@nﬁlﬁéf& o4x1|yhé§(51ﬂ)r gf%m}?% %%@551%7 M-

H 453,4558-t etrahydr onapht hal en-1 -

yI ] bi phenyl - 2-sul fonam de C Chiral HN,SON H
Example 314
N-[(6S)-4-Methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1 -yl]quinoline-8-

sulfonamide

Chiral
\\S
\y
HN \ N l

0O

The product was prepared using the same method as in example 312 (i) and isolated as a
solid (44 mg, 50 %). "H NMR (400 MHz, DMSO-d) 8 ppm 9.14 (1 H, dd) 8.91 (1 H, s)
8.59 (1 H, dd) 8.30 (1 H, dd) 8.16 (1 H, dd) 7.77 (1 H, dd) 7.69 (1 H, t) 6.46 (1 H, d) 6.30
(1 H, d)3.63 (3 H,5)2.68-2.80 (2 H, m)2.41-248 (4 H,m)2.25-2.36 (1 H, m)2.12 -
2.22 (1 H, m) 1.79 - 1.90 (1 H, m) 1.60 - 1.68 (4 H, m) 1.22 - 1.34 (1 H, m). MS m/z M+H
438; M-H 436

Example 315
N-[(6S)-4-Methoxy-6-pyrrolidin-1-yl-5,6,7, 8-tetrahydronaphthalen-1-ylJnaphthalene-1-

sulfonamide
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Et hyl ((2S)-5-{
[ (4" -chl or obi phenyl - 2-yl ) sul fonyl ] am no} - 8- net hoxy-1, 2
WQ 3004424984 r ahydr onapht hal en- 2-yl ) car bamat e ( 12BCTY§E2006/000593
0.24 mmol) and lithiumalumna hydride 1s (36 ny,
0.96 nmmol) were suspended {g5 THE (5 ml). The reaction
m xture was refluxed under argon atnosphere for 2
hours. The m xture was cooled to roomtenperature and
careful Ly quenched with water. The m xture was
acted with dichl or omet hane (xI'). The organic
was dried (Na2SO4), filtered and the sol vent was
30T at ed. The residue was was purified by
omat ography on silica using a a gradient of
21 3AMeOH NH3 20 reaching from 0-10% of net hanol
0 iNning amonia (3% vyieding the product (73 nyg,
66% . 'H NWR (400 MHz, CDC13) 8 ppm 8.11 (1 H, dd)
e plodige s Rpid ulpRdesipmthdl & #rampie 3 (hnispRhed as o
solid ¢99)mg,.86F%). 'Bi BIR (GORMHY, GPCRDOep10%58%898.63 (1 H, m) 8.13 (1 H, d)

s 06 GRS Q0PERL 395, 5 Los 3yPRt 1 B ooy .

d) 6.191(Z H, Mhlﬂgébfm (3 H)s) 2.95 (1 H, dd) 2.60 (4 H, br. s.) 2.54 (1 H, dt) 2.21 - 2.35
N-[(2S)-5- h(/D phenyl nzet hyl ene%am n(ﬂ - 8- net | Zoxﬁl’ 2
(2 H, 81) 24073 3 00 He 50 416 nla9%e(d-12,-mk 1.79 (4 H, br. 5.) MS m/z M+H 437; M-
H43%I]-2, 2,2-trifluoroacetamde Chiral 1 NO NF S F
The title conpound was prepared as described in
Exanple 312 (iv) giving a solid (3.0 g, 53%. Msnlz
MtH_453. 10 (iii) :
Example 8165) - 5_ ani no- 8- net hoxy- 1, 2, 3, 4-t et r ahydr onapht hal en

(i) 4 '-Fé[oYHJ)-]IZ:VIE?( Rl-g i—g-'métﬁ&gyl-éiﬁﬁé?ﬁﬂ%%y-@% N6 e fdiyipbnapthatenN=/ F

Yl biphe@)-Bsilfobnpldny| met hyl ene) ami no] - 8- net hoxy-1, 2, 3, 4-te
o LT ahydr or};%r?atlwt hal en- 2-yl }-

Ethyl ((25)-5-{[(4'-chlorobiphenyl-2-yl)sulfonyl]amino }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)carbamate (125 mg, 0.24 mmol) and lithium alumina hydride
(36 mg, 0.96 mmol) were suspended in THF (5 ml). The reaction mixture was refluxed
under argon atmosphere for 2 hours. The mixture was cooled to room temperature and
carefully quenched with water. The mixture was extracted with dichloromethane (x1). The
organic phase was dried (Na,SOy), filtered and the solvent was evaporated. The residue
was was purified by chromatography on silica using a a gradient of CHCls/MeOH/NHj3
reaching from 0-10% of methanol containing ammonia (3%) yieding the product (73 mg,
66%). '"H NMR (400 MHz, CDCl3) & ppm 8.11 (1 H, dd) 7.62 (1 H, dt) 7.52 (1 H, dt) 7.28
-7.40 (4 H, m) 6.50 (1 H, d) 6.43 (1 H, d) 3.73 (3 H, s) 3.07 (1 H, dd) 2.79 - 2.90 (1 H, m)
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2,2,2-trifluoroacetamde (3.0 g, 6.7 mml) was
di ssolved in THE (50 m) and hydrochloric 15 acid (1
wOR008226989 was added and the reaction m xture MBESE2006/000593
stirred vigorously at ambient tenperature over night.
The m xture was concentr at in vacuo and the
remai nings were neutralized with saturated sodi um
hydrogen carbonate solution. The m xture was extracted
W 2 I )zp@nd [Ty
227 O S b 3D B P (Lt farlef oo g R ) S
M+H@5a2sS4), filtered and the sol vent was evaporated. The
crude product was 20 purified by chromatography on
silica using a gradi ent of CHC13/ MeCHI NH3 reachi ng
, S Rt,2l:n)-09 O/ 9 2.
() N B AP TR o Iahing R %%f”?% e T R
yl}ZNZ{tz(zﬂ@m@emMao 4- et hoxy-5, 6, 7,
8-tetrahydroc§$hthalen 1-yl]-4'-chl orobi phenyl -2- 25
f onam de 3006/126939 PCT/ SE2006/ 000593 107 C
Sgrral HOO NH2 O
(2S) - 5- Am no- 8- et hoxy-1, 2, 3, 4-t et rahydr onapht hal en
yl]-2,2,2-trifluoroacetam de (280 ng, 0.97 muol)
chloor obi phenyl - 2-sul fonyl chloride (280 ng,
re dissolved in dichloronethane (6 m).
i dined(fdx 35 M) was added and the reaction 5
m xt ur e mas stirred over night. The m xture was washed

& (x tuyrat.ed aqu
The tit totndo Mo NS el poRinset BB SR eBlRE ST EL D e
53%)VMS ndy MpeH 4680SO4), filtered and the sol vent was
evapor ated. The residue was di ssolved in nethanol (5
m ) and aqueous sodi um hydroxide (2 M 3 m) was

(i) Naﬂ'?%-m%@% mg%r%g 1%?4%&&&@%;%%@%' £piy-2eaperature

over night ture was - concentrated’ in vacuo,

triflucaeiddidniéd with 10 hydrochloric acid, and nade basic
NH,

Wi th saturgﬁed aqueous sodlun1hydrogen carbonate. The
2aueous sofIfi on was extracted with dichl or onet hane’
and purified by colum chromat ography on silica
et praduet was isol ated by chromatography on silica
u3|nﬂ 2 a gradi ent of CHC13/ MeOH NH3 reaching from
-0 0-10% of" net hanol cont a| ni ng anmoni a (3% to gl ve the

title conpoun mz ES+ MtH 44 (v)
N-{<2€)c5z§Pl®e{npﬂ(fa6thﬂﬁveda@m%ﬁelﬁﬁhowﬂ}l%%ﬁtﬁtrﬂhydl]oamlﬁbe}lemml}-

2,2,2-Bi8¥cdamtde 3:0 £7%6.7 mmol) was dissolved in THF (50 ml) and hydrochloric

acid (1 M, 22 ml) was added and the reaction mixture was stirred vigorously at ambient

temperature over night. The mixture was concentrated in vacuo and the remainings were
neutralized with saturated sodium hydrogen carbonate solution. The mixture was extracted
with EtOAc (x2), dichloromethane (X2) and chloroform (x2). The combined organic layers
were dried (Na;SOs), filtered and the solvent was evaporated. The crude product was
purified by chromatography on silica using a gradient of CHCls/MeOH/NHj; reaching from
0-10% of methanol containing ammonia (3%) yieding a solid (1.1 g, 55 %). MS m/z M+H
289

(iv) N-[(6S)-6-Amino-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-4'-chlorobiphenyl-2-

sulfonamide
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t et rahydr onapht hal en-2-yl )carbamate G / Chiral ti i
01 HNSO ( 1 bl'N
WOR(G6ABP3B- Ami no- 4- met hoxy- 5, 6, 7, 8-t et r ahydr one@hskEAb&0593
-1-yl]-4"-chl or obi phenyl -2- 20 sul fonam de (172 ny,
0.39 mmol ) and ethyl chlorgdgormate (40 |, 0.42 mol)
wer e di ssolved in dichloronethane (5 m). Pyridine
(0.1 mM) was added and the reaction mxture was
irred for 4chours at anbient tenperature. The
action m xture was washed wth WO 2006/ 126939
006/ 000593 108 hydrochloric acid (1 M and
sodi um hydrogen carbonate, dried (Na2SO) and
HfiY%tered. The sol vent was removed in vacuo and the
esthdque was purified on silica using heptane and
as eluents to give the title conpound (130 ny,
7 "M Mz ES- M H 513 5 Exanple 317 (i)
-Chl oro-N-[ (6S) - 4- net hoxy- 6- ( et hyl af ni no)-5, 6, 7,
8-tetrahydronaphthalen-l-yl]-N—
N-[(2Sre- Aytitn-Bnetlydxy2t,2 3l 4-moahy dtendghtiain- 2ky1]- NN2 @ittuodoad@amide

(280 t975‘g%‘%/’b@i’d hripelinhsanyi-sufony §1E1P¥1%§2|8]9(f%t%% aAbhwere

dlssolﬂﬂd iR dieRl #oYthAne63mi): Pyridipe (0.35 dded and t
t et rahydr onapht haI en- 2- 1§/I }?r\(st hy car aarmteeanc} Efeacuon

mixtug WipStirrad byerwaght dTlssmixtedt was washedivith dI’MthlydftﬁhI(ﬁlcrﬁcid (x2)
s adde The m.xture was_stirred

and se{jied ieb{: ik RETBRED FQlpRRaTUREOT dhe aTasols ayer s dried

(MgS(SQ' IedRed ¥RBthE §@N¥&dv5&yev§i!&ﬁféﬁafh&%s1ﬁﬂgwta§‘&§ &@é& ilﬁiliﬁethanol

di ssol ved i n met hanol and | oaded on a
(5 ml) vwé agusounsPdias hydronids (2Mud 1) was dikind | Thenoixture was ettred at

amb1en¥ﬁ§m§ér%§edo¢eg npghz ’Me mix 15]rle %vais rc‘:oncenggteg in Vécl':lag aSc1c|h¥1§cr1] twﬂ:h

hydrochlonc acid, and made basic with saturated aqueous sodium hydrogen carbonate. The

aqueous solution was extracted with dichloromethane (x2) and purified by column
chromatography on silica The product was isolated by chromatography on silica using a a
gradient of CHCl3/MeOH/NHj; reaching from 0-10% of methanol containing ammonia
(3%) to give the title compound (30 %). m/z ES+ M+H 443.

(v) Ethyl ((25)-5-{[(4"-chlorobiphenyl-2-yl)sulfonyl]amino} -8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)carbamate

Cl\‘)‘ Chiral

Q O
/S\\
HN o)
';,H/ﬁo/\
O

N-[(65)-6-Amino-4-methoxy-3,6,7 ,8-tetrahydronaphthalen-1-yl]-4'-chlorobiphenyl-2-
sulfonamide (172 mg, 0.39 mmol) and ethyl chloroformate (40 pl, 0.42 mmol) were
dissolved in dichloromethane (5 ml). Pyridine (0.1 ml) was added and the reaction mixture

was stirred for 4 hours at ambient temperature. The reaction mixture was washed with
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renmoved and the residue was purified by colum

chromat oghraphy on silica eluting wwth a a gradient
W@R00eHEER3Y MeOHI NH3 reachi ng from 0-10% of net he€DBE2006/000593

contai ning ammonia (3% to give a solid (28 ny, 75%,

1H NMR (400 MHz, CDC13, T= , rotamers at | ower

tenperature) 6 ppm7.94 (1 H, dd) 7.57 (1 H, dt) 7.46

(1 H t) 7.28 - 7.35 (5 H m 6.36 20 6.52 (2 H m

(3. 202 (1 H..dd .63 - 2.94 (6. H m_ 2 51
hydreplolid 581 8 o Apdofybanbibiokincapnits died sy ana
fllteréd 4181e(siblvfe|nt Whs reioved & Metb éﬂd t}{ei r'béldlﬁcﬁvﬁs BN on silica using

g (4' - chl or obi phen ) sul f onyl | am no] - 8- ne
heptqnﬁéggg EiO cas gluents to give the tit e compound (130 mg, 96%). MS m/z ES- M-
H 515€et rahydr onapht hal en- 2-yl ) met hyl car bamat e WO
2006/ 126939 PCT/ SE2006/ 000593 109 O / Chiral S HNO
I, N 101j< 4'-Chloro-N

E I%é g%_4 nmet hoxy- 6- ( net hyl arni no) -5, 6, 7,
Xa ]F 7ahydr onapht hal en- | - yl]biphenyl - 2-sul f onam de
(i)4 (@%&WNQ {)@])Ql fnkﬁ%x)(—g ?mgﬁziylagft(rl'% Wé? )eggﬂﬂc_ligr’to)szaphthalen -1-yl]-N-

di-tert-butyl dicarbona
methyjppderxledsulfondingdsl or onet hane (5 m) DI PEA (0.15 5 nl)
as added, and the mxture was stirred at anbient
perat ure for 2 hours. The nmixture was washed with
af ed aqueous sodi um hydrogen carbonate sol ution
he organic layer was dried (Na2SO4), filtered

i ed. by chromat ography on S|I|ca usi ng a gradi ent
pt gne/ et hyl acetate reaching from 0-100% of

gt hyl Hcetate to afford the product (48 ngy, 70% . M
/ﬁ‘iz MrH 555. 10 (iii) tert- Butyl

5-1[ (4" -chl or obi Fhen yl -2-yl)sul fonyl ] (nmethyl)am
tert- L {gZ.ﬂE% yehlopobiphenyl-2 yl)sulfonyl](methyl)anuno] 8-methoxy-1 2,34-

tetra3tfbrb S ARG ARBRAL AL BN £ ngs} na @Eé’i—car ATR! Esalved in

mchlérbgleﬂm?ﬁ o6 o) aﬂiﬂlﬂ% ((2155 1) wad £dH3M| TRMIbAure was stirred vigorously
met hoxy
at am%’éfl? T&H?PGF%W& L 41%(?1@5% Thegplvient wigd @amadr’ey evapostioy and the

remdl%an%?dl%ee}l slﬁg}%é nggf GAH@ABW ?13;1 %¢$ o?u L gﬁilg 83]?1381 Was \gﬁshed

with mbfﬂ‘lamicand ¢he product was eluted in 0.7 M ammonia in methanol. The solvent was
removed and the residue was purified by column chromatoghraphy on silica eluting with a
a gradient of CHCl3/MeOH/NH; reaching from 0-10% of methanol containing ammonia
(3%) to give a solid (28 mg, 75%), "H NMR (400 MHz, CDCl;, T=40°C, rotamers at lower
temperature) 6 ppm 7.94 (1 H, dd) 7.57 (1 H, dt) 7.46 (1 H, t) 7.18 - 7.35 (5 H, m) 6.36 -
6.52 (2 H, m) 3.78 (3 H, s) 3.02 (1 H, dd) 2.63 - 2.94 (6 H, m) 2.51 (3 H, 5) 2.31 (1H,dd)
1.96 (1 H, br. s.) 1.34 - 1.48 (1 H, m); MS m/z M+H 471

(ii) tert-Butyl ((2S)-5-{[(4'-chlorobiphenyl-2-yl)sulfonyl Jamino }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)methylcarbamate
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bath for 30 s. | odonethane (40 ng, 0.29 nmol) was
added and the reaction m xture was stirred for 2
whowea269%8t er was added and the m xture was exPCHSEMU6/000593
with Et OAc (x2). The conbined organic |ayers were
washed with saturated aquegws sodi um hydrogen
carbonate, 20 dried (Na2SO4) and the sol vent was
evaporated. The residue was purified by WO 2006/ 126939
/ SE2006/ 000593;,5110 chromat ography on silica using
yr adi ent  of heptane/ethyl acetate reaching from
of ethyl acetate to give the product (45 ny,
z AP+ MtH 571. Exanple 318 s
-4- Met hoxy-6 pyrrolidin-1-yl-5, 6, 7,
8- tetrahydronaphthalen 1-yl ] napht hal ene-1 -
X amgde Chiral HNSp No The title conpound was
cc ing to the nethod in exanple 312 to
[T 86% . 1H NWR (600 MHz, CDCl13) S ppm
862(1H m 8.13 (1 H, d) 806(1H, d) 10
7 93 - 7.96 (1 H, 7.58 - 7.63 (2 H, 7.45 - 7.49

4- Chléégﬂ[@-4%%§y£%6281 ‘E%rl%u‘x’ig)r S%S')Jg-t angro }élgalfr![l
ylbiplRngP2-suoiddnife (dtantple 2161Q1)) (56.m@, 0.o2 mrﬁel)) ahd&ﬁ-tert—i;u@?

d1carb$Ha£e %gk&g(? nﬁq@)ppergfggsolygd %%pl@n@ﬂgme (5 ml) @IPEA 0.15
ml) wd¥-ald6&BinPrmé %Hﬁ?@%ﬁ@gﬂr{:@a‘t bRk QOI'? qurs. The mixture

8-t et rahydr onapht hal en- 1-yl ] qui nol'i onam
was wgghed sith s@riatS] Oqudotid &d)inim'ﬁbérogeﬁ bz&bmmmmﬂﬁlﬁbﬁ/\@&) The organic

sver fjs e S Ry b SRR stpwrid e
purified- b%%hfdﬁlat&grﬁ%hy%@%h(:ﬁmﬁ% }a'%r H;e%floﬁ D aé'x @hﬁ a&% t%géa(cg]mg

from 0410Qf% gf @byl(a@eta& uq)aff@nme-prmmen(zl@rmg,zom) Mss thlz MﬂH 3553
2.70 - 2.86 (m 7H 2.58 (m 1H 2.22 (m 1H 1.58
(m 1 H) WD 2006/126939 PCT/ SE2006/ 000593

(iii) tert-Butyl {(25)-5-[[(4'-chlorobiphenyl-2-yl )sulfonyl] (methyl)amino] -8-methoxy-
1,2,3,4-tetrahydronaphthalen-2-yl Jmethylcarbamate

Cl

ok

e

tert-Butyl ((25)-5-{[(4'-chlorobiphenyl-2-yl)sulfonylJamino }-8-methoxy-1,2,3,4-
tetrahydronaphthalen-2-yl)methylcarbamate (46 mg, 0.083 mmol) and sodium hydride
(60%, 14 mg, 0.35 mmol) were suspended in DMF (3 ml) and sonicated in an ultrasonic
bath for 30 s. Iodomethane (40 mg, 0.29 mmol) was added and the reaction mixture was
stirred for 2 hours. Water was added and the mixture was extracted with EtOAc (x2). The
combined organic layers were washed with saturated aqueous sodium hydrogen carbonate,

dried (N22504) and the solvent was evaporated. The residue was purified by
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111 M5 mz MrH+ 412 Exanpl e 320 4
"-Chloro-N-[(6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7,
w@2a0et1iz@By dr onapht hal en-1 - s yl ] bi phenyl - 2- sup¢DREQUDEIEN0593

Cl Chiral HNS6 bl- N iC1N

[ (6S)-6- Ami no- 4- net hoxy- 5, f&o,

8-t et rahydr onapht hal en-1-yl]" - 4" - chl or obi phenyl - 2-

sulfonarri de (exanple 316 (iv)) (52 ng, 0.12 mmol),

fornal 37% i n er,. .36 Al, 0.48 mmol) and
Chm%fé’lgfa@ f4 aﬁleé uging{ayer HPE chemans/ihyl doC s RAGIINE frgm 0-100%
of eth¥DacetdidQo BIvE kM SrodBst 5Y tARDRAL enperature

mé)r 20 m %i Sod%%um cy(gﬁgf)éolrgoho?grﬁzd% :’>O-'§H]rr§,7I 0. 48

mol ) was added and the m xture was stirred at

gt tenperature for 2 hours. Saturated aqueous
Exargggeiﬁlﬁ] hydrogen carbonate was added and the nethanol

N-[(6)Si-MRITY-L8-pyProtidii D-yl- 5 BYE S ReikdHgtifon Wk@k&hrzggy%hmame -1-
di chl oronet hane. The organi ¢ phase was drie
sulfongniidgr ed and t he sol vent was evaporated. The residue
was urlfchrapl by chromat ography on is silica using a
CHC13/ MeOH NH3 reaching from 0- 10% of
containing amonia (3% to give a solid (48
1H NMR (400 MHz, CDC13) S ppm 8.07 - 8.11 (1

ng, ' -
7.59-7.64 (1 H m 7.48 - 7.54 (1 H, m 7.27 -
(5 H m 6.49 (1 H d) 6.43 (1 H d) 3.74 (3 H
[s)72W1) 2.99 (1 Hm238-2.62 (9 H m 2.23 - 2.35

2.01 - 209 (1 H mM 1.39 - 1.51 (1 H m;

MS mlz MHH+ 471, 473, MH 469, 471. 20 Exarr‘gl e 321
The t(lqle) compound was prepared according to the method in example 312 to give a solid

(86«73(3}]%%&% ona&[%]? R1Hd ﬂ‘;}?ﬁﬁ?%' A OOk - AP 19 P ufs.06 %1 1, a)

7.93 reteyil IH m)ems 263(:1 HQHQWME— 7/\@ epﬁ%ﬂ%@%@ H, d) 6 46 (1 H, d)
PCT/ SE2006/ 000593
3.74 (3 Hy ® ZShidddiri) e @rléd%rr %}j2§éc8r5&| (ﬂ@i tna) 3 % Bréflr(%al iy 2.11

(1 HE3P1 86 37924 @ HnYe1 %664 1 b1 €) 1.17 - 1.27 (1 H, m); MS m/z M+H" 437,
M-H- 435.

Example 319
N-[(68)-6-(Dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl] quinoline-8-
sulfonamide

Chiral

0,
/S
HN™ " N I

The title compound was prepared according to the method in example 312 to give a solid
47%).

"H NMR (600 MHz, CD30D) & ppm 9.14 (m, 1 H) 8.52 (m, 1 H) 8.24 (m, 1 H) 8.19 (m, 1
H) 7.73 (m, 1 H) 7.65 (m, 1 H) 6.42 (d, 1 H) 6.26 (d, 1 H) 3.69 (s, 3 H) 3.20 - 3.34 (m, 2
H) 3.11 (m, 1 H) 2.70 - 2.86 (m, 7. H) 2.58 (m, 1 H) 2.22 (m, 1 H) 1.58 (m, 1 H)



conmpound as a solid (85%. 1H NWR (400 MHz, CDC13) 8
ppm7.90 - 7.97 (1 H m 7.55 - 7.61 (1 H m 7.42 -
W@ 2008/18603H, m) 7.27 - 7.36 (4 H nm 7.20 (1 H Pd)/SB2084000593

6.50 (2 H m 5377 - 3.80 (3 H mM 2.92 - 3.05 (1 H

nm 2.63 - 2.84 (4 H, n) 2 3 2.54 (9 H m 1.97- 2.10

(1 H m 1.33 - 1.47 ﬁ% APPI - M5 nfz MHH+ 485,

487. (ii)dN-[(GS) 6 Amno 4-nzet hoxy-5, 6, 7,

-1 et ronapht hal en-1-yl J-4' -chl or o- N-
Ms“ﬁéi‘ﬁw&aﬁéhenyl 2-sulfonamde A Chiral NO -NH, ,0 10

The title conmpound was prepared according to the

nmet hod in exanple 317 (i) to give the title conpound.
Exanifile 330 oduct obt ai ned from the SCX col uim was used in

4" Ch 0&6-]@2@ %t(ggnethﬁgf no)- -;J?Zz%oﬁ/’“ % 7R traftyfondphihdib-) -

s yljbidHeRyd) 2-alfdnathidechl or obi phenyl - 2-yl ) sul fonyl ] (et hyl ) ani
noj - 8- met hoxy- 1, 2, 3,

et rahy%h"einapht hal en- 2-yl]carbamate Cl / Chiral O

< 110 H The title conpound was prepared according

t et hod in exanple 317 (iii). ESI-M5 mz MNH3+

5?4\, 576. WD 2006/ 126939 PCT/ SE2006/ 000593 113
abmacol ogy Method for [1251] SB258585 binding to rat
fatal 5HI6 receptors 5 Materials [1251] SB258585

4 h-specific activity 2000 G /ol was purchased

om Anersharn Bi osci ences Europe GrbH, Freiburg,
rmany Q her chemicals were purchased from

N- [(6S) ! Cnlo?4—me uorx(}:lefs6 9% tet\l\ghryedrgrfapﬁ{l]la{e%t | }91? 4'- ghloro 1phegyl 2-

sulfonamide (example 316 (iv)) (52 mg, 0.12 mmol), formaldehyde (37% in water, 36 ul,

Cl

te

0.48 mmol) and acetic acid (0.1 ml) were dissolved in methanol (5 ml). The mixture was

10 stirred at ambient temperature for 20 min. Sodium cyanoborohydride (30 mg, 0. 48 mmol)
was added and the mixture was stirred at ambient temperature for 2 hours. Saturated
aqueous sodium hydrogen carbonate was added and the methanol was removed in vacuo.
The mixture was extracted with dichloromethane. The organic phase was dried (Na;SOy),
filtered and the solvent was evaporated. The residue was purified by chromatography on

15 silica using a gradient of CHCls/MeOH/NH; reaching from 0-10% of methanol containing
ammonia (3%) to give a solid (48 mg, 85%). "H NMR (400 MHz, CDCl;3) 8 ppm 8.07 -
8.11 (1 H, m)7.59-7.64 (1 H, m) 7.48 - 7.54 (1 H, m) 7.27 - 7.38 (5 H, m) 6.49 (1 H, d)
6.43 (1H,d)3.74 3H,s)2.91-2.99 (1 H,m) 2.38 - 2.62 (9 H, m) 2.23 - 2.35 (1 H, m)
2.01-2.09 (1 H, m) 1.39 - 1.51 (1 H, m); MS m/z M+H" 471, 473, M-H 469, 471.

20,
Example 321
(i) 4'-Chloro-N-[(6S)-6-(dimethylamino )-4-methoxy-5,6,7,8-tetrahydronaphthalen-1 -yl]-N-
methylbiphenyl-2-sulfonamide



Preparation of menbranes: Striatal tissue from adult
rats (Sprague-Dawl ey, 320-370 g, B & K Sweden) were
wale@saedoed out, wei ghed and honogeni zed i n buPEBBE2006/000593
containing 50 MM Tris-HCl, 4 mM MgCl2, 1 nM EDTA, 10 M
par gyl ine and protease inhjjpytor (Conplete, Roche
Di agnostics) pH 7.4 15 using an Utra-Turrax T8 (I KA
Labortechni k, Germany). The tissue honbgenate was
cl entrifuged at 48 000xg for 10 min and the pellet was
suspended and recentrifuged as above. The fina
es were diluted in buffer to a concentration of
- riginal wet weight (ww ) per m and stored in
dihquots at - 70C. 20 Radi ol i gand bi ndi ng asaUs:
Sa ation binding studies were carried out in
icate with 1-3 ng ww. per tube in 0.5 m buffer
Tris, 4 M MgC12, 100 M NaCl, 1 nmM EDTA, 5 nM
/Qscorb te and 10 gM pargyl i ne at pH 7.4), 0.2 nM
[ 1251 ] SB258585 and unl abel | ed SB258585 to give a
The tifl¢ cmhp@mdomstpraparmhadcanmig w0fth&m2thodaf) eRdvhfld 226 eNgive the title
i adi n mas determ ned_25 in thegfresence

COmP%%F“qfé adﬂjl i??btﬂ 490, Mhire (AYripbd PRI lex et (Ikdnmg 7.55 -

T o S B A -0
s 3.77-8c0d8ni,ma) 2.8%s 386 (1 ik m)n6e2. B¢ B, up AB4e- 2546 @oHYRY 1197 -

0 dj | in er. The says were incubated
2JO(£¥fgqigghbtﬁz%gﬁ;FBb&#%é%%@F@Bﬁ%gﬁ4§§d“¥%rninated by
rapid filtration through Whatman GFIB filters
retreated with 0.3% pol yet hyl enei m ne usi ng a Brandel

(ii) N—Eém -O-aripeshierionhd 638-teadlpironapfithglend sy Hét alaroréd i n

methyl%ﬁ@ﬁ)lfl?i—gul . m%\rb 2900TR liquid scintillation _
Wer e anal yzed by non-1linear regression

anal ysesausi ng PRI SM 4. 00 (G aphPad Software Inc.

Di ego, CA). WD 2006/ 126939 PCT/ SE2006/ 000593 114

WD., Mnton, J.A L., Bromdge, S.M, Mss,

N , Latter, A, Rley, G, Routledge, C
dlenlss DN & Price, GW (2000).
@@ acterization of [1251]-SB-258585 binding to hunman
recoﬁﬂanant and native 5HT6 receptors in rat, pig and

10 ~°human brain 5 tissue. Br. J. Pharmacol., 130,
597- 160 Results Typical |1C50 values as neasured in

The titlq ompound avag PaceradagcHimgdo sheemathpyl i cxample 31%(11)@@% the
it cARRAGL i YRR B SRS RLITHNE M By

anot her aspect o
APPI-BI3 mMMHFdSﬂMi%er aspect of the invention the I C50
is below 10 nM Table 1. Specinen results from assay.

15 (iii) tert-Butyl {(2S)-5-[[(4'-chlorobiphenyl-2-yl )sulfonyl |(methyl )amino]-8-methoxy-
1,2,3,4-tetrahydronaphthalen-2-yl}carbamate

C O Chiral

The title compound was prepared according to the method in example 317 (iii). ESI-MS
m/z M+NH;" 574, 576.
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Exanple no K; (nM 122 2.0 0.6 24 42 27 3 7.5 3.6
135 49 16 176 13 5.9 181 19 0.8 313 290 190
wWQAZ@®6/1269%0 2006/ 126939 PCT/ SE2006/ 000593 115 PCI/AEIB6/000593

1. A conpound having the formula I XP-(Rl)n .I O=S=0

| R NRQRIO RNR4 RBIRR s wherein: Pis

C6- 10ar Yl CO 6al kyl, C5 11heteroaryl C0. 6al kyl

C3_7cycl oal kyl C0. 6al kyl, C3_

7het er ocycl oal kyl C0. 6al kyl or C2_10al kyl; Rl is

hydr ogen, hydroxy, hal ogen, Cl_10al kyl, C2_10al kenyl
Pharm@eolbgpl kynyl , Cl_10al koxy, N(R11) 2, B

C6- 10ar Yl CO 6al kyl , C5_11het er oaryl CO. 6al kyl

Cl_6hal oal kyl , Cl1_6hal oal kyl O R70C0_ 10 6al kyl,
Metho@%ggﬁs%%ss%i pirfd e Ea: At MSH TS ptors

CO. 4al kyl, N(R8) SO2R7, COR7, COORS, OS02R7,

(R8?32N())(0_00_6a| kyll, oxo or SO2N(R8)2i nis 0, 1, 2,3,4

.or b5; is a single bond, Cl1_3alkyl, NR6, or Xis Nin
Materigls het er oal kyl or C5_1lhet er oaryl ;yor N, S, X and P
[1251]%15%}5%9 eBLRE sptcfiR abLRRY 20PCYnl was purchased from Amersham

I cycl oheteroal kyl; 15 Q sCHor O;
Biosciences Europe GmbH, Freiburg, Germany. Other chemicals were purchased from

commercial sources and were of analytical grade.

Preparation of membranes:

Striatal tissue from adult rats (Sprague-Dawley, 320-370 g, B & K Sweden) were dissected
out, weighed and homogenized in buffer containing 50 mM Tris-HCl, 4 mM MgCl2, 1

mM EDTA, 10 uM pargyline and protease inhibitor (Complete, Roche Diagnostics) pH 7.4
using an Ultra-Turrax T8 (IKA Labortechnik, Germany). The tissue homogenate was
centrifuged at 48 000xg for 10 min and the pellet was resuspended and recentrifuged as
above. The final membranes were diluted in buffer to a concentration of 60 mg original

wet weight (w.w.) per ml and stored in aliquots at -70°C.

Radioligand binding assays:

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 MgCl12, 100 mM NaCl, 1 mM EDTA, 5 mM ascorbate and
10 uM pargyline at pH 7.4), 0.2 nM [125I]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 .M 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).
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R2 is hydrogen, hydroxy, hal ogen, d _|oal kyl,
C2_| oal kenyl, C2_loal kynyl, Cl1_loal koxy, N Rl' ) 2,
w@26060269%9 CO- 6al kyl , C5_6het er oaryl CO. 6al kyl , PCT/SE2006/000593
Cl_6hal oal kyl , Cl1_6hal oal kyl O, R70C0_ 6al kyl, cyano,
SR7, SO2R8, SOR7, NCOR7, NRgS2R7, COR7, COORY?,
OS02R7, CON(R8)2 or SO2N(R8)2; 20 R3 is hydrogen,
hydr oxy, hal ogen, O _|oal kyl, C2_10al kenyl ,
C2_1loal kynyl, C1_1oal koxy, N(R11)2,
C6- 10ar Yi CO- 6al kyl, C5_6heteroaryl Q0. 6al kyl ,
Hirst, &L eiiraed, FyA L., (Hkoﬁ)ﬁlﬁeoSIMy Mdss, /B DatterbAl, Riley, Gy Ruwtledge,

SR7, SOZR? SORT, N R8 COR7, N(R8) SO?R7,
C.. M, D Xk 2O0V  CoBRY R Rt prb 2l SBs P ab e

iU SRRHROP Y PR 9534;{ Slaghifla FLanbAboRh b

tissue QBr. BalPhainﬁﬂco?;allwnsaﬁ{i&S 6het er oar yI a 2al kyI and may
be substituted by one or nore groups sel ected
i ndependently from hal ogen, hydroxyl, cyano and
Resulfsl_b5al koxy, or WO 2006/126939 PCT/ SE2006/ 000593 116
~ R4 and R5 formtogether C3_7heterocycloal kyl, whereby
TypicBACathlRS avmeakiged ithtieiassaye dessyibedat®ve aratb ptM gr lsegadn one

sreob S By SEERALETL Lt LT 060 Ml O i
ICso i<HEw 50582 A 2 fu%%fspé‘df @0 the 1%%1651%@1@%&%6% 10 nM.

substituted on or y position; 5 R6 is hydrogen,
Cl_6al kyl, C3 6cyc| oakyl, R7OCl_6al kyl, Cl1_6hal oal kyl,

1.6¢ anoal R11)2NOOOO 6al kyl or
T”Megiﬁgﬁéﬁﬁ‘ m%?Pnléﬁ a's C1_10al kyl, Cl-6hal oal kyl ,

HD

Exa Hﬁe_},@aryl Q0. dakkyiv) Co_6hetero ryI Q0. 6al kyl ,

Zcycl oal kyl Co Gal k\/i ar CI. 6al koxyC6_10aryl; R8
122 s a hydr ogenl|, 20L: 0Gal kyI C3_Acyc| oal kyl C0. 6al kyl
— yl or 10
24 C5_6heter oaryl‘@}—@ZI kyI 7 land R8 form together a

3 €5 _6het eroary ? M Thet erocy | oal kyl ; and wher eby
any aryl and heteroaryl under Rl1, R7 and R8 nay be

135 substituted byjspnggor nore grqups sel ected
i ndependent |yl from hydrogen, hdl ogen, hydroxy,

176 Cl1- 6hal oal kyl{ 13 £¢#no, al kyl, QR12, oxo, C1_sal koxy,
SOR12, -SR11, MVD“\” NU:"”*RlZ, S02R12, 15

181 N(R')2, and qadR120.8R9 is hydr ogen, hal ogen, hydroxy,

€t—6atkoxy;—Gi Hkoxy; bJ.- 6hal oal kyl, Cl1_6al kyl
33 o7 ocor12: Rléﬁﬁé—hggrogen 1.l6al kyl, C1 6al koxy or

170 C1.6hal oal kyl|74
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R 1 is hydrogen, Cl_6al kyl or Cl_6hal oal kyl; and 20
R12 is Cl_6al kyl or Cl-6haloalkyl, or R1 and R12 form
wo ogeti@sd a C3_7cycl oal kyl or C3_7het er ocycl oaP&I/EE2006/000593
whereby R11 and R12 nmay be substituted by one or nore
groups sel ected independen{t? from hydrogen, hal ogen,
hydr oxy, cyano, Cl_3al kyl 1 3al koxy and
Cl_3hal oal kyl, or salts, solvates or solvated salts
reof. 25 2. The conpound according to claiml1,
CLAI&;&; ein: Pis C6_loaryl CO. 6al kyl
C5_1lheteroaryl C0. 6al kyl, C3_7cycl oal kyl CO. 6al kyl or
C2 10alkyl; RLis h drogen hydr oxy, hal ogen,
1. A compeoad ksving the fpwatlabxy, C6_10arylCD. 6al kyl, C5
[ hSL%%OZyl C0. 6al kyl , Cl1_6hal oal kyl , R7OCo_6al kyl ,
C0_4al kyl R7CO\I( R8) Co_ 30 4al kyl, COR7 or
_&N%%H(%)Zl nis 0, 1 2, 3or 4, Xis a S|ngle bond or
WD 2006/ 126939 PCT/ SE2006/ 000593 117 Qis CH or
R‘D R2 is hydrogen; R3 is halogen or Cl_10al koxy; R4
id FS.arg sel ected i ndependently from hydrogen or
‘ AR of 5 R4 and RS form together

7 ﬁzﬁcloalkyl R6 is hydrogen; R7 is
Ioalkyl C1 6ha|oa|ky| C6_10aryl CO. 6al kyl ,
B~ 7cyc|o%lkyICO 6al kyl or Cl1_6al koxyC6_ IoarYI; R8
Whmﬁéi a hydrogen, Cl_10al kyl, C6_10arylCO_6al kyl or
_6hal oal kyl; 10 and mhereby any aryl and heteroaryl
Pis Cbmﬂ@ﬂCEfJalkﬁUCsaﬁhktBSaﬂmo dakkys ubstydodiedChyalloieCor - nor e
groups. sel ected inde endently from hydrogen, hal ogen,

7hetergqyc¢<ppé}:y;§p K3y g leydy 5al koxy or SR': R9 is
" 0 0
R g

NR'g Gah@lryiﬁo dalloyl, ;. nhmeloelryfth%allsfl ﬂnghylbalkm]aﬂﬁ yihaloalkylO, R’0C;.
callylPand! R, SR7, R7S0,C4 salkyl, SOR”, R"CON(RY)Co.4alkyl, NR®)SO,R’, COR’,
COORS?, OSO,R’, (R®),NCOC,alkyl, 0xo or SON(R®),;

nis0,1,2,3,40r5;

X is a single bond, C;_salkyl, NRG, or X is N in a heteroalkyl or Cs_j;heteroaryl; or

N, SO;, X and P form together a Cg.13heteroaryl or Cs.ibicycloheteroalkyl;

QisCHor O;

R?is hydrogen, hydroxy, halogen, C;_joalkyl, Co.jpalkenyl, Ca.1oatkynyl, C;_joalkoxy,
N(R™),, Ce.10arylCoalkyl, Cs.gheteroarylCo.galkyl, C;_shaloalkyl, C;.shaloalkylO, R’OCq.
salkyl, cyano, SR”, SO,R?, SOR”, NCOR’, NR*SO,R”, COR’, COOR’, OSO,R’, CON(R®),
or SO;NR®);

R?is hydrogen, hydroxy, halogen, C;.jpalkyl, Ca.ipalkenyl, Ca.jpalkynyl, Cy.joalkoxy,
NRM),, Ce.10arylCo.alkyl, Cs.sheteroarylCo.galkyl, Cyshaloalkyl, C;.¢haloalkylO, R’OCq.
salkyl, cyano, SR, SO,R, SOR’, N(R®)COR’, N(R®)SO,R’, COR’, COOR’, OSO,R’,
CON(R®), or SO;N(R®),;

R* and R’ are selected independently from hydrogen, C.salkyl, C;.shaloalkyl, C, salkenyl,
Cy.salkynyl, Csecycloalkyl, Cs.garylCyalkyl and Cs.gheteroarylCi.oalkyl and may be
substituted by one or more groups selected independently from halogen, hydroxyl, cyano

and Cy.salkoxy, or
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pyrrolyl, benzodi oxanyl, nethyl pyridinyl, benzofuryl,
t hi ophenyl, thioi mdazolyl, benzothiaimdazolyl,
whewsotasazanyl , thiazolyl pyrazolyl, im dazol yPCT/SE2006/000593

met hyl phenyl ;, 20 i ndolinyl, benzopyrrolidinyl,
qui nol i ne, isoquinoline, thiﬁiolyl, I m dazot hi azol yl ,
furyl, ethyl, cyclopropyl, i enyl, ethyl naphtyl,
chromane or indane. 4. The conpound according to any

en, chloro

R o B fosm g Biher Cr dtsocubienol veeripy R nghRa gy be subsitved by
I - t

on & RO A g ity il nRUBRAY o3, LI,

shalaaltybPremspil, Crabeteyoa@INCORIH SOHRNCORET, yhno, SON(R'Y), and oxo

| thyl., nitro, phenyi S02, nethyl S02, NH2S02,
Subsgﬂlgenr%?n%’gyg#&lo%gt h)F/)I ?n)r;yri mi d;rf, )r;yr azol yl ,
R%isGOaR1gBY, Cl-JAM@[,WGEY&bW,W@d%bIkyL @H.Eﬂaﬂ%k’ﬁe@hé@ygr}oalkyl,

11trifluoronetlﬁ%b, uor omet hoxy, di fT uor onet hoxy
R RNCOGerlbibeoxyO2@2Kyl;The conpound according to any

R 8 LR e SRS, BRI T i,

poxy,
salkyll ot Ch_pedkaxy€lshgakyl; f | uor onet hoxy, di fl uor omet hoxy or
WD 2006/ 126939 PCT/ SE2006/ 000593

trifluoroneth .
R® is prftyROEeR, B 110BIRSb haC YRR neg b Gargartie syl Cauheoalkyl or

Cs_cHe®r&ar gglﬁw)o}( is a bond, NH, indol, indoline,
tet a%y roqui nol i ne, tetrahydroi soquinoline,

R’ artsld Zfoxn tegsithes 2 Gssbptertakyl we Corhetdreeyaetipiine. 5 7. The
ound accor di to a n clajzns 1 to_ 6,
RO ¥ e SRy B U g RoaResehe Rty one or
mbtedg’r@lgﬁr’sele@%ﬁhﬂdiepeﬁ&éh‘ﬂ:ygfrdm Hffd%@%én hAtoBER @r\ghroxz, Cy.¢haloalkyl,
i 0 8. e ‘conpounds

fluoroethﬁb and ‘pyrroliding. 1 T e
cygno- B ORr o pxe.Har-sgHonp KIS R HGOMR '), NR™)COR™, SO,RY,

- exy- N, N-di et hyl - 8-[ (phenyl sul fonyl ) am no] c
Nﬁ??ﬁ’aﬁlﬁ?@%ni um acetate, (3R)-8-{

R is[hiydrogh, draigles iyt drsiy, 09 atkdxy@ 0, Belloalkoxy, Cyshaloalkyl, Cygalkyl or

15- met hoxy- N, N-di met hyl chr oman- 3- anmoni um acet’at e,
COR3: Br omp- N- [ (3R) - 3- (di met hyl ani no) - 5- met hoxy- 3, 4- di hydr

R i¢h rOTRARA: C Lokl RERZ S onami de,

B N%i(fba%)?‘ 3% 'ﬁet h‘%\ an’no) -1131-?&?1%%1 oli(y- 3, 4- di hydr o- 2H chr
R ipnysiiogny C) krlkylem 1 sHaloalkylf amhini de,

2. R) - 3-(di | am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
R I%L%ﬁﬁaﬁf Fl%aﬂgl%)&r 4- net hyl benzenesul f onani de,
R and R™ form together a Cs scycloalkyl or Cssheterocycloalkyl, whereby R'! and R
may be substituted by one or more groups selected independently from hydrogen, halogen,
hydroxy, cyano, Cy.3alkyl, Cysalkoxy and C;_shaloalkyl,

or salts, solvates or solvated salts thereof.

2. The compound according to claim 1, wherein:

P is Cs.10arylCo.salkyl, Cs.;1heteroarylCy galkyl, Cs.cycloalkylCy galkylor C,. jpalkyl;

R! is hydrogen, hydroxy, halogen, C_jpalkyl, Cy-j0alkoxy, Ce.10arylCo.salkyl, Cs.
1heteroarylCo.alkyl, C;.shaloalkyl, R’OCygalkyl, NO,, R’S0,Cy.4alkyl, R7"CON(R®)C.
salkyl, COR” or SO,N(R®),;

nis 0,1, 2,3 or4;

X is a single bond or NRS;
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6-chl oro- N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hyd

WO 0008HReBY onen- 8- yl]im dazo[ 2, 1- b] PCT/SE2006/000593
[1, 3] t hiazol e-5-sul fonam de,
N-[ (3R) - 3- (di net hyl am no) - PIE t hoxy- 3, 4-di hydr o- 2H chr
onen-8-yl]-2- (nethylsul fonyl ) benzenesul f onam de,
5-chl oro- N

. (55‘*& Rb 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

Qis GH98Y%Y 1 23 net hyl - 25 1- benzot hi ophene- 2- sul f onani de,

leﬁycﬁ &F 0- N-[ (3R) - 3- (di et hyl am no) - 5- met hoxy- 3, 4- di hyd
r'o- 2H chr onen- 8- yl]-2,1, 3-

° is hrdpgenxai diact¥fya- sul f onami de,

o A BT B 1 2

R* and (R5 form together Cs.sheterocycloalkyl;
laﬁ;é 3R) - 3- (di net hyl am no) - 5 met hoxy- 3, 4- di hydr o- 2H chr
R®is P68yl ] - 2, 3-di hydro-|

7is ggb%%g @3 817% O%régubé %@@’T@(gs%lkymg@ﬁ%al@ﬁ@% alkyl or Cy. GalkoxyCG_
10aryl3- ( 2- chl or ophenoxy) - N-[ ( 3R) - 3- (d| met hyl am no) - 5- met hox
R%is %hgdrag% 611@?1%% %60122{1”?/{8) 6a1§y1 ché glrf{elsul fonam de,

andl w3Beb ah fl VB bAY h@Bioas)l uhddret hRX chBRﬁnﬂy vy dustiddte by 648 or
en-8- yl]thiophene-2- sul f onam de,

5
maqe RrogRy saeqtert wéﬁmdaﬁﬁlmyméwﬁagﬁ@%wgm, di-shptnabsbigyarg, Ci-

alggggﬂ I1] 2- (1- napht hyl) et hanesul f onam de,
> 'oF 0- N-[ (3R) - 3- (di net hyl am no) - 5- mret hoxy- 3, 4- di hyd

% is h;adragénchmd)nen 8- yI ] napht hal ene- | -sul fonam de,
10 cyano N-[ (3R) - 3- (di net hyl ami no) - 5- met hoxy- 3, 4- di hyd
R 1SrIB’ X8%8hronen-8-yl]1-1,1' - io bi'phenyl -2-sul fonani de,

orsal{\é' L&l@a@s%s@@a@tﬁﬂ d4@) - 5- met hoxy- 3, 4- di hydr o- 2H chr

yl']1-3- (trifluor omet hyl ) benzenesul f onam de,
N-[(SR) 3- (di et hyI am no) - 5- met hoxy- 3, 4-di hydro 2H-chr

3. Th%gnfrgp?%%la]ccord% th Uaimd7 of 5t hLe()rgirﬁeE;]Fs_p%ér?}% il pyrldinyl
pyno{yﬁ aa%hzé’m&ﬁnsmhibﬂhﬁﬁyﬁm}lﬂSbmbﬁ@yqym%;ﬂmﬂﬂh Wi dddoBly om
0![ am no_} sul fonyl)phenyl ] acet am de,
benztha@@d@q 8- banaairagapylz tiazy s(lmrmlﬂymﬁwféy gedptphsnyl. 3
1nd011’n§1 %55%99801%&3§1§th19 lﬁgﬁnes 1so¥1|.n-|n ﬁﬁleo Itljngfo'lﬁ Md@&ﬂf&&?f furyl,

ethyl, cyclopropyl, thienyl, ethylnaphtyl, chromane or indane.

4. The compound according to any one of claims 1 to 3, wherein R'is hydrogen, chloro,
fluoro, bromo, iodo, methyl, ethyl, i-propyl, n-propyl, n-butyl, tert-butyl, phenoxy,
methoxy, ethoxy, propoxy, pyridinyl, isooxazole, benzooxazolyl, thiophenyl, methylCON,
phenyINCOmethyl, phenylSOsethyl, nitro, phenylSO;, methylSO,, NH,SO,, phenyl,
cyano, COOmethyl, pyrimidyl, pyrazolyl, COmethyl, hydroxy, fluoromethyl,

difluoromethyl, trifluoromethyl, fluoromethoxy, difluoromethoxy or trifluoromethoxy.

5. The compound according to any one of claims 1 to 4, wherein R? is halogen, methoxy,
ethoxy, propoxy, fluoromethyl, difluoromethyl, trifluoromethyl, fluoromethoxy,

difluoromethoxy or trifluoromethoxy .
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4-cyano- N-{(3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr
0- 2Hchronen-8- 20 yl] benzenesul f onam de,
WORG63EP3B- (di met hyl am no) - 5- net hoxy- 3, 4- di hy dPCF/SE20061600593

onen- 8-yl ]-4- propyl benzenesul f onam de,

N-[ (3R) - 3- (di met hyl am no) - fgret hoxy- 3, 4- di hydr o- 2H-chr

onen- 8-yl ] napht hal ene-2- sul f onam de, 25

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

onen- 8-yl ]-4- nethyl benzenesul f onam de,

4- bromo- N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr
6. Theaso2iponhd acvendifig toydnybemezsvésmb fl ao 8pwhaein X is a bond, NH, indol,
indolilji)’eh kt’%?qgg@q%g&g%zﬁ%qg It%l-w%&gg)lsog@ giirrlres tbgrs(zlo?(tanzer{aci)r)le, ?sogledto{]igé( gr 3

benzadpldeli ophene- 2- sul f onami de,
4-tert-butyl -N-[(3R)-3-(di net hyl am no) - 5- net hoxy- 3, 4-d
i hydr o- 2H chr onen- 8- yl ] benzenesul f onam de, WO
2006/ 126939 PCT/ SE2006/ Q00593 120 . o4 5
7. The AR LRG0 F PR ¢ Byhosein R g R o pelegied
indeped@eittyBfrin]rydro gt tAGk YD 6% E Aty QALY fluoroethyl and
el or N D am%o)ﬁg??r]:t hoxy- 3. 4-di hyd
pymolidn® H chr onen- 8-yl | benzenesul f onani de, 5 N-[4- ({
[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom
en-8- yl] amno } sul fonyl)phenyl] acetam de,
8. ThezobrponmdselecRR) radn (i grethydmisting bf 5- met hoxy- 3, 4- di hydr

N T AR T A
(3R)—8€L[(§—Chi&3ﬁﬂehhﬁéﬂlfbﬂyhaﬁﬂ{of} e dHoR ) RANZ et Y han-3-

} benzam de,
ammopiuBRyceBE, di et hyl ani no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om

3 BrofPnP AR5 Ciprbb b RO ek OIS ARG o1 o
yl]bengéRBulfonthdide4- et hyl benzenesul f onam de, 15

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
N—[G&bréwgDen%ihqlarzinomStm@tbeméﬂe@hydr@%rpb@men%-yﬂ/biphenyl-ét-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2-methoxy-4-
methylbenzenesulfonamide,
6-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllimidazo[2,1-b][1,3]thiazole-5-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2-
(methylsulfonyl)benzenesulfonamide,
5-ch10ro-N—[(3R)—3—(dimethylamin0)~5-methoxy—3,4-dihydro-2H~chromen-8-y1]-3-methyl—
1-benzothiophene-2-sulfonamide,
7-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-2,1,3-
benzoxadiazole-4-sulfonamide,
N-[(3R)-3-(dimethy1amino)—5-rhethoxy-S,4-dihydro-2H—chromen-8~y1]—3—
(trifluoromethoxy)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2,3-dihydro-1,4-

‘benzodioxine-6-sulfonamide,
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2-chloro-N-[ (3R)-3-(di et hyl am no) - 5- net hoxy- 3, 4- di hyd
ro- 2H chronen- 8-yl ] - 5-

W@ oobflRaeey onet hyl ) benzenesul f onami de, PCT/SE2006/000593
N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
omen- 8-yl ]-4-nmethyl -3- 20 fjigt robenzenesul f onam de, N
[ (3R) - 3- (di net hyl am no) 5- nmet hoxy- 3, 4-di hydr o- 2H chr om
en- 8-yl ] napht hal ene- - sul f onam de,

s D LA Bl e et
yl]benéelidshkfdsrde{:(SR) 3 (dl met hyl am no) - 5- net hoxy- 3, 4- di hyd
nen-8- vyl | enzenesul fonani d

4 5-GEToorN LI0r HEIDISO RO R oes 2Hes emgn-8: 4. d

thidpR¥EH-9- fggljﬁg] n-8- yl]benzenesul fonam de, N[5-({
ylithi p?SR) 3§g |me(aE§I am no) - 5- net hoxy- 3, 4- di hydr o- 2H chrom

N-[ (3}k)rq3-$dm&ﬂl§51i11}1mm)-ﬁemethoxy-3 4-dihydro-2H-chromen-8-y1}-2-(1-

fon thyl -1, 3-thi azol - 2-yl ] acet ami de,
naPh“{@ek Sy'%‘) hyI ami no) - 5- net hoxy- 3, 4- di hydr o- 2H- chr
4- chlogfmn %%%Jg%(ﬁig%ég Qﬁhﬁf s-ﬁ&h&@ﬁém&ﬁydﬁé@ﬁ%@n&@%

yl]naphﬂl[a(eztsa)hsﬂtqmamiehyl am no) 5- met hoxy- 3, 4- di hydr o- 2H chr

oy R RREp Lo R AR AT AR chemem i Ly

bipheriy2dsudfoRimide; omen- 8-yl ] - 2- hydr oxybenzenesul f onami de,
S ) \ .
N-[GR)-3(dpetiylamingsd risthen ndi-dibyise Rk ghrgmend-Wdr o- 2H chr

nzenesul f onam de,
(bt | { 3]‘%%%112(%?%\:@{ : am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
N-[ (3R))P&-|Gd1ﬁ}e}h}]lamﬁ],o5—5 Idethwtqu%yhiwdzeﬂébcﬂrbma{&-yﬁﬁ-pyr1d1n-2~

no- N- [ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4-di
ylthlo;]%:&f:%-%f n-8- 10 yl tthi ophene- 2- sul f onam de,

N-[3-($[(9 Wﬂ%&tﬁﬁ%ﬂ]&)%@%ﬁ%h%ﬁ PdroERhiRNs-@, 4- di hydr

hr omen- 8-yl ] oxybehzenesul f onam de,
yl]amm{mybpl(@wﬁmdﬁ@mém no) - 5- net hoxy- 3, 4- di hydr o- 2H- chr

1- acet}gl@-%romg N [éR) %p(la éﬁl %grlnfn% %l &gtﬂlo)%? Igen&hydrol‘ﬂﬁ %rrgeg -
ylJindoline-6-sulfonamide,
4-cyano-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-4-
propylbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-ylJnaphthalene-2-
sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
methylbenzenesulfonamide,
4-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide,
3-bromo-5-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]thiophene-2-sulfonamide,
4-tert-butyl-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide,
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N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
Wor@6AS999 | - 5-[ 1- met hyl -5 PCT/SE2006/000593

(trifluoronethyl)-1H pyrazol - 3-yl]

t hi ophene- 2- sul f onam de, 20

2-cyano-N-[ (3R) - 3- (di net hy][ am no) - 5- met hoxy- 3, 4- di hydr

0o- 2H chronen- 8- yl ] benzenesul f onam de,

-chl.oro- )~ 3-4 di et .h ' -5- met hoxy-.3, 4-di hyd
N—[(31?255-2%%%}};3}%1#%&%?1?&18&%,_4-33b?cﬁ]o%—c]?romen@yﬁ-m
methodtybaizBydsulkbhaayidaz ol e- 4- sul f onami de,

l\l—ﬂ%&SR}{- 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
2-chlqy [@ )-9r(}igg@fzg@]ﬁgglm)f%mgmoag—?’,4—d1hydro-2H—chromen-8-

= 3=:6di met hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr
yl]bedg-ﬁ%ér?ﬁ@%aﬁ??g’, 5- di net hyl i soxazol e- 4-sul fonam de, 25

N-[4-(H{ BRIB) (dAnéttiymtiny)- Rmethoky-3-4vdihlydooy2 B, chrathénglr o- 2H chr

0 n%}%&) 1- %t hyl -] H i m dazol e- 4-sul f onami de,
yl]amﬂrg’l[?“(‘é leed}y. &t no) - 5- met hoxy- 3, 4- di hydr o- 2H- chr
Z-bro%g?{]l)[/ﬁgR%J_S%(id%étﬁ??éﬁﬁ%)lﬁmeﬁiokw3995@1'9&022ﬁl5h§&ﬂé}ﬂ8-de’
yllberz¢mmplignamideset hyl ami no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om

en- 8-, 30 .yl n no sul f onyl ) t.hi e; 2- carboxyl at e,
N-(IsR B gt A e R B B AR i ke o
yllam@ioR s SmyDilndr-2 pimendbl kenzeanasul f onam de, WO

2006/ 126939 PCT/ SE2006/ 000593 122 N '
N-[GRI-3inpsipdaminopyr mainasy-3 g-diyde:dH-ghpmentiyd d- 24 chr om
. - - - | .

(tnﬂu?{bp’?é %%E%JF g%él? %@f@baglrl}%eénesul f onani de,

N-[(3R)-B(dinih yd i) {5(:3RhoBy-6 di dibydryi 25t vo)neb-Svptl Hoxy - 3, 4- d
i hydr o-2H chronen-8- yl]benzenesul fonam de, 5
ethylb,qp%/e‘(ng%légg@&{%t hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

N—[G%EIF?%%Q(}?]}- 'r@)—s%lfeﬂhaﬁ-@ Q%Eﬁﬁ@%i&%ﬁféh@zu-z-

. (di met hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
nitrobemaeneglfphimleget hyl - 5- ni t robenzenesul f onam de,

G R o B T
(triflubfosRmB)beiemeillfdnamidy)) - 5- net hoxy- 3, 4- di hydr o- 2H chr om
en-8-yl]-3,4,5- trinmethoxybenzenesul f onam de,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-methyl-3-
nitrobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-ylJnaphthalene-1-
sulfonamide,
4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-3-
nitrobenzenesulfonamide,
4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
ylJbenzenesulfonamide,
2,4-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide,
N-[5-({[(3R)-3~(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yl]amino }sulfonyl)-4-methyl-1,3-thiazol-2-yl]acetamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]thiophene-2-

sulfonamide,
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N- [ (3R)-3-(di net hyl am no) - 5- net hoxy- 3
, 4-di hydr o- 2H chronen- 8-yl ] -3-

woreaohisbdsenzenesul f onam de, 15 PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onen-8-yl]-2- (trifluor orre?@loxy) benzenesul f onam de,

4- brono- N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr
0- 2H chronen- 8-yl ]-2- fluorobenzenesul f onam de,

BB AR g Bttt B

benzenesul am de,
nitrob8azehbailfonhn|de3R) - 3- (di met hyl am no) - 5- net hoxy- 3, 4- di hyd

5 U TR 31

hydrok?oe%'i'é&@ﬁl%ﬁu@e -4- fluorobenzenesul fonam de, 25
3-chloro-N-[ (3R)- 3 (di met hyl am no) - 5- net hoxy- 3, 4- di hyd

N-[(3Rb3-z&imdﬁlnyiammo8—5ym§:thdxy-ﬂ MudihpdrerdEnieuichahgliizde,
¢ b chl oiﬁ 3R) - 3- (di et hyl am no) - 5- net hoxy- 3, 4- di hyd
nitro F%Zeﬁﬁﬁu PORER: 8- yI ] - 4-

N-[(3R}- Bl(ﬂin%@lﬁ}qﬁﬁﬁi JS)rﬁ@tﬂé Qﬂu&ﬁ?cﬂ%m}ﬂ@hroﬂren -8-y11-2,5-
(3R) - 3- (di rret yI am no) - 5- hoxy- 3 di hydro 2H chrom

dimet y@e%e}lﬁ foggmiskkeny| met hanesul f onani de,

. h 2 h
S-S e A PR R o o g en -
yllthiGhend-2 26880ankdd/ SE2006/ 000593 123

N- - 3- (di et hyl am no) - 5- net hox di hydr o- 2H chr

'bfo%ﬂi[ﬁ-f&%%}édﬁngﬁﬂé%bnoj 5-#@%‘19%@%%%@@@%%@% 8-yN:2-
meth&@g&e&sggbﬁ@ﬁlagl am no) - 5- met hoxy- 3, 4- di hydr o- 2H- chrom

en-8-yl] -4- (trifluoronethoxy)benzenesul fonam de, 5

N-[(3R)-8~(dinesith daroink)-p (188 eBy-B di-dibydipi 24t imojneb-8agf 5o xy - 3, 4- d
(phen&ls%lg%)_yp%r egp—??%gf%na%uﬂ benzenesul f onam de,
N-[(3R)- mm%ﬂ{ﬂarﬁﬁlbwlrﬁahw 33- d{ﬁd}@&ﬁ éarém‘éhfg\lﬁﬁ B:-[4neAyRsm

benzenesul f oriam d

(tﬂﬂuPWR}h}é) Hrmmyﬁai&dtm@ph@s%mimMm di hydr o- 2H chr om
2-cyaftNGRI2 3 Yo RENASHES IS [ R0858 75 - dihydro-2H-chromen-8-
yllbenzenesulfonamide,
5-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1,3-
dimethyl-1H-pyrazole-4-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-3,5-
dimethylisoxazole-4-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1-methyl-1H-
imidazole-4-sulfonamide, '
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-5-isoxazol-3-
ylthiophene-2-sulfonamide,

methyl 3-({ [(3R)-3-(dimethylamino)-5-methox y-3,4-dihydro-2H-chromen-§-
ylJamino }sulfonyl)thiophene-2-carbox ylate,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-4-

phenoxybenzenesulfonamide,
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3-chl oro-N-[ (3R)-3-(di met hyl am no) - 5- met hoxy- 3, 4-di hyd
ro-2H chronen- 8-yl ]-2- nethyl benzenesul f onam de, N

WO e®R)12633¢ di net hyl am no) - 5- met hoxy- 3, 4- di hydr oP@QFHSEI0&IN0593

en-8-yl] -2, 3, 5,6- tetranethyl benzenesul fonam de, is
N-[ (3R) - 3- (di net hyl am no) -ﬁ-zrret hoxy- 3, 4- di hydr o- 2H chr
onen- 8-yl ]-2- fluorobenzenésul f onam de,

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

- 8- -4- fl.uorpobenzen f m de
NGRS PP RS W35 214 o
bis(trifl 08Nty bedzendilfohhmidelior omet hyl ) benzenesul f onami de,

2, 5-dichl oro-N-[(3R)-3-(di net hyl am no) - 5- net hoxy- 3, 4-d
2,6-digHoep-N-[E3R k- Br( Simsthybamipp)-§ mraspevond 4 slikydre Shashremen-8-

- 3-(di met hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr
yl]ben(%lén%éﬁ-ﬁgz)%%?@g’, 4- di met hoxybenzenesul f onam de, 25

N-[(3R-B{(3iDetBylattinB 5yt tB ot 18 i=-Bh ydb Mk yhidméndB-Miy-Ar@- 2H- chr
. onen-8-yl]-2,5- dinethyl benzenesul f onam de,
difluopphenzyesdiqraPids hy| ami no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

sth{lamind) Bl fqnam -8-y1]-2- 5-
N e o s W e S
nitrobemzzne@ifpinhmRie5- 30 di fl uor obenzenesul f onani de,
N-[GR ey ey s ek S 1 R EL A Ghrdmen - P AL g2 T+ O

pentylbBh2R¥EtInbANAE, ) et hyl ] benzenesul f onani de, WO
2006/ 126939 PCT/ SE2006/ 000593 124

N-[(3R)-3H{limesh WapiBR)S-1sethak yrdvrdihydroridi-chromentioyi-33t.3~ di hyd
. -2H-chr - 8- .yl ] napht hal ene- 2- sul fonam de, N-[4-({
mmﬂf‘? e?%{bfgﬁn&a%ﬁ%m no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

N-[(3RP38dinydthylanini)}5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3-
sul fonyl ) phenyl]-2,2,2-trifluoroacetam de, 5
methylpenzergsuBoRamidet hy| ani no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

NS SR S L e et R e,
(trifluorairdtiodry)bemedsulydriamagdt hal ene- 1- sul f onani de,
4-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-2-
fluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-2-methyl-4-
nitrobenzenesulfonamide,
3-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yljbenzenesulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-4-
fluorobenzenesulfonamide,
3-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-4-
fluorobenzenesulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-1-
phenylmethanesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2.4-

difluorobenzenesulfonamide,
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4- (1, 3-benzoxazol -2-yl)-N[(3R) - 3-(di met hyl am no) - 5- ne
t hoxy- 3, 4-di hydr o- 2H chronmen- 10

wW@200bj1®sz enesul f onam de, PCT/SE2006/000593
N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onen-8-yl] -4- methyl napht ene- | -sul fonam de,

5-chl oro- N-[ (3R) - 3- (di net hyT'am no) - 5- net hoxy- 3, 4- di hyd
ro- 2H chromen- 8- yl ] napht hal ene- 2- sul f onam de, 15

R) - 3- (di met_hyl ami ng) - 5. net -3.4-di h - 2Hchr
ARE AT R S R i s e R e
methybdnzdRsaiforl4iagt hyl am no) - 5- met hoxy- 3, 4-di hydro- 2Hchr
onmen- 8-yl ]thi ophene-3- sul f onam de,
N-[3R)-3HHimnash WamiiBm)S-Bethekyrdhgihadrordi-chomentdyll=4, 4- di hyd
.a.r0-2H chronmen- 8-yl 1-4.5- 20
(iR bR B de.
2,5-diBhlbf3R)} {(BR f-8i(aRiidilyy] afindP b -rhethBt 8 M4ydiBydto Db yliomer - c hr
onmen-8-yl]-4- (nmethyl sul fonyl)benzenesul f onam de,
yllbengepgsnlfprainide( 3R) - 3- (di net hyl ani no) - 5- met hoxy- 3, 4- di hyd

24,6 N[ QRS- Rihbehy artio) H-hleHRh RSN AARARMD AR
yllberdehdsBRpadniddj met hyl ani no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
-8-yl]-1,1' -bi phenyl - 4- i d
3 brogodyl e EarR T Dok AT PR T B hoy - 3
yl]be%zéﬁﬁumgﬁrﬁfdgl'l' chronen- 8- yl1] benzenesul f onam de,
c

- oro-N-[(3R) - 3- (di met hyl am no) - 5- net hoxy- 3, 4-di hyd
3-chloro-NHH3RN o tdemeBylan]ina)-5-g@theay B4-gevydengE cahremems odl-2-

- br onn- 3R) - 3- (di et hyl am no) - 5- met hoxy- 3, 4- di hydr
meth}ﬁbeﬂzl-e%eﬁ}‘lg%%@g%yl ]-2- met hyl benzenesul f onam de, WO
N-[(3R§BG kRPN, Sind(HoeY-3008i83drolA%-chromen-8-y1]-2,3,5,6-

4-chl oro- N-[ (3R) - 3- (di et hyl am no) - 5- net hoxy- 3, 4-di hyd
tetramegh yYpprezpnesgauatide] - 2 5- di net hyl benzenesul f onani de,

NS A8 ST ety o 21
fluorcbehtengsulfdnpndde) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr
N 3 e e TR 55)-3 ez S e S b AT A men-8-y1]-4-
fluorobenzenesulfonamide, .
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-2-
(trifluoromethyl)benzenesulfonamide,
2,5-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllthiophene-3-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-3 4-
dimethoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-2,5-
dimethylbenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-3-
methoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-2,5-
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-[ 2-
(phenylsulfonyl)ethyllbenzenesulfonamide,
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1- (3-chl orophenyl ) - N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy

- 3, 4-di hydr o- 2H chr onen- 8- yl ] net hanesul f onam de,
wWOR§o63EP3B- ( di met hyl am no) - 5- net hoxy- 3, 4- di hy dPCF/SE20061600593

onmen- 8- yI] 2,4,5- 10 trifluorobenzenesul fonam de,

met hyl 4- ({ 124

[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chrom

en-8- yl] am no } sulfonyl)-2,5-dinethyl-3-furoate,

sk R S AL s Ao o b

yllnapBtiadne20sulohidfde; 3- (di met hyI am no) - 5- met hoxy- 3, 4- d| hyd
ro- 2H chronmen- 8-yl ]-5-fluo

N-[4- @L@Bﬁﬁ%ﬁm@a@m)mmoaéﬁ i dihydro-2H-chromen-8-

0) - 5- net hoxy- 3, 4-di hydr
yl]armglp g@%ﬁ?@b’r&ﬁ@%ﬁfgh et E e{t%mngeﬁesul fonamyde d
N -[(SRHS((&B)eﬂl%ilz(rdiinﬁ)ﬁrlshydﬁh@iyn@ﬂ-cﬁhjéfﬁbmyhrafrfn{ﬂ ynygzp 0- 2H- chr
onen- 8- -6- 20 phenoxypyri di ne-3-sul f onam de,
Phenfﬁls'ﬁlf%ly%%?ftzﬁ%ﬁugowg*?) 3- (di met hyl ami no) - 5- met hoxy- 3,
7. f -
ranorfod 83 -G PRSI 5
yl]napdxtlﬁaﬂcbrlcﬁrsﬂbnalal(yeu 2,5- difl uorobenzenesul fonam de, 25

4-(1, 33%{51% SJga)z&)]?% S@—I\TF[‘ %ﬁ@ ?hé{? rret hﬁf:%’é:&l%é{?ﬁ sd!étgi }%rdgo %ﬁl- hiomen-
_yl]bgﬁz’iﬁ);gu&coﬁﬁhmt hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr om
-yl]1-1, 1" -bi phenyl -2- sul f onam de,

N—[(3Irm ?((Qlﬂ)eﬂadmnﬁéﬁﬂwtbmshéﬂ &hydspbkghremend-wdr o- 2H- chr
HH n-3- 30 yl net hanesul fonam de, N[
meth (3 }%Iezélallrrsi] iﬁ}{% am ho) - 5- net hoxy- 3, 4- di hydr o- 2H chr one
-chlcme& -JBR)-3+ (armedhydmamd)ét mathes y3f{dediapided H\RroHe8-126939
PCT/ SEZOO? 000593 126
ylnapitiyalene; yl ami no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr
- Al §iHEAN3 2-dif b PRBEAERen-8-y11-1,2-dimethyl- 1H-
N [(312?%3?&&“1?&[ ?g%ﬁ H %Pmst hly%arm no) - 5- n%t h}é>]<y- 3, 1Arf][-led yhy
imidazble-42hlfohamiden- 8-y | benzene- 1, 3- d| sul f onami de,

N-[(3R)-3-~(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}thiophene-3-

sulfonamide,
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1}-4,5-
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
(methylsulfonyl)benzenesulfonamide,
4-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro- 2H—chr0men—8 -y11-2,5-
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-1,1'-biphenyl-4-
sulfonamide,
2-chloro-4-cyano-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-
yllbenzenesulfonamide,
3-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-4-
methylbenzenesulfonamide,
4-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3.,4-dihydro-2H-chromen-8-y1]-2-

methylbenzenesulfonamide,
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5
N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr

wWorwaAS999 | - 4- pentyl benzenesul f onam de, PCT/SE2006/000593

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
onmen-8-yl]-3-(2- methoxypheroxy) benzenesul f onam de,

N-[ (3R) - 3- (di et hyl am no) - 5- et hoxy- 3, 4- di hydr o- 2H- chr
onen-8-yl]-4"-nethoxy-1,1"- 10 bi phenyl - 3- sul f onam de,

4-chlobb-N- ﬁ@ky a agﬁémmn%ws%hé y@uh&iggal% A1 OO G g

omen-8- "yl cycl opropanesul Fonan
dlmeﬂlyl[:ealzsmsuli@nmﬂe: uor onet hyI ) phenyl ]-N-[ (3R) - 3- (di net hyl

NG RhstilE thoﬁ-&%ﬁﬁ%&é@ r%@éﬂizé%?h@@en-&yﬂaﬁ:4-

tnﬂuo%ﬂeﬁﬁa%bsﬁfcﬁﬂm[@t hyl anmi no) - 5- met hoxy- 3, 4- di hydr o- 2Hchr
- fluoronapht hal ene- 1-sul f onam de,

'bUtYNI‘{ @R} 33]d(17@ﬁthﬁﬁlﬁy10&|5rmgt}105yﬁék -fibygroH-chiicmentr - 2H- chr

5- di fl uor obenzenesul f onam de,
yllben \é]% %L%dl met hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr

1-(3- chmmphsﬁyw N-R3R}- Mﬂlﬁ:@ﬁhyl&&ﬂ@—ﬁhﬁ%&@ﬁilzﬂnﬁﬁyﬂrﬁ%ﬁﬂﬁﬁﬁlen—&
) (di met hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
siimediisys goeanp dg. | 2-

VOGRS AL,
tnﬂuorc{ognmtfl#f:ﬁm) ﬁ n?t |hoi(y|-|? 4; rol e ul f onam de, 25
methy YR A oS Ty - St i o Echvarangy - 3, 4-d
yl]annhb}’s@[f@n?lb*i@%ﬁﬁﬁﬂd—@-ﬁkda‘té

(trifluoromet iré 8 benzenesul f onani de,
5-brome-p(chyo-N-{@R tﬁym@hﬂlnm;noaﬁmmﬂmxysst dibyidtoy2H-ob@rhenk-

Ny 1- met hyl -
yllpyn m%n% ?‘lljor orre(h[’]yl ) - 1H pyr azoI 5-yl ]t hi ophene- 2-sul f onam

3-chloicdN-[(3R)-3-(dimethylamino)- -5-methoxy-3,4-dihydro- 2H—chromen-8 -yl]-5-fluoro-
R) - 3-(di mst hyl am no) - 5- met hoxy- 3, 4- di hydr o-2H chr
2 meﬂ’%%%z%new ffomgmpds., 30

4-brondd-NL{(BRRE Qﬁﬁﬁ{emﬁnﬁgfsl%ﬁéth(%(ﬂé ll-t(ﬁlll}%ﬂg SREomEh s _ﬁ?g] de
ethylbdmz[eQ@R)fOMde met hyl ami no) - 5- met hoxy- 3, 4- di hydr o- 2H-chr

N‘“”?%‘@E%MP yf &ﬁ%r?’e%é}hryé%%ﬁc?éﬂow -80869-126939

pheno ﬁ&ﬁ%@ﬁﬂ@ﬁ%&i’é 127
(di net hyl ani no) - 5- met hoxy- 3, 4- di hydr o- 2H- chr

2,3,4-0@'@@ oggly{@R),ﬁ {dlmgﬁwla@nno) -5-methoxy-3,4- thydro 2H-chromen-8-
yl]benée%élﬁ%oﬂ%ﬁdg?t hyl ) benzenesul f onam de,
4-bromo-N-[(3R)—3—(dimethylamino)~5—methoxy—3,4-dihydro-2H—chromen-8-y1]-2,5—
difluorobenzenesulfonamide,
N—[(3R)-3—(dimethylamino)—S-methoxy—3,4-dihydro-2H—chromen-8-yl]-1,1'—bipheny1—3- .
sulfonamide,
N—[(3R)-3—(dimethylamino)—S-methoxy—3,4-dii1ydro-2H~chromen—8—yl]-1,1'-bipheny1~2—
sulfonamide,
N-[(3R)—3—(dimethylamino)—S-methoxy—3,4-dihydro—2H—chromen-8-yl]-1~pyridin-3-
ylmethanesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-2,2-

diphenylethanesulfonamide,
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N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr

onen-8-yl] -2,4,6- trifluorobenzenesul fonam de, 5
WORG63EP3B- (di met hyl am no) - 5- net hoxy- 3, 4- di hy dPCF/SE20061600593

onen- 8-yl ]-5-isoxazol -5- ylthiophene-2-sul fonam de,

N-[ (3R) - 3- (di net hyl am no) - §% t hoxy- 3, 4-di hydr o- 2H chr

onen-8-yl]-1-(3- nit ropheny %'re t hanesul f onam de,

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

N-[(BEFERP%%ﬁilﬁé@;obﬁz%xg é%é cihp%%rg n?i% ghromen -8-yl]-1-benzofuran-2-
su]foﬂun{lﬁé’;R) 3- (di net hyl am no) 5- net hoxy- 3, 4-di hydr o- 2H chr

men- 8- ?ﬁ\\/ %ﬁ 5- et hyl -
4- chlqjgﬁ\}dl( ) (@mt]@dmbﬁdﬁ%{m)@@?) 4-dihydro-2H-chromen-8-yl]benzene-

) (di met hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
1.3 dlgir%%é]@%%] -5-fl uor o- 3- met hyl -
N-[(3R)-Bedinadthylamiver)e&-Rethok §-6 dadih géro-2E5-chromen-8-yl]-4-

‘%ﬁB di ch oro [ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4-d
penty{brpzengsu n-8-yl]-4- met hoxybenzenesul f onanmi de,

N{(31}%@‘kdﬁﬁl%t9§1%h?d’)$ ek - §Bldlﬁyér6'2ﬁkﬂﬁ6n?eﬁﬁ' an Rret hoxy

dr o- 2H- chr onen met hanesul f onam de,
methczyah@l%h)b@nzﬁnbsqlic{&md@s(dl met hyI am no) 5- met hoxy- 3, 4-d

NI S g R R A o s ropthepaa

blpheﬁjil ﬁkﬁlmﬁaﬂﬁw 8-yl ]thi ophene- 2- suI f onam de,
ro- I\I-[(3 R) - 3- &gl nmet h Iam no) - 5- met hoxy- 3, 4-di hyd
N—[(3Rb3z(1imaqﬁhﬂﬁ@m@5ymf Xy-Aer WB@ Beomenotrani de, 25

Qnhhd (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4-d
yl]cyﬁ?éaﬁén%gl%_lf rorféén 8- yl]benzenesul f onam de,

1-[3, 53b1E({Mﬂmbmeﬂryﬂphér@@NﬂdRm%Gdlmytl@mﬂw&nmhmwﬁ@d@b-
ronmen- 8- . ]benzenesul f onam de,

2H'°hi° Sn hﬁﬁlﬁﬂ%"é oxy) N-[ (3R) - 3- (di net hyl ami no) -
N-[(3ﬁ?1-t’{%ﬁ%%ﬂ 1%&1%9{118;(72 b c'ﬁﬁ?/droQH—chromen— ~yl}-4-

chromen- 8-yl ] bénzenesul fona
fluoropaphtbateneNl {splEE)andd¢.di net hyl ami no) - 5- net hoxy- 3, 4- di hydr

N3RSk B R Gauf 2 AL
difluorobenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-3-fluoro-4-
methoxybenzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-5-[2-
(methylthio)pyrimidin-4-yl]thiophene-2-sulfonamide,
1-[3-chloro-5-(trifluoromethyl)pyridin-2-yl]-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-
dihydro-2H-chromen-8-ylJ-1H-pyrrole-2-sulfonamide,
2,6-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-4-
(trifluoromethyl)benzenesulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-y1]-5-[ 1-methyl-3-
(trifluoromethyl)- 1H-pyrazol-5-yl]thiophene-2-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-5-[5-
(trifluoromethyl)isoxazol-3-yljthiophene-2-sulfonamide,
N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl}-4-fluoro-2-

(trifluoromethyl)benzenesulfonamide,
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N-[ (3R) - 3- (di net hyl am no) - 5- met hoxy- 3, 4- di hydr o- 2H chr
onen-8-yl] -4- isopropyl benzenesul f onam de,
wd2m602693%- chl or o- N-[ (3R) - 3- (di net hyl ani no) - 5- PET/RE2096/@0593

, 4- di hydr o- 2H chr onen- 8- yl ]t hi ophene-2-sul fonam de, 5
5-chl oro-N-[ (3R) - 3-(di net h#ﬁm no) - 5- met hoxy- 3, 4-di hyd
ro- 2H chronen- 8-yl ] -2- net hoxybenzenesul f onam de,

N-[ (3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr

N-[(sgf-?- g@ﬁ?ﬂlg)rl%rﬁ%p?-'{s%&%fﬁé NG RRBL DG 1en-8-y1]-4-fluoro-3-

(triflupfoai)B@)benemesifonamidey) - 5- met hoxy- 3, 4- di hydr o- 2H chr om

N-BT et Pk el Ry omen-rabiioh 3, 4 d

mﬂudnlg%%@] Qi dnnpaEen- 8-yl ] - 5- net hyl benzenesul f onami de,
3R) - 3- (di net hyl am no) - 5- net hoxy- 3, 4- di hydr o- 2H chr
N—[(3B}f§16d1&;eyh}]lammob)ienath2x383 A-dihydro- 2H-chromen- 8-yl}-5-isoxazol-5-

lthiohBs egj%uﬁﬁr %B‘ ol i ne- 6-sul fonani de, 15
y 33 8 :[ (3R) - 3- (di net hyl ani no) - 5- met hoxy- 3, 4-d
N—[(31§21mﬂlme2rﬁmﬁfn@§tsnn&hwk3}-s G-diRRi:Bythensarasyfiaogni de,

niﬁopb?@ﬂ?}n%ha(néﬁiq}r@m% no) 5- met hoxy- 3, 4- di hydr o- 2H chr om
N-AGRE Pty ting sy bR S B R PR i e osmsc e
(tnﬂuonmreﬂ&l)bbﬁzeﬂesu%namideyl benzenesul f onam de,

R RS AL AT o). S et howy. 3, 4:of yar o 2t i,

benmgﬁgwgzg[eoﬂhl&&%&dg met hoxy- 3-pyrrolidin-1-yl-3,4-di hyd
ro- 2H chr omen- 8-yI'] - 4- net hyl benzenesul f onani de, and

N-[(3R)p3-(dimethylamino)- 5-methoxy—3 4-dihydro-2H-chromen-8-y1]-5-fluoro-3-methyl-
5-Chloro 3R met hoxy-3-pyrrolidin-I|-yl-3,4-di hyd
'ben?oéhlﬂwe@ﬁij%}&{? g)mc?ﬁ "] napht hal ene- 2- sul f onam de, or
2,3-dislabiosN-[BR VAL B el glﬁﬁhMﬁS%ﬂﬁ@dy@ﬂdﬁ%fd%&fZH &mﬁeﬁg-yl] 4-

conpounds sel ected fromthe group consisting of
methoxypnzenegulfonamide,

o AR VAR 1.0 il

yllmeth@tailEeed8e, PCT/ SE2006/ 000593 129
2,3-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-

yl]benzenesulfonamide,
5-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]thiophene-
2-sulfonamide, |
2-chloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]-6-
methylbenzenesulfonamide,

3,4-dichloro-N-[(3R)-3-(dimethylamino)-5-methox y-3,4-dihydro-2H-chromen-8-
yl]benzenesulfonamide,
3,5-dichloro-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8§-
yl]benzenesulfonamide,
4-(3-chloro-2-cyanophenoxy)-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-
chromen-8-yl]benzenesulfonamide,
5-bromo-N-[(3R)-3-(dimethylamino)-5-methoxy-3,4-dihydro-2H-chromen-8-yl]thiophene-

2-sulfonamide,



10

15

20

25

30

N- [ (6S)-4-Brono-6-(di net hyl am no) -5, 6, 7,

8-t etrahydronapht hal en-1 - yl]benzenesul fonam de, N

WO ¢@E)N2693Br ono- 6- (di net hyl am no) - 5, 6, 7, 8-t et r abgTSE208@HN0593
t hal en-1-yl]-3-chloro-4- fluorobenzenesul fonan de, 5
4-bromo-N-[ (6S) - 6- (di rrethyba&m no) - 4- met hoxy-5,6,7,8-te
t rahydr onapht hal en-1 -yl ]-2-""et hyl benzenesul f onam de
5- br ono- 6-chl oro- N-

N-[(3%}Tgﬂg1| ﬁa F% %é%ﬁﬁf’%ﬁ? 8gleh88 tﬁ:t rahydr ona

isopr yiﬂeﬁ@neﬁlfoﬂhﬁ?&ehw ani no) - 4- met hoxy- 5, 6, 7,
t et r ahydr onapht hal en- 1-yl ] - 2, 3-di hydro- 10

4-brothpS-tBonoe [ (BR)rfe (Bmsibiytaonaai-Sanethoxy-3,4-dihydro-2H-chromen-8-

N[ (69)-6-(di. thyI am no)-4-rrethoxy-5, 6, 7,8-tetrahydro
yl]thl?@%ﬁ?ﬁéﬁ gﬁ F1-1, 1' - bi phenyl - 2- sul f onani de,

-chldib{N R)B-= (@dhﬁﬁ?lﬁﬂlﬁiﬁﬂﬁ)kt%xmmdmydﬁx-ﬁi%hﬂnﬁam-grt]yZir 0
alen-1-yl pyri di n-3- yl met hanesul f onam de, 15
methQK- m@n@ukﬁpn gigs) - 6- ( di met hyl ami no) - 4- met hoxy- 5, 6, 7, 8-

N‘[G%? h@nx&ﬁﬂ-gﬂﬁgz‘g%gﬂ?%}’ 334' %1119 am no)c'ljml?%léPll Eﬁgﬂ%?ogag] ge

fluorcdehheaifodamidepht hal en- -

N2 et R Z"é%“ﬁ@ﬂygﬁ‘i?‘ﬂéng oL 25 PeFar o
amg}ﬁagbgul g ghénynlaletémfdeuoro 3- 20

met’hyl ) benzenesul f onami de,

2,4- dmh{o(cﬁﬁﬂ(@RI &(dmtdtiwlamm&rﬁ methexdydiby o2 BchiementRy -

1wl t hal 5-fluoro-3- nethyl- |
met yﬁ%ﬁ?‘&eisﬁﬁ ﬁ% 2-sul f onami de,
N-[(3R%bé(dﬁﬁétﬁylaﬂlhﬁi)ﬂmemok B3 diby - TR ichicnseni-r9)] -Aexel A4~

t et r ahydr onapht hal en-
tetrahydgﬂqpmhh%rﬁéglfpwﬁa?n de, 25

2’4’d,%gf,%%'g{'ﬁ%@*a¥@%?% ap %‘}al e néﬁbiﬁ?%aelﬁ enes uI on aﬁ{(@ézn -

methﬁbaizleﬁefso}fbharﬁlﬁﬁ,S) - 6- (di met hyl ami no) - 4- rret hoxy- 5, 6, 7,
-tet rahédr ona hal en

N-[(3Fi 33qd§1ﬁq: ylgmingg- -@p@@ﬁ&@r%@h{ldx]&ﬂl-c 1o en’- -_yﬁ]-?: 4-
dlﬂud}lb][,ﬁﬁqgesgﬁ«ém hyl ami no) - 4- met hoxy- 5, 6, 7, 8-t etrahydro

I'en- 1-ylI'l-2 30
N—[(3Rr)q§t—(11ﬂyrhsthylfaomyi))5emnﬂlemé§m ~flidiydroi-2fd-chromen-8-y1]-2-

or 0= S) - 6- (di et hyl am no) - 4- net hoxy-5, 6, 7, 8-t
meth?é}%’?‘é?ﬁ%ﬁ“ RABHERal en-1-yI]-2, 1, 3-

N-[(3R§132@m@|ﬂh91éﬁh@)45 bR NN dﬁhydro 2H-chromen-8-yl]-4-
iodobenzenesulfonamide,
3-Chloro-N-[(3R)-5-methoxy-3-pyrrolidin-1-yl-3,4-dihydro-2H-chromen-8-yl]-4-
methylbenzenesulfonamide, and

5-Chloro-N-[(3R)-5-methoxy-3-pyrrolidin-1-yl-3,4-dihydro-2H-chromen-8-

o
D.-

yl]naphthalene-2-sulfonamide,

or salts, solvates or solvated salts thereof.

9. The compounds selected from the group consisting of
(28)-5-{[(3-Bromophenyl)sulfonyl]Jamino}-N,N-dimethyl-1,2,3,4-tetrahydronaphthalen-2-

ammonium acetate,
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4,5-di bronmo-N-[ (6S) - 6- (di met hyl am no) - 4- net hoxy-5, 6, 7,
w@2a0et1z@By dr onapht hal en- 1- yl ]t hi ophene- 2- sul f PCTEHAE2H8¢/000593

5-brono-N- [ (6S)-6-(di met hyl am no) - 4- et hoxy- 5, 6, 7,

8-t etrahydronapht hal en- | 1'2%' ] -2-

nmet hoxybenzenesul f onam de,

N-[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7, 8-t et rahydro

NGBt pe S dpdnbiatind) BT R4 ARG ahlraRan. 1

1berkzé RN 8ndasiiaget hy!l ani no) - 4- net hoxy- 5, 6, 7,
vl en8-tet rahydr onapht hal en- | - yl]indoline-6-sulfonan de,

N-[(6%)-4-BsSno&-(diinathyhptiem: oY S4chehwsapbthglep;1-yl)-3-chloro-4-

-t etrahyvdronapht hal en- |-yl] -4- 10
ﬂuorog H50FD %rﬂ"éigul f onani de, .
4-broﬁroCNE[g68)M-Ec(iﬁ@hyﬁmﬁﬁld))”@hﬁﬁi@milﬁﬁ;%%ﬁﬁﬁmmpﬁth&eﬁﬂgyme-
trahydronapht hal en- | - yl]benzenesul f onam de,
ethylbgnzsmegilfpngmide; 6S) - 6- (di met hyl ani no) - 4- met hoxy-5, 6, 7,

-t r f - 1.
S-brorgfa-]q?%l{lg%ﬁgh[@%ﬁ@%tﬁgf%ﬂ%%o:)-ﬁgmthoxyﬁ,6,7,8-tetrahydronaphthalen 1
yllpyddihé-8 Snifbndrdidept hyl ami no) - 4- net hoxy- 5, 6, 7, 8-t et rahydr o

napht hal en- 1- napht ha e-2- sulfonam de, .
N6 B R N (B P b R ORISRl 323 hydro-
1,4-b&25ﬁbf@€@§ﬂﬂﬁ%§d&?' en-1-yl] -4-

nmet hyl benzenesul f onami de, )
N-[(6%)-6+(dimtiN jpB8)-46n¢thioxsed byl Statiabyduonaphiiedsay 151161, ¥ biphenyl-2-

8-t.et rahydr onapht hal en-1-yl]-2- 20
Smfor}?ﬁ’c‘ﬁeyl benzenesul f onami de,

N-[(69)-6 thfeh Tadn{oPH-Bethehiy18,6|Tyd -astiaf odrofaphidiaxy-yH- Bpiidin-3-
8-t et r ahydr onapht hal en-1-yl]-2, 5-
ylmethanegelignapade.enesul f onani de,

6] 6 ' AN LRI 1-
4—chl<§]§){l\g t—&é%%—&%%{f%é@l;%@-%%ﬁ%? ,g,?/z%'—fe%raﬁyionaphthalen 1
yllberizehé1 |Bodistiénmenias ul f onam de, 25 _

5 chlaig 08 (S8  GhPE YU R R er oo o B gy O
21 %’%‘%i nam de,
ylna Tl%(é(]%ﬂgi Eél? | rre?%yl am no) - 4- met hoxy-5, 6, 7,
N-[(68)-b« tlimagilyylpmimapHt hethexy-5 16, A/8-Jetmhyd@naphthalen-1-y1]-4-fluoro-3-
o trifl Eolélg)benze sul f.onam de,
(triflugrompgtRy -sz’r(eé@()?qm ‘met hyl ami no) - 4- net hoxy- 5, 6, 7, 8-t
N-[(6??-643%1@&@?1@@@@%@%&%5b;ﬁS—téifhhydronaphthalen—1-y1]—5-ﬂuoro-3~

uor o- 2- net hyl benzenesul f onam de,
methyl-1-benzothiophene-2-sulfonamide,
1-(4-chlorophenyl)-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-
1-ylJmethanesulfonamide,
2-chloro-4-cyano-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllbenzenesulfonamide,
6-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllimidazo[2,1-b][1,3]thiazole-5-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2-
(methylsulfonyl)benzenesulfonamide,
7-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2,1,3-

benzoxadiazole-4-sulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1-yl ] - 6-
w@b@aoxepyri di ne- 3- sul fonam de, WO 2006/ 126939PCT/SE2006/000593
PCT/ SE2006/ 000593 131
4-brono- N-[ (6S) - 6- (di net hyjsgm no) - 4- met hoxy-5, 6, 7, 8-te
t rahydr onapht hal en-1-yl ] -2, 5-
di f 1 uor obenzenesul f onam de,

4,5- dﬂ'ﬂ'o[rfoel@)[( (Gj tcﬂﬁﬁ:%iﬁ%ﬂh&% W‘E}Hﬁ%@éﬁ%ﬁ@lﬁ&onapmhalen-l—

tetr ahy ronaph
yl]thlqphﬂm -hranlendnfidaani de,

N- - d t tetrahyd
-bIOIH%Haﬁﬁ%kgﬁ&vﬁ{fﬁleqlmﬁnf?‘4 BPhRy b 6aS Kb alen 5115
methohyeh&SnesBifdrthiniiBE, hy| am no) - 4- met hoxy- 5, 6, 7, 8-t et rahydro
napht hal en- 1- yI]-1 benzof uran- 2-sul fonam de,

N-[(69)-G flimedrylmippBtmeshqrgi 767 Byletrah yrsynaphthatcnobeyl] 8- 6, 7, 8-
pheng%ﬁ g%}%gﬂh? Qal en-1- 10

zene -di sul f onam de,

1-acetiN-§-boB)o-B- [(dSﬁEKﬂMieﬂ[ﬂlzﬁﬂhoﬂﬂﬁétﬁWS 8,708-fotrahydronaphthalen-1-
Fé)r ahydr onapht hal en-1-yl ] - 3-( 2-
Yl]mdﬁ?}éte )benzenesul f onani de,

N—[(6§3L({ éé?%%@ onap %&M@é 714K] @M%{%agh&mw— yil-4-
propylberizendsiupfhemyide3- sul f onami de, 15

oyt ey oGt Bpbpamee i Giahimaphhaend” ¢ ©

yllbenPérleb@fmafiid«li met hyl ami no) - 4- et hoxy-5, 6, 7,
8-tet rapédr onapht hal en-1 -yl ]-4- fluoronapht hal ene-

5-chloro-Nif[(6prfxfdimnethylamino)-4-methoxy-5.6,7,8-tetrahydronaphthalen-1-

. t hyl am no) - 4- met hoxy- 5, 6, 7,
yl]thlogh%n(e®l 1@0&1%%%@%mh glen- | -yl]-3, 5- 20

N-[(6Si6H(diraeth bR as)es ulct iR rB,6]8,8-tetrahydronaphthalen-1-ylnaphthalene-2-
N-[(6S)-6-(di met hyl am no) 4- et hoxy-5, 6, 7,
sulfongnidgs r ahydr onapht hal en- 1-yl ] - 3- f | uor o- 4-

> Chlol-i g— cﬁlbf%%?’%- ?t ri ? %o_r orret)(ﬁﬁ’?’pyr_ i di Irlr‘{df(-) ye}p]hghﬁl-ef‘(]é}él)]"f%
methylbémﬁenmuﬂfphmﬂdeo) 4- et hoxy-
4—bron}ﬂ,ff Jé(ﬁs% gzzélmet arn%go Q—tn"lp oxy—g' 6 %l é-tetrah}l? rcr)rrla%lh&alenslugllf] C)2r-]

methylbedA8&uiBnididgeet hyl ani no) - 4- net hoxy- 5, 6, 7, 8-t et rahydr o
ht hal en-1 -y f{ 5-[5

4- chloxorlﬁr[{t?&)&&mew amigokamsthagyyd, ?ﬂl&-@f:h@tb@@phthlafeoﬁaymdé

dlmethﬂbf?%esﬁfoea et hyl am no) - 4- net hoxy 5,6,7,8-tetrahydro
N-[(6Sr&p(dirheth glamiino)l4-mettbx §-5,6,7, 8tk twavakpngengsslifnanide,

trifluorobenzenesulfonamide,
1—(3-chloropheny1)—N—[(6S)-6—(dimethylamino)—4—methoxy—5,6,7,8-tetrahydronaphthalen-
1-yllmethanesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl1-2,4,5-
trifluorobenzenesulfonamide,
3-chloro—N-[(6S)—6—(dimethylamino)-4-methoxy-5,6,7,8—tetrahydronaphthalen-1-yl]—5-
fluoro-2-methylbenzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-6-

phenoxypyridine-3-sulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t et rahydr onapht hal en-1-yl ] -5-i soxazol -5- 30
W@ kaokitagBene- 2- sul f onam de, PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-tetrahydronapht hal en- | 31 ]-1-(3-
ni trophenyl ) net hanesul f onam de, WO 2006/ 126939
PCT/ SE2006/ 000593 132
-bror%lgh\ﬁ t IS 6- (ﬁﬂhéﬂlﬁ%lﬁﬁﬂ lj;gh?%théx%E@Ma&h@&&%ﬂtﬁ&léﬁ*ﬂyﬂ]" 5.
dlﬂuo(fthemqne-‘é}ﬂf@ﬁ‘émWL ) benzenesul f onami de,

N- (6§)’-§-(Cﬁh‘{%ﬁlgﬁan§r g'%é‘hetﬁ?ﬁ%ye%g 7?&;?!{&11\&{?0 hlenet ﬂz(]}/-p?mgn-a—

ylmetlﬁm;bhﬂf(mbmnkenesul f onam de, 5

%&ﬁ ) - 6- (di et hyl am no) - 4- net hoxy-5, 6, 7, 8-tetrahydro
N-[(6$) lﬂlﬁﬂ’é(mn‘}/] 4 mﬁihcﬁfé't%®7kﬁeﬁ=2réh3&mﬂl@bﬂnhndbyll 1,1"-biphenyl-3
(gl met hyl am no) - N-[ (6S) - 6- (di met hyl am no) - 4- met hoxy-

, 7, 8-tetrahydronaphthal en- 1-yl]naphthal ene- |
N—[(6S)S®+Kdlrmmyimkﬁno)-4-methoxy-5 6,7,8- tetrahydronaphthalen-l -yl]-1-benzofuran-
2 lfN-i{ﬂggS) 6- (di net hyl am no) - 4- met hoxy-5, 6, 7,

S EPP-ahydr onapht hal en- 1-yl ]-2- 10

4-chlofé- nggﬂ)zﬁe ﬁﬁ&h?@ﬂﬁﬁ%)d@methox%ei?ﬂ 8-tofgaydzonaphthalen-1-

6- (di net hyl am no) - 4 oXYy-

yl]bengelteel ﬁﬁhﬁ}a&fpnmﬁht hal eg- | -yl]-4-
NSRRI ISR 7 perbemegong vy oo

methor gy hhﬁ)bbﬁrzeﬂlesulfbﬂaﬁ&ﬂéenesm f onami de,

af%jzﬁ ) - 6- (di met hyl am no% 4- met hoxy- 5, 6 8-tetrahydro
N-I(69)Aptipgthglaming)r4-nmigthpxs:=5 F&%ﬁh@%@ﬁh@ﬁ@tﬂl yioramethoxy-

1,1-bibhdd93) t hyl am no) - 4- met hoxy-5, 6, 7,
iphe éﬁrﬁﬁ%‘é%gght halen- | -yl] -I-

N- [(633#(&@&1;1&&1}%&23@9&4 {]rmlttﬂmydie? 7, 8-tetral;]ydronaphté1alen-81— hvd

- 6- (di tyamno 4- met hoxy-5, 6, 7 tetrahydro
yl]cyciggk(ﬁanéﬁ gfﬁ‘(‘ F1-4- 20 fl uor obenzenesul f onami de,
N—[(651g|td (R hGabFh Vs ﬁié{mz@é 7% @ﬁ%ﬂ%aﬁhﬁﬂ%n—l-yl]-ét-

t et rahydr onapht hal
fluoropapbfiradgpetlbafoarmilel f onami de

N- [(6§§L %g&fﬁgﬁg@&gl og'eﬁ{]{r%gﬁ%x%o&g/%tgﬁghh %r(ynaphtgalen 1-y1]-3,5-

dlﬂuoﬂoeemkaﬁm&nmhé onanm de, 25
no-5-chl gro-N-[ (6S) - 6- (di net hyl am no) - 4- net hoxy-5

N- [(6S)é lelgcth&afnalpg)dlrgﬁﬁ@ﬁy .&8=tetrahydronaphthalen-1-yl1]-3-fluoro-4-
methoXJHehHrRRifERGmedeS Y f onam de,
1-[3-chloro-S—(tnfluoromethyl)pyridin-2-y1]-N-[(68)-‘6-(dimethylamino)-4-methoxy—
5,6,7.8-tetrahydronaphthalen- 1-y1]-1H-pyrrole-2-sulfonamide,
N—[(GS)—6-(dimethy1arnino)—4-methoxy-5,6,7 ,8-tetrahydronaphthalen-1-yl]-5-[5-

sulfon

(trifluoromethyl)isoxazol-3-yljthiophene-2-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2.4,6-
trifluorobenzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-5-isoxazol-5-
ylthiophene-2-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y11-1-(3-

nitrophenyl)methanesulfonamide,
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4-tert-butyl - N
[ (6S)-6-(di net hyl am no) - 4- net hoxy-5, 6, 7,
w@2d0etie@By dr onapht hal en- | - yl ] benzenesul f onaPCT8E2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t etrahydronapht hal en- 1-vyl 1]3-24- 30
nmet hoxybenzenesul f onam de,
2-chl oro-N-[ (6S) - 6- (di et hyl am no) - 4- met hoxy-5, 6, 7, 8-t

r dronapht hal en-| - enzenesul f onam de, WO
NSRS B BB B o6y Vb E 83 s Raphen 11 2 Huoro-s-
(trifhhdrbDktE beh AR AYbRThiAL) - 4- met hoxy- 5, 6, 7, 8-t et r ahydr ona

phthal en-1- yl]am no } sul fonyl)phenyl] acetam de,
2»3'dmfélﬁﬂfﬁspt%@)mﬁhﬂdmmwm&thoﬁmﬁm7,ﬁﬁetk‘a’n»yylr@,aﬁhtﬁalen-l-yl]-4-

meth?%it%%&éﬂ&ﬂ%&ﬁﬁﬁﬂhal en-1- yl]benzenesul fonani de, 5 N-{

N—[(d%&%diﬁeﬂm@lafmﬁ@%-ﬁmm}':%,mttbﬁéﬂm%rﬁpﬂbhﬁl'ehﬂtﬂ?ﬂyd rona
g@t hal en- | - yl,(ie am no sul fonyl )thien-2-yl]nmethyl }

methylbgnzenespdtonginide 6S) - 6- (di met hyl ani no) - 4- met hoxy- 5, 6, 7,

- 1 € r = = —f J—~ \ 1 1 -.. - - -

5 (dlﬁefﬁafﬁgggﬁmqgﬁyﬁ engﬂglxgagﬁb%)oﬁ énrﬁtlg)e%y 5,6,7,8-tetrahydronaphthalen-

L-yllnaphite®nest-§ulfometmidel ani no) - 4- met hoxy- 5, 6, 7,

~tetrahydronapht hal.en- |-yl ]-4- 10
NI BRPLRBE PP bRaoa: 5 &Y Sl Gy Rpnaphthalen-1-y1]2-
nitrofc@ZnRuiféhAmudyl am no) - 4- met hoxy-5, 6,7,

8-t etrahydronaphthalen- | -yl] -5-
N-[(689-16- (dimeinplestirg) 4 methosndsuT Sdetaatiydegnaphthalen-1-y1]-4-

. - (di, et hyl am no) - 4- net hoxy-5, 6, 7, 8-t et rahydro
mtrogr%%ﬁ%h%]fﬁg}}a- hé;/nla] -4-met hyl - 3- nitrobenzenesul f onam de,
N-[(683-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

N[ 6‘&%&1 6- (di net hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydro
yllbe $HOnapide. y| 1 napht hal ene-1 - sul f onami de,

- 6L 1 ~ ~ ._ l . 1 A h - ’ 71
N [(6§? ?gd?gﬁegtag%gog ﬁ%ﬂgﬁh(e)gi’ gré,ﬂé lt?t?ﬂ_}@a}onﬁpﬁﬁleg—)iyyl?&gﬁ-
trimethiokyoheezendsndnfidsianm de,

S) - 6-(di. met hyl am nq) - 4- net hoxy-5, 6, 7,
N-K6§%§@Pﬁﬁ5&‘§@ﬁ§§ﬁriﬁsﬁ%@ﬁygz®w-t%trahzéryonaphthalen-1-y1]-1-
phenyiidetHahs@NRARhiag! ) benzenesul f onami de,

4-chl oro-N-[ (6S) - 6- (di met hyl ami no) - 4- met hoxy- 5, 6, 7,
N-[(68)-Ocdia¢thipminmidtmethery-516,7, §itdtdydeneshthdlemar Hé,

- di ro-N[(6S)-6-(di nethylam no)-4-net hoxy-5,6,7
ﬂuor@eég%g?@g%w%%apht hal en- |- yl]benzenesul f onam de,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-4-
isopropylbenzenesulfonamide,

N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-4-

1odobenzenesulfonamide,
3—bromo-5-chloro-N-[(6S)—6—(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]thiophene-2-sulfonamide,
4-tert-buty1—N-[(6S)—6-(dimethylamino)-4-methoxy—5,6,7,8—tetrahydronaphtha1en-1—
yl]benzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-4-
methoxybenzenesulfonamide,
2—chloro—N—[(6S)—6—(dimethylamino)-4—methoxy-5,6,7,8-tetrahydronaphthalen-1—

yl]benzenesulfonamide,
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25 N-[5-({

{(6S) - 6- (di net hyl am no) - 4- net hoxy-5, 6, 7, 8-t et rahydr ona
w@hdokakese | - yl] amino } sulfonyl)-4-nmethyl- PCT/SE2006/000593

1, 3-thiazol -2-yl]acetam de, N

[ (6S)-6-(di net hyl am no) - 4- hoxy- 5, 6, 7,

8-t et rahydr onapht hal en- 1- yl ]tThi ophene- 2- sul f onam de,

3, 5-dichloro-N-[(6S)-6-(di met hyl am no) - 4- met hoxy-5, 6, 7

N-[4L @ﬁ’ ﬁggenzil}pé@laf’@;ﬁa' etggx Xlel7. —tetragydronaphthalen-l-

yl]arN-nMﬁlﬁbnﬁl- YfibnHadydraiat no) - 4- met hoxy-5, 6, 7,
8-tetrah onapht hal en- 1-yl ] - 3-
Z"br‘?ﬂ"i’%Kéﬁg@T@@Eﬂﬂﬁﬁmoﬂ'é-mmm@éﬂlmydmnaphthalen~1-

0593 134 N
y”be?%gé@ %g 8%hyl am no) - 4- m[et hoxy- 5, 6, 7,
N—{[S—(( [€63)abrydimetipemhing)-¢incthodyl 5,6 2,8-&trahydronaphthalen-1-
I EOX%IS) nzenesul f onam de,
Y]mﬂngf%l PI 'Skﬁnn%ffﬂwﬁm}%yzm%t hoxy-5, 6, 7,

t ]
N- [((?“’B @&%ﬁ@ﬁh ongﬂw %ﬁ:‘ﬂ?d%g]sd - teﬁ?h(yr%%la hthalep-1-y1)-4-
(tﬂﬂMrP(IIG&)’l)Ber(Z@nmfnmedBno) 4- et hoxy- 5, 6, 7, 8-t et rahydr o

NG AR B @a‘f*{f&%wgge&ézte%lwémaphthalen-1-y11-4~

ethylbé&@hesﬁ}f()ﬂélmhhyl am no) - 4- met hoxy-5, 6, 7,
8-te trahydr onapht hal en- | - yl]benzenesul f onam de,

2-chlgra-N+§e - dl{l?@m}mnebﬂmmy APy tetrampirbmppttalendl -y1]-5-
-yl] -1,3- 10
(mﬂ‘gerﬁEﬁgpt‘%g%@!ﬁz)g@n 2 suI f)c;n]am de, N
N—[(QSOGSa)dnﬁethgﬂanﬁﬁds)yzt amhm)/ -6, 78 tB®atydEorfa Hm&remtylﬂtmﬁﬂétﬁﬂas-
hal e? %{e - di met hyl i soxazol e- 4- sul f onam de,
mtro‘ﬁ?.nﬁf %na(% t hyl am no) - 4- met hoxy- 5, 6, 7, 8-t etrahydr o
N—[(G%Bhﬁdﬁﬂétﬁ?raﬁuﬂé)h-ﬂw%&mgﬁﬁ,ﬁteﬂriﬂyq%%{)ﬁthéfeﬁ-ql— l?nréaﬂ]hdl%he—l-
SulfONiI{ll'@s,S) 6- (di net hyI arri no) - 4- met hoxy- 5, 6, 7, 8-t et rahydr o

4- Chlgﬁ t[@gl)rq é%@@%él& atrrgﬂ O Ot %C’I’f“é(tsn?ﬂ 83tegr?hydronaphthalen-1 -yl]-3-

nitrobenBMes@fdrdii®@e hy! ami no) - 4- net hoxy-5, 6, 7, 8-t et rahydr ona
ht hal en-1- yl]am no }
N—[(ﬁgmﬁf@mtw@méﬁn@e@mwﬁtﬁowﬂqta@ydronaphthalen-1 -y1]-3-

. - di 6- (di net hyl am no) - 4- met hoxy-5, 6, 7
(mﬂ@%%@%&%%%%%ﬁ%%n(l - 20 zl ] benz)enesul f onam de,
4-chld>#oENQ(&))-@(&ﬂe@hhﬁh@m-ﬁ@)ho%f/fﬂg@,g,gxtkétrﬁlydﬁon%phthalen-1-

1 8-t et rahydr onapht hal en- |-yl
yllbepgepesiios enesul f onani de,

2,4-dlchloro-N—[(6S)—6-(dimethylamino)-4—methoxy—5,6,7,8-tetrahydronaphthalen-1-

yllbenzenesulfonamide,

N-[5-({ [(6S)-6-(dimethy1amino)—4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

yllamino }sulfonyl)-4-methyl-1 ,3-thiazol-2-yl]acetamide,
N-[(6S)—6—(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1—yl]thiophene-2—
sulfonamide,
3,5-dichloro—N—[(6S)—6—(dimethylamjno)-4-methoxy—5,6,7,8-tetrahydronaphthalen-1-yl]—2-
hydroxybenzenesulfonamide,

N -[(6S)-6-(dimethy1amino)—4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-3-

nitrobenzenesulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,

8-t et rahydr onapht hal en-1-yl ] - 2-net hyl -
woRisob®szenesul f onam de, 25 PCT/SE2006/000593

N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro

napht hal en-1 -yl ]-3- nethyl zenesul f onam de,

4- brono- N-[ (6S) - 6- (di met hylam no) - 4- net hoxy-5, 6, 7,

8-tet rahydr onapht hal en- [ -yl]-2-

N—[(6%J(€g§1 fash l f e § 2: 72% %ra%drgn@hjihaém{ Y a%ydr ona

dlmetﬁmmmﬁeduifoﬁﬁnwe] am no } sul fonyl ) phenyl ] acet am de,
(di net hyl am no) - 4- et h 8-tetrahydro

N~[(6ﬁh%-(ﬁdlﬁ2§ﬂ‘é/ﬂfmmm}ri41m§}h9?9{-§@7 &rieﬂiﬁ‘bif‘?f@’é@?]i%@%lnyﬂoﬁam de,

6/ 000593 135 3-chloro-N
(phen%%%?n%@ﬁlﬂléﬁ%ﬁ?%ﬁﬁﬁ%?@zl nmet hoxy-5, 6,7, 8-tetrahydron
N-[(68p64 tialetylarhino)-Yohéthowye S8 -teaonhpirdegphthalen-1-yl}- 5-pyr1d1n -2-

2-chl orQ-N-[ (6S) - 6- (di met hyl ami no) - 4- met hoxy- 5, 6,
ylthiogbenerZ-H{pMrBlenht hal en- 1- yi ] - 4-
- L) & | dfethxy-5,6,7,8-tetrahydronaphthalen-1-
2 cya%{)zlﬂ (@@F@ﬁl_ F‘%ﬁ?) ?gFHE% hyl yam no) -e4r- rr% ﬁg?(%/ 56,7, 8-t
yllberetenesnifdnammdpht hal en-1 -yl ]-4- fl uor obenzenesul f onam de,

5-ch1<§ro§[€{[&§%9%%%§%o§%ﬂe te{}% ?6‘}?23 tetrﬁ%rﬁpo%)éghtﬁalgn K—yl] 1, 3~'

dlmet&é'ltiﬂj fh&@ﬁﬂ-i\ﬂ‘f&r@ﬁm@nesul f onani de,

- 6- (di et hyl am no) - 4- met hoxy- 8-tetrahydro

N-Kﬁﬁ%réf(@mféﬂmb ae okt 8 6 BRI A Orele,
dlme‘%li,{ﬁ(o? Zl!sgifgﬁ’?aﬁ-%}ﬁllaam no) - 4- net hoxy- 5, 6, 7,

ydrona alen-1-yl]-5-fluoro-2-
N—[(Gwﬁhﬁin&ehmaﬁﬁlsb}lﬁmﬂhniﬂé 6,7,8-tetrahydronaphthalen-1-yl]-1-methyl-1H-
5- d| ?hl oro- N-[ (6S) - 6- (di net hyl am no) - 4- net hoxy-5, 6, 7
HmdaZO]S giifo onapht hal en-1- yl ] benzenesul f onani de, 15

N- [(6§ r &igﬁéﬂ{rjﬁlﬁﬂﬁ) 26néHbRRE YT, mm&d%ngﬁm%y 151f5JsoRatd-3-

al'en-1- yI]benzenesul f onam de,
ylthm’phertd—bﬂdfdﬂatxﬁ%) 6- (di net hyl am no) - 4- met hoxy- 5, 6, 7,

methﬁ\:}t ﬁ;&ggﬁ%r on Lhal ﬁ?ldlélethoXy-]S 6 ’?S-tetrahydronaphthalen-l—

yl]mﬁh&}@@@ny@t}ﬁgpﬂéﬁ&méa@mme 4- et hoxy- 5, 6, 7, 8-tetrahydro
ht hal en- 1- 3/ -2- 20 fluorobenzenesul f onam de

2,6- dlCh oro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7 8-tetrahydr0naphthalen 1-

yl]benzenesulfonamide,

N—[(6S)-6—(dimethylamino)—4—methoxy—5,6,7,8-tetrahydronaphthalen—1-yl]—2,6—

difluorobenzenesulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl}-2-methyl-5-
nitrobenzenesulfonamide, |
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl1j-3-
methylbenzenesulfonamide,
4-bromo-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2-
fluorobenzenesulfonamide,
N-[3-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

yl}amino }sulfonyl)phenyl]acetamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-2-methyl-4-

nitrobenzenesulfonamide,
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N- [(6S)-6-(di met hyl am no) - 4- net hoxy- 5, 6, 7,
8-t et rahydr onapht hal en-1-yl ] - 2-

W@ rooof1Ra9sy onet hyl ) benzenesul f onam de, 2, 5- di chPOT/BEIN06/000593
[ (6S) - 6- (di met hyl ami no) - 4- net hoxy-5,6,7, 8
-tetrahydronapht hal en- | - 1y.DJS] t hi ophene- 3- sul f onam de,

25
N-[ (6S) - 6- (di net hyl ani no) - 4- met hoxy- 5, 6, 7, 8-tetrahydro

a enesul f onani de,
3-chig %’ﬂgﬂgh E-K%IHM%%P%Q h%’t é%eﬂ? Frayehydrepinhdidersle, 7
yl]be,nz&fés@ﬁ‘@@lﬂﬁgé onapht hal en- 1- yl ] benzenesul f onam de,

-chl oro- N [(68) 6- (di net hyl am no) - 4- met hoxy-5, 6, 7,

2 Ch@r@ BtHabY w@ﬁ@ﬁmﬁaﬂn@h4 rhethgxy}-5,6648 -mrahydronaphthalen 1- yl] 4-
fluo %%}éh%ﬁl}éﬁfn% | f onami de, 3, 4-dichloro-N

Iamno) 4- met hoxy-5,6,7, 8

3-chlok®N-HBFH6 - Qdiafeitylahiab)-4-mathd:Bes semwaﬁ%@mmwm—yu 4-
2006/ 126939 PCT/ SE2006/ 000593 13
fluorgbenzgneshlfppaside,| (6S) - 6- (di met hyl am no) - 4- met hoxy-5, 6, 7

2o O R B DA R 28 SR SO e -
(trifleorametrybibeaptenésalfonarhide, vl ] t hi ophene- 2-sul f onam de, s
N—[(GA% é;&gomﬁgityfagrlﬂgr ? et GS)aﬁ g,ﬁ (iil-tletr;‘;l)}tl}Ilqc%l)1gjle1r1§lhl‘.rl]1?1?en?r _}r,rﬁ_‘ t2h4qu >

dlﬂuwob&ﬁlzeﬁ@dwaﬁarﬁr&ul fonani de,
5-chl oro-N-[ (6S) - 6- (di met hyl am no) - 4- met hoxy-5, 6, 7, 8-t

N-[(@Dréafrjmediyiptindad-sethaxyyd,¢,7 B-tetrahydronaphthalen-1-yl]-5-fluoro-2-

ul fonam de, N
meth?%@@?g%g’?gﬂ%(ﬁyl am no) - 4- net hoxy-5, 6, 7,
2,5-dicHlelor e en@phéthalasmnod =4k tiot y=5,6,9,8- tetra%h{ydronaphthalen—l-

fl uor obenzenesul f onam de, N-[2-chloro-4
yllbepzenssulfonaglidiat hyl ani no) - 4- met hoxy- 5, 6, 7, 8- t et rahydr ona

>-or R B <d1**ehhy?ﬁaﬂﬂﬂm Dby 60 ?%yalﬁfg@ﬁ LT
yl]bephd:ﬂealhlﬁmaﬂm@d ]- 0X06| 2| ?o;‘r-am e 15
<l DO T A T e et A9 15 by crowshielesrl -

meth @@ﬂiéﬂ%ﬁfbngmyde] 3, 4- difluorobenzenesul fonam de, N
di net hyl am no) - 4- met hoxy- 5, 6, 7, 8-t et rahydrona

N-[( tﬁa@dﬂ@n leaym]m)zl-mqrﬁtohy+5cfeﬁ,§an‘em¢@mahnhdkn- -yl]-2-
fluorobenzenesulfonamide,

N-{ (6S)—6~(dlmethylarmno)—4—methoxy-5,6,7,8-tetrahydronaphthalen-1-y1]-2-

(trifluoromethyl)benzenesulfonamide,
2,5-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllthiophene-3-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-3,4-
dimethoxybenzenesulfonamide,
2,3-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
2-chloro-N-[(6S)-6~(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen- 1-y1]-6-
methylbenzenesulfonamide,
3,4-dichloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-

yl]benzenesulfonamide,
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N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-tetrahydro

napht hal en-1-yl ]-2,5- 20 di net hyl benzenesul f onam de,
WOR006/126939 PCT/SE2006/000593

[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydrona

pht hal en-1-yl]-3- net hoxyb enesul f onani de,

N-[ (6S)-6-(di net hyl am no) - 4-net hoxy-5, 6, 7, 8-tetrahydro

napht hal en-1-yl]-2,5- difl uorobenzenesul fonan de, 25

ssagkaboentione ST HRBIRAS eAliFtuefo T
yl]ber{r\]ig{lé]stﬁﬁ %E{dgl [ret h}/IAfaEnZE]o) - et hoxy- 5, 6, 7, 8-t et rahydr o

5- brompmw$1ﬂmnwhymw)}%@nﬁ@ﬁé§m .7 Srigwahydronaphthalen-1-

6- (d| met hyl am no) - 4- met hoxy-5, 6, 7, 8-t
yl]thl‘élfhreﬂﬁg é%%ﬁ{qgal en- | - 30

4-brool NamnbiIRL -@(ﬁﬂieﬁ@[h@ﬁh@)% ni%tlﬁcﬁeyef{ 6,7,8-tetrahydronaphthalen-1- -

6- (di net hyl am no) - 4- met hoxy-5, 6, 7, 8-t et rahydr ona
yl]thlpphenmzewgﬁonalw deani no }

s IR A B P>

meth${yd&)zeBeduliionetnldel ami no) - 4- net hoxy- 5, 6, 7, 8-t et r ahydr ona

NGB AP DY R DERPERE S Brtfrbadronse el R

1fSliapBady! ami no) - 4- et hoxy-5, 6, 7, 8-tetrahydron
ﬂuor&lfeﬁ%n 9“en- - "yl ] napht hal ene- | -sul fonami de,

5
N- [24hl©ﬂg s{bﬁﬁ&b&a@mamwpow{m@w S d-Sritmahydananbihalennks

yl]anplétﬁpﬁﬁ%g}pﬁgmaﬁgﬁagﬁ “-yl ] benzenesul f onani de,

N- [(dﬁjb(@ etﬁyl@ﬂhﬁ@tmﬂemm)e A8 ek digdyonaplithdlef-1tydl-2 apelr2)3,4-
napht hal en- 1- -4- et hyl napht hal ene- |

tetrahydraquisediie desu lf@nélﬁlc@r 0- N
N-[G5HE )dlrg%tﬁgf &M A0 5%, FBLARR eRorfipHihalen-1-y1]-3.4-

et ranydrona
dlﬂuoi‘obmaﬁﬁshﬁbﬂmmdﬁ sul fonam de,

N AN TR A e A U

deonam de,
methﬂbﬁ%%% (lgﬁl‘k thyl ami nféﬁ 4- thog/ 8-tetrahydro
N—[(ﬁ&j{ﬂ%dhabhhylahum)]—&membr Jypttetrahy onaphthale -1-y1]-2,5-
ﬁp’f m daz aul fonam de, 15
dime é‘?neéu aﬁﬁ iyl ani no) - 4- net hoxy- 5, 6, 7, 8-t et r ahydr o
N-[(6H AL BFtatnidb - 4- Mg 56,38 _tetthH yaiRermptitialen-1-y1]-3-
methoxybenzenesulfonamide,
N—[(6S)-6—(dimethylamino)-4—methoxy—5,6,7,8-tetrahydr0naphthalen—1-y1]-2,5—
difluorobenzenesulfonamide,
4-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllnaphthalene-1-sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl}-4-[2-
(phenylsulfonyl)ethyl]benzenesulfonamide,
8-chloro-N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yllnaphthalene-2-sulfonamide,
N-[4-({[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-
yl]amino}sulfonyl)phenyl]-2,2,2—triﬂuoroacetamide,
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2-chl oro-N-[ (6S) - 6- (di met hyl am no) - 4- met hoxy-5, 6, 7, 8-t
et rahydr onapht hal en- |-yl ]-4, 5-

waledobagebenzenesul f onami de, PCT/SE2006/000593
N-[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,
8-t etrahydronapht hal en- | -yd44-4- 20

(met hyl sul fonyl ) benzenesul t onam de, 4-chl oro- N
[ (6S)-6-(di net hyl am no) - 4- met hoxy-5, 6, 7,

N-{(6§]6 R RINALRABPALIA L5 ,gg,éﬂkétfaﬁydr@ﬁaphthalen-1-y1]—2-

(phent)alsﬁlf&@))b&z(edbmm;{ﬁm no) - 4- met hoxy-5, 6, 7, 8-t etrahydro
phenyl sul f ona

7- brolmptl\('é@)s) '@H?%QYIHWIH%}T@@;&@XW%M96@}@%%&%@?1%%4?dr )
yl]naﬂnhéﬁ?.ﬁ@r{éaf ﬁﬁfolna)ﬂl%lf 2- et hoxy 4- [

yl benzenesul fonam de,
4-(1, 3( lﬁeﬁ)zemznbﬂyb)xly [66ye- (cbmeth@tlaumﬂe)y'4-1®1hc6cy7§,6,7 8-

tetr dron ht hal 1-yl ] pyridine-3- sul fonam de,
tetrahgdrgn@ "g'y@F?@gfsuio xy- 6- pyrrol idi n 1 y1-5,6,7

N-[ (6?& &(&ﬁ{eﬂ?}l‘éﬁﬁfn@ﬂaﬁﬁém@hﬁﬂﬁ 7.8 te’i&hyanbﬁ oaam de,
Met hoxy- 6 pyrro din-1-yl-5,6, 7, 8- tetrahydro
methyj nerl-sulfpnpepidenci i ne- 8- sul f onami de,

-chlcﬁgﬁgi)[(%iﬁiﬁéﬁho@hgéﬁloﬁ 1%9%8253 5,678 té\{fgahé/mfnaphthalen 1-

ylnaghtiidéreshywfaanagd)t hal en- 1-yl | napht hal ene- | -
sul_f onam de,

4'-cyano-Neh(66)-6-(imetb gpminard methp X &-S(rbBrisH e gpplshgler 1-yil-1,1*-
biphefylt ELAMYAE@)apht hal en- | -yl ] bi phenyl - 2- sul f onani de,
i )

N-[(68)- 6@ﬂ1itgmﬂwlmﬁ{r(o@|s)mathae;|t h6xAR-Gt{ahpdlopiriialed-15116] , 2-Buethyl-
t.ra ron t en-1

1H‘“W8’t’7r?;¥ﬁ HoB ‘g‘?ﬁﬂ“ﬁ% sul fgn!am de,

N- [(6BI 6@1111%11{\%{1%)( 4%&1&6;(305 lochi @tetfahz&ﬂon&plﬁhaien—l ~yl]thiophene-3-

et r ahydr onapht hal en- napht hal ene- -
SUIfOImmlﬁfbnam de, N

2-chiggb3Ph (631 %3‘ {}Eetﬁilgﬁ@rogg%@éﬁ§ B 8 Reildrironaphthalen-1-y11-4,5-

rona gurmolTne-

dlﬂucﬁwehmmlﬁtmnﬂde Chl or o- N-
S)- 6- (di rrethyl am no) - 4-

N[O} gD R AR aRs 5618 (esy ambsadenslotran de.
(methgﬁgléﬂ?yg)rbg{l%\l-n[e %gsn-ag]-l?di nmet hyl am no) - 4- met hoxy-5, 6, 7,

4-chl@othe{ (6ahrpeldomethyitmin @ ri-tethioky18;6,7,8-tetrahydronaphthalen-1-y1]-2,5-
diﬂuoroterr]x én%lsﬁp a¥m 2-sul fonam de,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yl]-1,1'-biphenyl-4-
sulfonamide,
N-[(6S)-6-(dimethylamino)-4-methoxy-5,6,7,8-tetrahydronaphthalen-1-yI]-2-methoxy-4-
methylbenzenesulfonamide,
N-[(6S)-4-methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-yl]pyridine-3-
sulfonamide,
3,5-Dichloro-N-[(6S)-4-methoxy-6-pyrrolidin-1-y1-5,6,7,8-tetrahydronaphthalen-1-
yl]benzenesulfonamide,
N-[(6S)-4-Methoxy-6-pyrrolidin-1-yl-5,6,7,8-tetrahydronaphthalen-1-yllquinoline-8-

sulfonamide,
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is or salts, solvates or solvated salts thereof. 10.
The conpound according to.any one of clains 1 to 9,
wo o00602@®39 n t herapy. 11. Use of the conpounds PBPET/SE2006/000593
formula | according to any one of clainms 1 to 9, in
the 20 manufacture of a neﬂhganent for treatnent of
5HT6 nedi at ed di sorders. he use according to
claim 11 for treatnent of Al zheiner's di sease

N-[( %QA;MI N aé-g? %HEH ?ig‘g%d irélgggonafgﬁl%gn-l naphtha'lene-l—

gﬂﬁﬁ@ﬁﬁmaceutlcal conposi tion conprising as active
i ng redient a ther apeutically effective anmount of the

4-CllorpNifed b woronig (resthylgmited- 5.7 8Heraty dmnpphbalendi-
wmngﬁggggq%ng%nﬁuth one or nore pharnaceutically

‘ents, excipients and/or inert carriers.

4- Ch'uéro NH%S)MmEﬂ@Qﬁ-ﬁL(@I@dthﬁm@ﬂﬁ we-ta@ﬂfgadynaﬁhthaeﬁhaylw
e

for use int treat ment of 30 5HT6 nedi at ed
nwﬂa&%%mﬁekgsﬁﬁﬁum@ﬂﬁtreatnent of Al zheinmer's disease,

NGNSy PRI 156 98 RLER b SR P tene 1
mﬂﬁfﬁﬂﬁdﬁ2006/000593 139 15. A nethod of treatnent of

S A S T LR A M —

sulfoshinkdeschi zophreni a, obesity and/or Parkinson's

., disease, conprising admnistrering to a manm
4-Chlegor-Ndi6%- %&mﬁthyheenb)oéf -metityt .64 8rtetmelydrenaphthalen-1-

Yl]bibﬁ&ﬁlg??sﬂ[f'oﬁ%lg effectlve armount of the corrpounds of

acco’raélll ng to any one of 5 clains 1 to 9.

4'- C}ill6r0~N¥[(6?83€ﬁﬂ¢d1ﬁ1@lhyIahﬁn®ﬁ43ﬁ%‘fﬁdx9f5 67 8t atyimsapRihalen-1-y1]-N-
Al zhei ner' s di sease, cognitive inpairnent associated
methyihiphegyh?-sulimaghda, obesity and/ or Parkinson's

or saﬁg %%ﬁz%?ea Y"?Bl?zﬂe& flle?.“@éf as active ingredient a

oun according to any one of clains
1 to 9. 10 17. Cbnpounds selected fromthe group

onsi Siti - met hoxy- 3 N3- di et hyl chr omane- 3,
10. TH8GPtgm LA cping o 3mY e BT 19 ik wipid Ehegin, - 5
-t etrahydr onapht hal ene- 1, 6- d| am ne, (6S)-4-nmethoxy-N
6, N6- di net hyl -5, 6, 7,
11. e oé theadoynpoondsiftfhehda & adcaddidg aorpmpeone dfSlaims 1 to 9, in the

mandffeihicr ThRnchr R eBlondh B Siafls mmecbinda SicbiGfs2"Y Ar onap

N—[(ZS) 5-am no- 8- met hoxy- 1, 2, 3, 4-t et rahydr onapht hal en
-2-yl]-2,2,2-trifluoroacetam de 18. Use of conpounds
12. The é‘éﬁ’ anﬁgi%tGCl%lmﬂ hfpr geatmang phhlrheinees’sdiseasps cognitive

impaRhRRPEARbLAR YithsBRzoRIRA UL s ad D5 BHBinbon €@iscase.

13. A pharmaceutical composition comprising as active ingredient a therapeutically
effective amount of the compound according to any one of claims 1 to 9, in association

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

14. The pharmaceutical composition according to claim 13, for use in the treatment of
5HT6 mediated disorders and for treatment of Alzheimer’s disease, cognitive impairment

associated with schizophrenia, obesity and/or Parkinsons disease.
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15. 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 9.

16. 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 9.

17. Compounds selected from the group consisiting

(?)R)-S-methoxy-N3 N°-dimethylchromane-3,8-diamine,

(6S)-4-bromo-N 6,N6—dimethy1—5,6,7,8—tetrahydronaphthalene—1,6-diamine,
(6S)-4—methoxy-N6,Nﬁ-dimethyl—S,6,7,8—tetrahydronaphthalene-1,6—diamine,
(6S)-4-methoxy-6-pyrrolidin-1-y1-5,6,7,8-tetrahydronaphthalen-1-amine, and
N-[(2S)-5-amino-8-methoxy-1,2,3,4-tetrahydronaphthalen-2-yl]-2,2,2-trifluoroacetamide.

18. Use of compounds according to claim 17 as intermediates in the preparation of the

compound of formula L



