WD 2006/ 046916 PCT/ SE2005/ 001610 1 CHEM CAL COMPOUNDS The present
invention relates to sul phonam de derivatives, to their use as nedi canents
(for exampbeoddnsthie treatment of an inflammtory di seasecsisab@y/oote00
pharmaceutical conpositions conprising themand to processes for preparing
t hem Sul phonam de derivatives are disclosed as anti-inflamuatories in WO
2004/ 019935 and WO 2004/ 058&%{% Ml y active sul phonam des are
al so disclosed in Arch. Pharm—% =173, J.Med. Chem (2003) 46
64-73, J. Med. Chem (1997) 40 996- 1004, EP 0031954, EP 1190710 (WO
200124786), US 5861401, US 4948809, US3992441 and WD 99/33786. It is known
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t hi enyél V% W pyrazol yl, benzthienyl, quinolinyl or isoqui noI i nyl,
and A Pg ptTonalt'y substituted by hal o, C1-6 al kyl, Cl-6 al koxy, Cl4
al kyl thi o, IEZb%nBWﬂQlﬁababﬂwh noﬂ—lbteéoﬂdlwompamkdmyter@ywhtﬁit]lwgluxgqorﬂbmixtyI oXY,
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<9 (non-ster01da?/glucoco1(rt1c)01 s. The presegt 1zwent1on provides further non-steroidal

compounds as modulators (for example agonists, antagonists, partial agonists or partial
antagonists) of the glucocorticoid receptor capable of having a dissociation between their
anti-inflammatory and metabolic actions.
The present invention provides a compound of formula (I):
R’
O\\S ,Ill—L—W (1)

A%

wherein:

A is phenyl, naphthyl, pyridinyl, furyl, thienyl, isoxazolyl, pyrazolyl, benzthienyl, quinolinyl
or isoquinolinyl, and A is optionally substituted by halo, Ci.6 alkyl, C1.s alkoxy, Cy.4
alkylthio, C;.4 fluoroalkyl, C1.4 fluoroalkoxy, pyridinyloxy, benzyloxy, nitro, cyano, C(O):H,
C(0)2(C 1.4 alkyl), S(0)2(C1.4 alkyl), S(O);NHz, S(0):NH(C1-4 alkyl), S(O)N(Cy.4 alkyl),,
C(0)(C1.4 alkyl), C(O)NHz, C(O)NH(C:.4 alkyl), C(O)N(C1-4 alkyl)s, NHC(O)(C1.4 alkyl),
NR"’R“, phenoxy (optionally substituted by halo, Cy.¢ alkyl, Ci.6 alkoxy, C;.4 alkylthio, Ci.4
fluoroalkyl, Cy.4 fluoroalkoxy, nitro, cyano, C(O);H, C(0)2(Ci-4 alkyl), S(0)»(C;.4 alkyl),
S(O);NHa, S(O);NH(C.4 alkyl), S(0);N(C.4 alkyl)z, C(O)(C1.4 alkyl), benzyloxy, C(O)NH,,
C(O)NH(C.4 alkyl), C(O)N(Ci.4 alkyl),, NHC(O)(C,.4 alkyl) or NR¥R'®), phenyl (optionally



S(O 2NH2, S(O) 2NH(Cl-4 alkyl), S(O 2N(Cl-4 alkyl)2, C(O(Cl-4 alkyl),
benzyl oxy, C(ONH2, C(ONH(Cl-4 alkyl), C(ONCLl-4 alkyl)2, NHC(O (Cl-4
al kyl ) orwbRaglRL16 phenyl (optionally WO 2006/ 046916 PETASE208660Gd1L610 2
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al kyl WR*®f)4 hal oaI kyI ) a 4 al kyl ene-S (optionally substituted by Cl 4
al kyl of, C;LI_4IJ'| Ilp “CaR)ﬁl ah ne- §, I bst tut ed by
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subst i ey g&l 4 aI kyl or Cl_4 hal oaI kyl); Wis cyclohexyl, phenyl,

met hyl enedi oxyphenyl, thienyl, pyrazolyl, thiazolyl, isoxazolyl
pyr i di RYls,hydyogen] @i. ertylkyl Pheni @ﬂlﬁyYLC(@,r@;za qygloalky], :{C56 @yqlqajkyiﬁHg or Cs.

, 2, 3- trk zinyl, 1,2,4-triazinyl, benzofuranyl, benzthienyl, indolyl,
|ndoI|ﬁ en35ﬂa|hydr0|ndollnyl indazolyl benzinidazolyl benzoxazolyl,
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[ 1, 8] - alaplehériNH (hptiphally sh,bﬁ}tutwdbb(t@mrailkjﬂ 10y C,l -4 h@llpﬂﬂrlib’])rQHﬁ(O)NH
CH(CH3)C(O)NH, C;.4 alkylene-O (optionally substituted by Ci.4 alkyl or Cy.4 haloalkyl), C;.
4 alkylene-S (optionally substituted by Cy.4 alkyl or Cy.4 haloalkyl), Ci.4 alkylene-S(O)
(optionally substituted by C;.4 alkyl or C;.4 haloalkyl) or Cy.4 alkylene-S(O)2 (optionally
substituted by C.4 alkyl or C;.4 haloalkyl);
W is cyclohexyl, phenyl, methylenedioxyphenyl, thienyl, pyrazolyl, thiazolyl, isoxazolyl,
pyridinyl, pyrimidinyl, pyridazinyl, pyrazinyl, 1,3,5-triazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl,
benzofuranyl, benzthienyl, indolyl, indolinyl, dihydroindolinyl, indazolyl, benzimidazolyl,
benzoxazolyl, benzthiazolyl, quinolinyl, tetrahydroquinolinyl, isoquinolinyl, quinoxalinyl,
quinazolinyl, cinnolinyl, phthalazinyl, [1,8]-naphthiridinyl, [1,6]-naphthiridinyl, quinolin-
2(1H)-onyl, isoquinolin-1(2H)-onyl, phthalazin—l(2]1);onyl, 1H-indazolyl, 1,3-dihydro-2H-
indol-2-onyl, isoindolin-1-onyl, 3,4-dihydro-1H-isochromen-1-onyl or 1H-isochromen-1-
onyl;
W is optionally substituted by halo, C;.¢ alkyl, C;.¢ alkoxy, Ci.4 alkylthio, Cy.4 fluoroalkyl, C;.
4 fluoroalkoxy, nitro, cyano, OH, C(O),H, C{O)Z(C1-4 alkyl), S(0)2(C1.4 alkyl), S(O),NHo,



2(1H) -onyl, isoquinolin-1(2R) -onyl, phthal azin-1(2H) -onyl, 1H i ndazolyl,

1, 3-di hydro-2H indol -2-onyl, isoindolin-I-onyl,

3, 4- di hydwo-2bdd/dasmehr omen-1-onyl or 1Hisochronen-I1- onelcr/s¥éeosoowsio onal |y
substituted by halo, Cl1_6 al kyl, Cl.63al koxy, Cl.4 alkylthio, Cl1 4
quoroaIkyI d 4 fluoroal koxy, nitro, cyano, OH C(O2H C(O2(Cl.4

alkyl), S(O2(CL 4 alkyl), S(O2NH2, WD 2006/ 046916 PCT/ SE2005/ 001610 3
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conprlses for exanple 1to 6, such as 1, 2, 3, 4 or 5 alogen (such as

f1uori rﬁ@hlémeSél@b@nat%é}w@n%mlutmtatq @malgnatexarrm e, CHF2 CF3, CH2CF3, C2F5 or

nal ogen ( sucieadofiIreSie ihigf S REFoCsottaubtoten 5GP g Fareseit 2,
OCF3, @OraGbd cow? FP swh sosiieel. Fl uoroal kyl conprises, for exanple, 1 to 6,

such as 1, 2, 3, 4 or 5 fluorine atons. It is, for exanf'p CHF2, CF3,
CH2CF3 or  C2HbY! stpuRs apdimeistjes cangsrai gt or bmph@@mm and aye,tfor example metlad, 1, 2,

arors. bty Seb PR bl iee SHLBRAMG. O CTopont yi or cyclohexy!

| n one part ikdlbdkylaspgeites; g cRa@pleN! td 6)\watK hoN MBOY belSRaleg&PEREHAd Of
formulg (1), wherein Ais phenyl, napht hyl p%rl di nyl , ﬁl enyl, quinolinyl
or i SO(ﬂ]ﬁOﬁ‘BF pﬁylplornétﬁdttwq Jdt 1s for example, CHF,, CFs, CH,CFs, C2Fs or CH, 1

Haloalkoxy comprises, for example, 1 to 6, such as 1, 2, 3, 4 or 5 halogen (such as fluorine or
chlorine) atoms. It is, for example, OCHF,, OCF3, OCH,CF3, OC,F5 or OCH,Cl.

Fluoroalkyl comprises, for example, 1 to 6, such as 1, 2, 3, 4 or 5 fluorine atoms. It is,
for example, CHF,, CF3, CH,CF3 or C,Fs. Fluoroalkoxy comprises, for example, 1 to 6, such
as 1, 2, 3, 4 or 5 fluorine atoms. It is, for example, OCHF,, OCF3;, OCH,CF3 or OC,Fs.

Cycloalkyl is for example, cyclopropyl, cyclopentyl or cyclohexyl.

In one particular aspect the present invention provides a compound of formula (I),
wherein A is phenyl, naphthyl, pyridinyl, thienyl, quinolinyl or isoquinolinyl, and A is
optionally substituted by halo, Cy.¢ alkyl, Cy.¢ alkoxy, C1.4 alkylthio, CF3, OCFs3,
pyridinyloxy, benzyloxy, nitro, cyano, C(0),H, C(0)x(Ci.4 alkyl), S(0)2(C1.4 alkyl),
S(0)2NHz, S(0);NH(C1.4 alkyl), S(0);N(Ci.4 alkyl)s, C(O)(C14 alkyl), C(O)NEHL,
C(O)NH(C1.4 alkyl), C(O)N(C).4 alkyl),, NHC(O)(C .4 alkyl), NR'*R", phenoxy (optionally
substituted by halo, Cy.¢ alkyl, C;.¢ alkoxy, C.4 alkylthio, CF3, OCFs, nitro, cyano, C(O),H,
C(0)2(C1.4 alkyl), S(0)2(C1.4 alkyl), S(O);NH,, S(0);NH(C).4 alkyl), S(0):N(Ci.4 alkyl),,
C(O)(Cy.4 alkyl), benzyloxy, C(O)NH,, C(O)NH(C).4 alkyl), C(O)N(C1.4 alkyl);, NHC(O)(C;.
4 alkyl) or NR"R') or phenyl (optionally substituted by halo, Cy.6 alkyl, C1.6 alkoxy, C.4
alkylthio, CF3, OCFs, nitro, cyano, C(O);H, C(O)y(C1.4 alkyl), S(0)2(C1.4 alkyl), S(O),NH,,



optionally substituted by halo, Cl-6 al kyl, Cl-6 al koxy, Cl4 al kylthio,
CF3, OCF3, pyridinyloxy, benzyloxy, nitro, cyano, C(O2H C(O2(Cl-4
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hal o, %1( &v Cl-6 al koxy, Cl-4 al kylthio, CF3, OCF3, nitro, cyan,
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| ndoI | dr.oi ndol i nyl , benzi m dazolyl, behzoxazol’yl enzthi azol yl,
qui nol r%gl -na h%’ilfl% %FrB(ﬂ1nﬁB]ll¢ﬁ5dllnYh Wo!q@ph@hallwubstrqutedmbxhhhon@l s alkyl, Cy.

‘[;‘i' lgi Zﬁgﬁﬁiﬂm ng&ﬂ;%ig% DRURE D, GrOTef @@ie?g( @ﬂ%ﬂg W atlah, o
al ko 2 19,2 S( Mlkﬂ% My,
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phar mﬁ@@fﬂ‘athgcawa@hadmhcmtsalt t hereof; for use as a nmedi canent. In
anot her asp]ﬁgt Fr es i nvention provides a conpound of formula (1),
wherein A rkﬂt%q’iﬁ pec Bﬁfeﬁ?l‘t inyeptign providpsiarronipeynd of formulgunehereid A and A

IS optisghdhylynaphBsi, thidhPdqi¥olinyl or isoquinolinyl, and A is optionally substituted by
halo, Cy.¢ alkyl, C,.¢ alkoxy, C.4 alkylthio, CF;, OCF3, phenoxy (optionally substituted by
halo or Cy.4 alkyl), phenyl (optionally substituted by halo or C,4 alkyl), pyridinyloxy,
benzyloxy, nitro, cyano, S(0);NHa, C(O)(C.4 alkyl), C(O)NH,, NHC(O)(C1.4 alkyl) or
NRIOR“; R and RY are, independently, hydrogen, C;.4 alkyl or Cs.7 cycloalkyl; R! is
hydrogen, Cy alkyl, phenyl, pyridylC(O), cyclohexyl, cyclohexylCH, or Cs.4 alkenyl; L is a
bond, C,.4 alkylene (optionally substituted by Ci.4 alkyl), Cy4 alkylene-NH (optionally
substituted by C;.4 alkyl), CH,C(O)NH or C,4 alkylene-O (optionally substituted by C;.4
alkyl); W is phenyl, benzofuranyl, indolyl, tetrahydroquinolinyl, thiazolyl, pyridyl,
isoxazolyl, pyrimidinyl or 1,3,5-triazinyl, and W is optionally substituted by halo, C,.¢ alkyl,
Ci-6 alkoxy, Cy.4 alkylthio, CF3, OCFs3, benzyloxy, nitro, cyano, S(O);NHz, C(0)(Cy.4 alkyl),
C(O)NH,, NHC(0)(C1.4 alkyl) or NR'*R"; R'? and R are, independently, hydrogen, C; .4
alkyl or C;.; cycloalkyl; or a pharmaceutically acceptable salt thereof; for use as a

medicament.



halo, C1_6 alkyl, Cl1_6 al koxy, Cl1_4 alkylthio, CF3, OCF3, phenoxy
(optionally substituted by halo or Cl.4 alkyl), phenyl (optionally

substi t utwo 2bys/dasd1ie or Cl.4 al kyl), pyridinyloxy, benzycwsgo0sidrs0 cyano,
S(O2NH2, C(O(Cl.4 alkyl), C(ONH2, BHC(O (Cl_4 alkyl) or NR1OR11l; R10
and R1l' are, independently, hydrogen, C1.4 alkyl or C3_7 cycloalkyl; Rl is

hydr ogen, Cl_6 Kk ny yr| dyl C(O), cyclohexyl, cycl ohexyl CHZ or
C3_4 al keny|JI fﬁl %‘% ékpeﬁgﬁa presg t4n&qq259né>ﬁev1@@m Gaprpsiuhg of fswila ()} wherbin: C1_4

aIkI,Agélﬁ 0 I ed, b 4a| 2C( O) NH
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napht h@l (optibh 2R Yshbst kN8 | I Alis optional ly
substltu('?gé by|9 Sf su%:tn)(ldlk?[ horgcbllll ir)%}éo gr‘}BSk’ly ki-6 al kyl, Cl-6

al kfxytetrﬁhydr@qulpﬁ]gndxtyla(zdpl , ipgnidyl| moxﬁ!@l}&lt%}frﬁmﬁﬁlybm 3 54tr1§£15¥ﬂ hnd W‘an%l o1 4
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Cl. 4 afakyth 9r60éfm(se)awimﬁdw@mm4 al kyl ene- O (optionally substituted by Cl-4
R F O L SR R P A T
T et b, i R A W o
al kyl )9ibstifp eg w%&egthybﬂllsyl‘mge@t addkplthis oUT;, OO, g8fridir dSX}USG as a
s TR s ot @ R VA R e g
or |6sg{gmgzxm(@mla,lk}aﬁ@@zN%cppatynaggFgc?%ﬁcpg; SRRy ClaO (B YL
cyano, &) b%@w ally ), ZP(I (Q)(81kslkyD), m{tﬂm‘(, @errfbxgl(kptio)nallﬁ(;@sﬁwfb"d by halo,

Cr¢ alkyl, Cy6 alkoxy, C,.4 alkylthio, CFs, OCFs3, nitro, cyano, C(O),H, C(0)y(C;.4 alkyl),

S(0)2(C1.4 alkyl), S(0);NHa, S(O);NH(C1.4 alkyl), S(O),N(Ci.4 alkyl),, C(O)(C1.4 alkyl),

benzyloxy, C(O)NH,, C(O)NH(C).4 alkyl), C(O)N(Cy.4 alkyl),, NHC(O)(C1.4 alkyl) or

NR'R") or phenyl (optionally substituted by halo, Cy.¢ alkyl, Cy. alkoxy, C1.4 alkylthio, CFs,

OCFs, nitro, cyano, C(O),H, C(0)x(C1.4 alkyl), S(0)2(Ci.4 alkyl), S(0),NH,, S(0),NH(C.4

alkyl), S(0)N(Cy.4 alkyl);, C(O)(C1.4 alkyl), benzyloxy, C(O)NH,, C(O)NH(C,_4 alkyl),

C(O)N(Ci4 alkyl)s, NHC(O)(Ci4 alkyl) or NR'RY); R™® R'. R™ R!S R and R are,

independently, hydrogen, C;.4 alkyl or C;_ cycloalkyl; R is hydrogen, Cy. alkyl, phenyl,

pyridylC(O), Cs.6 cycloalkyl, (Cs.q cycloalkyl)CH, or Cs.4 alkenyl; L is a bond, Ci.4 alkylene

(optionally substituted by C;.4 alkyl), C; 4 alkylene-NH (optionally substituted by C;_4 alkyl),

CH,C(O)NH, CH(CH;)C(O)NH, C;.4 alkylene-O (optionally substituted by Ci4 alkyl); Ci.4

alkylene-S (optionally substituted by Cy.4 alkyl); Cy.4 alkylene-S(O) (optionally substituted by

Ci.4 alkyl); Cy.4 alkylene-S(0), (optionally substituted by C;.4 alkyl); W is phenyl,

methylenedioxyphenyl, thiazolyl, isoxazolyl, pyridyl, pyrimidinyl, pyridazinyl, pyrazinyl,

1,3,5-triazinyl, 1,2,3-triazinyl, 1,2,4-triazinyl, benzofuranyl, benzthienyl, indoly1, indolinyl,
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In a still further aspect the present invention provides a compound of formula (I)
wherein A is phenyl (optionally substituted by halogen, C;.4 alkyl, Cy.4 haloalkyl, Cy.4 alk((;xy
or Ci.4 haloalkoxy), pyridyl (optionally substituted by halogen, Ci.4 alkyl, Cy.4 haiofilkyla 1 1-‘;
. . 0
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alkylene-S(O) (optionally substituted by Cy4 alkyl or C;.4 haloalkyl) or Cy.4 alkylene-S(0),
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3. In a further aspect the invention provi (n)
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In yet another aspect the present invention provides a compound of formula (I)
wherein W is phenyl, pyridyl, indolyl (for example indol-4-yl, indol-5-yl, indol-6-y1 or indol-
7-yl), indazolyl (for example indazol-4-yl, indazol-5-yl, indazol-6-yl or indazol-7-y1);
quinolinyl (for example quinolin-5-y1) or isoquinolinyl (for example isoquinolin-5-yl).

In a further aspect the present invention provides a compound of formula (I) wherein
W is indoly! (for example indol-4-yl, indol-5-yl, indol-6-yl or indol-7-yl), indazoly] (for
example indazol-4-yl, indazol-5-yl, indazol-6-y1 or indazol-7-yl), quinolinyl (for example
quinolin-5-yl) or isoquinolinyl (for example isoquinolin-5-yl).

In a still further aspect the present invention provides a compound of formula (I)
wherein W is indol-4-yl, indol-5-yl, indol-6-yl, indol-7-yl, indazol-4-yl, indazol-5-yl, indazol-
6-yl, indazol-7-yl, quinolin-5-y1 or isoquinolin-5-y1.

In another aspect the present invention provides a compound of formula (I) wherein W

is indazol-4-yl, indazol-5-yl, indazol-6-yl, indazol-7-yl or quinolin-5-yl.



O (substituted by C1_4 alkyl); wherein Cl_4 alkyl is, for exanple, nethyl
or ethyl. L is, for exanple, C2 allcylene-NH (substituted by C1 4 al kyl).
L is, forwexammuse916C2 al kyl ene-0 (substituted by Cl.4 acisiEroosiooeso stil
further aspect the invention providessa conpound of forrmula (I) wherein L
is CH(CH3)CH2CH2 (such as in the S-configuration), CH(CH3)CH2NH (such as
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CH( C2Hb5) cHAEpiet notfes agpect thy W%Ent@WPP@mvé@qs&ﬁo@f@HP@M%h (such as in

the S-conf.iqurati ]g-jga S ok, the NHCgUrakhen) or
CH( CFM% 1%%&1%% %%@ - cccl)% n%elglgg?'g%l?(glﬁ)ﬁ.h’l @;11'4aan%ét é?t%g’p%rg%lﬂt he

pr esenitsd Ny vna N sbsainitelsy RalogempCunalkel, CiFay Gy akdy) on@el;¢ onCO)NK:.

CH( CH3) CH2NH (such as in the S-confjgurat. On% or it pr%\)/%gﬁqsl florTFound of
formul a (1)nafseheiaspect the peeseaHoy oD reVides A0MpPYrHot & (8}7 &Cn). In
yet a r t | [ r O\ C formula (1)
wher o i < SHER ol Sa KT G Al B T ol 51

i ndol -@bytituted biyreialalkyl, Yér)exainptbaz il GH(QHHCHe® a6 HL EHOd&H (THA(GH) or

i ndazol -5-yl, indazol-6-yl or indazol-7-yl), quinolinyl (for exanple
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i ndol n‘&h'%}]?%q?n%gpd@%% i ndol -6-yl, indol-7-yl, indazol-4-yl, indazol-5-yl,
i ndazol - 6- g stilhfiiethed aspedt Ithe mrasendinventtonyprovides 8 ogmpersidiod femyla (I) n anot her

per L N e R S ]
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its structure (see for example, Example 77, 78, 79, 80 or 83).

In a still further aspect the present invention provides a compound of formula (I)
wherein: A is phenyl, naphthyl or thienyl, and A is optionally substituted by halo, C.¢ alkyl,
C1.¢ alkoxy, C1.4 alkylthio, CFs, OCF3, phenoxy (optionally substituted by halo or Cy.4 alkyl),
phenyl (optionally substituted by halo or Cy.4 alkyl), pyridinyloxy, benzyloxy, nitro, cyano,
S(0);NH,, C(O)(C14 alkyl), C(O)NH,, NHC(O)(C1.4 alkyl) or NR'*R'; R' and R are,
independently, hydrogen, Cy.4 alkyl or Cs.7 cycloalkyl; R! is hydrogen; L is Cy4 alkylene
(optionally substituted by Ci.4 alkyl) or C;.4 alkylene-O (optionally substituted by Ci.4 alkyl);
W is phenyl optionally substituted by halo, Cy.¢ alkyl, C1.¢ alkoxy, Cy.4 alkylthio, CF3, OCFs,
benzyloxy, nitro, cyano, S(0),NH,, C(O)(C,.4 alkyl), C(O)NHo, NHC(O)(C;.4 alkyl) or
NRZRB ; R'2 and RP are, independently, hydrogen, Cy.4 alkyl or C37 cycloalkyl; or a
pharmaceutically acceptable salt thereof.

In a still further aspect the present invention provides a compound of formula (T)
wherein: A is phenyl, naphthyl or thienyl, and A is optionally substituted by halo, Cy.¢ alkyl,
C1.6 alkoxy, CFs, OCF;, phenoxy (optionally substituted by halo or Ci.4 alkyl), phenyl
(optionally substituted by halo or C;.4 alkyl), pyridinyloxy, nitro or cyano; R'is hydrogen; L



substituted by Cl_4 alkyl); for exanple L is CH(CH3) CH2O, CH2CH20,

CH(CH3) (CH2)2 or (CH2)3 In another aspect of the invention L is Cl.4
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alkyl, C1.¢ alkoxy, Ci.4 alkylthio, Cy.4 fluoroalkyl, Ci.4 fluoroalkoxy, nitro, cyano, C(O).H,
C(0)(C1.4 alkyl), S(0)2(Ci.4 alkyl), S(O),NHa, S(O):NH(C.4 alkyl), S(O)2N(Ci.4 alkyl),,
C(0)(C1.4 alkyl), benzyloxy, C(O)NH,, C(O)NH(Cj.4 alkyl), C(O)N(C.4 alkyl)s, NHC(O)(C:-
4 alkyl) or NR'®R') or pyrazolyl(optionally substituted by halo, Cy.¢ alkyl, Cy. alkoxy, Ci.4
alkylthio, C1.4 fluoroalkyl, C;.4 flucroalkoxy, nitro, cyano, C(O).H, C(0)(C.4 alkyl),
S(0)2(C1.4 alkyl), S(0)NH,, S(O),NH(C1.4 alkyl), S(0)2N(C1.4 alkyl)s, C(O)(C1.4 alkyl),
benzyloxy, C(O)NHz, C(O)NH(Ci.4 alkyl), C(O)N(C;.4 alkyl)z, NHC(O)(C;.4 alkyl) or
NR?R™); R R RM, R, R R RS R*, R® and R* are, independently, hydrogen, Ci.4
alkyl or Cs.7 cycloalkyl; R! is hydrogen; L is C; alkylene (substituted by Ci.4 alkyl or C1.4
haloalkyl), Cp.4 alkylene-NH (substituted by Ci.4 alkyl or C;.4 haloalkyl) or C,.4 alkylene-O
(substituted by Cy.4 alkyl or C;.4 haloalkyl) {for example L is Cs alkylene (substituted by Ci.4
alkyl), C, alkylene—NH (substituted by C;.4 alkyl) or C, alkylene-O (substituted by C;.4

) alkyl)}; W is cyclohexyl, phenyl, methylenedioxyphenyl, thienyl, pyrazolyl, thiazolyl,

isoxazolyl, pyridinyl, pyrimidinyl, pyridazinyl, pyrazinyl, 1,3,5-triazinyl, 1,2,3-triazinyl,
1,2,4-triazinyl, benzofuranyl, benzthienyl, indolyl, indolinyl, dihydroindolinyl, indazolyl,

benzimidazolyl, benzoxazolyl, benzthiazolyl, quinolinyl, tetrahydroquinolinyl, isoquinolinyl,



substituted by Cl.4 alkyl); Wis phenyl optionally substituted by hal o,
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indazol-7-y1), quinolinyl (for example quinolin-5-yl) or isoquinolinyl (for example
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3,4-Dimethyl-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
2-[((28)-2-{[(2,4-Dimethylphenyl)sulfonyl]amino} propyl)oxy]benzamide;
2,5-Dimethyl-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
2-[((28)-2-{[(3,4-Dimethylphenyl)sulfonylJamino} propyl)oxy]benzamide;
N-(2-Ani1inoethy1)-2,4,6-trimethy1benzenesulfonémide;
N-[2-(2,6-Dimethylphenoxy)-1-methylethyl]-4-(trifluoromethyl)benzenesulfonamide;
N-(2-Anilinoethyl)-4'-fluorobiphenyl-4-sulfonamide;
N-(2-Anilinoethyl)-4-methoxy-2,3,6-trimethylbenzenesulfonamid,;
N-(2-Anilinoethyl)-4-bromo-2-methylbenzenesulfonamid,



sul fonam de; 5 -Methyl-N- [(1 S)-1-nmethyl-2-(quinolin-5 -yloxy) ethyl]
-1-phenyl -1 H pyrazol e-4-sul fonam de; WO 2006/ 046916 PCT/ SE2005/ 001610 18
5 - Chl or owd-2pdsclo46916 PCT/SE2005/001610

S) - 2- (i soqui nol i n-5-yl oxy) - 1-i net hyl etohyl ] t hi ophene- 2- sul f onam de;

5- Chl or o- N—[(l S)-1

- et hyl - 2- (qui nol i n- | oxy) et hyl ]t hi ophene-2-sul f gnam de; NMet hyl 4-({[ (I
S) - 2- (1 é%&hnomhrzwlkN-&{ iy {isaquealiy-wiory) 1 asthrsty st rimshyl b5

- di net N-[(1
S) - 2- (I?%%Zqog? zr"losp1 a%Iug?oxy) 1- net hyl et hyl ] t hi ophene-3 -sul f onam de;

1- Et hyN+ [NSDQi(Iﬁ)quﬁro(lnéﬁoﬂuxﬂOl m&l@d&hﬂ*ﬁ)&dm{mtyhyll-ﬁtdmyl -1 Hipyrazole-4-
H-pyrazole4su|fonamde 2-[((2S)- { [(2,5-D chl oro-3-thienyl)sul fonyl]
am no}s Gﬁwdﬁoxy] benzam de; 1-(Di fI uoronmet hyl )-3,5-dinethyl -N-[ (1

3~ 1 ey B BB RISV R S S pp Db EA qippld gram oo T 101

-(trifp n@tm&ﬂhyl = {1- ﬂ(hmnblalz-slylaxy)mydhlyt]bﬂo@pl}eamzeaesﬂxﬂohmnam de; 1-Ethyl -

i ethyl] -1 H | e- 4- sul f d
[2(({(253)Chizorp(2{{s¥ (mewétcwflglf]o%sl)emmﬂblﬁ@%ygréwm){?e 1H pyrg)z/gﬁzg §|] Zut h.OQﬁS] }e

| f | -
thi oot DisER e AR L SLEAFER tholts s GDeBy i RaRat IR () o).
(25 %ﬁéﬂe‘%’*ﬁ@ﬁﬁ{@ﬁ YUl tom ] 3 motor govT 30 a“"‘"‘“’be’ﬁn“"p’*@"ym&*@m o
{[ (29) 35hiqp- 21{[@& f4- é%?-émeﬁlwywpbe@x ﬁ?@-@}ﬁi}%ﬁ gﬂﬁ%ﬂﬂ qﬁwﬁul fonyl }
anmi no) propyt{.: oxy}benzam de; 1-Ethyl-N[(1
S) - 2- (1soqui rol i n-5- yl oxy)-1-nethylethyl]-3 -nethyl- | H pyrazol e-4-

sul f onaﬁi}fi&b NE[(29)2-8)3-24-chBosphienaty)pheny ]l fony) afrind proply Botybpnzbnide; 5
-trinmethy

oty P g g s g aneis s it i segs o gmice; 107 Y! )

et h% %ﬁh%&?@@(%s)?m% | t‘H‘?%lB Rhenoxy phepylsutionylyamipo)propyloa ks iyl - N {(1

S)-1- n’eérfzyinid}:- [ (8- et hyl qui nol i n-5-yl am no] ethyl} - benzenesul f onam de;

2 4 6 Tr(ll r&)ﬁ(?r%/)llohenox% IQT-[?I)S:) -me%th 5 (qulllghn—gEytl )%ly)gtﬂyﬂglr{zgne%u 0 amldno] ethyl}
5-Chloro-2-[((2S)-2-{[(2,4-dichloro-5-fluorophenyl)sulfonyl]amino} propyl)oxy]benzamide;
5-Chloro-2-{[(25)-2-({[3-(4-
methoxyphenoxy)phenyl]sulfonyl}amino)propyl]oxy} benzamide;

5-Chloro-2-[((28)-2-{[(2-methoxy-4-methylphenyl)sulfonyl]amino} propyl)oxy]benzamide;
4-(4-Fluorophenoxy)-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
5-Chloro-2-[((2S)-2-{[(5-chloro-2-methoxyphenyl)sulfonyl]amino } propyl)oxylbenzamide;
3-Cyano-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
2,4-Dichloro-5-fluoro-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl Jbenzenesulfonamide;
2-[((28)-2-{[(5-Bromo-2-methoxyphenyl)sulfonyl]amino} propyl)oxy]-5-chlorobenzamide;
5-Chloro-2-[((2S)-2-{[(2-methoxy-5-methylphenyl)sulfonyl]amino } propyl)oxy]benzamide;
5-Chloro-2-{[(28)-2-({[4'-(trifluoromethy])biphenyl-4-yl]sulfonyl } amino)propyljoxy} -
benzamide;
4-(4-Methoxyphenoxy)-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
5-Chloro-2-[((2S)-2-{[(6-phenoxypyridin-3-yl)sulfonyl]amino} propyl)oxy Jbenzamide;
5-Bromo-6-chloro-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]pyridine-3-sulfonamide;
5-Bromo-2-methoxy-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide;
N-[(18)-1-Methyl-2-(quinolin-5-yloxy)ethyl]-1-benzothiophene-2-sulfonamide;



benzenesul fonamde; N [(1 S)-2-(1

H 1 ndazol - 4-yl am no) - 1- net hyl et hyl ] - 2, 4, 6-tri net hyl benzenesul f onam de;
2,4, 6-Triwethydosddib(1 S)- 1 PCT/SE2005/001610

- et hyl - 2- (qui nol i n-5-yl am no) et hyl ] manzenesul fonam de; N[(1 S)-2-(1
H | ndazol - 6-yl am' no) 1-met hyl ethyl -2, 4, 6-trinet hyl benzenesul f onam de;

2,4,6-Trimeth 1 S)-1-nethyl t hyl qui nQl i no] ethyl} -
benzeAdshlps «2&%2{ 4 U@i@&ﬁ@@@yw§% L) BOBY Oxﬁ fﬁgmﬁ i9)-2-(1

1S5 ST st idecrs ol v e
- 1- MESEOtAy()29) 5 (4 hetham- by beinzsindsbi oifindpivo} lopyBye- (4- Oyano- 2,

6- di net hyl phenoxy) - 1-nmet hyl ethyl] -2,4, 6- triinethyl benzenesul f onam de;
N-[ ( 1benzam1de

NE: : (21 BNIRASBRY s 11dBRd AL R bieaothibs- by RIMIRERZ SRS HfoRpRM de;
S) - 2- @nmlh@xyphenoxy) 1 rret hyI ethyl]-2,4,6-trinethyl benzenesul f onan de;
N[2-(3,5-Di met hox
- et hﬁk@hlﬁm P [Q(za)% {{(rsrqb&rﬁﬁ Beihy hsnraiar gisulfonyllamino}propyDoxy}
N-[ 2- (b4 %ﬂ 2- met hoxyphenoxy) - 1- et hyl et hyl ] -2, 4, 6-tri met hyl benzenesul f on
am de; ?g’[(Z Br omopyri di n- 3-yl ) oxy] - 1- rrethylethyl}
-2, 4, e-{29EL-yHiBromenegrifliaroartidey)phenyl]sGHony eninp)prdoyljoky}-5-
- met hyl - 2- [(2 met hyl pyri di n- 3-yl ) oxy] ethyl } benzenesul f onam de; 2-
{2- [(IV@BJTP@‘?@WIfd@nyI ) ami no] propoxy} - N net hyl benzani de; 4-
2-
E2 % I?(;ZF E_t’l?{' ch rBéﬁﬂY@h?—Frﬁ\ﬂhﬁ Wc}l%e : 2%&%y1¥enzenesulfonamlde
- 2, 4, 6:-Meditoxly iy b barizetetN-f(08)a inthtlyyl-2Nqu{rblin-5-yloxy)ethyl]-
S)-2-(3, 4- D met hoxyphenoxy) - 1- et hyl et hyl ] -2, 4, 6-tri net hyl benzenesul f onam d
e; N(WGEZGI{BQ f‘(q%’é% &¢hsul f onyl ) am no] pr opoxy} phenyl ) acet am de; N
{

2- =47
N e P G R e PR P W
-yl oxyaeniemﬁllﬁ)ﬁaﬁndiml ] -2,4, 6-trinmethyl benzenesul f onam de;

4- Met hyl - N-[ 3- phe -(trifluoropethyl)propyl]benzenesul fonam de; N[ (1
S) - 2- (Irggdrm meiuﬂcaﬁvﬁceéaﬁblasqlrb@ gEhyI] 2, 4- di met hyl benzenesul f onani de:

N-[(1 S)-2- ’fl#.%%xgdoﬂﬁhé i%rmﬁ(lhgéﬂn be Hﬁa{;ﬁﬁéﬁ%%ﬂ@dr adapting methods disclosed in

-3, 4-di met hy enesu fonam

oqui nothk Brtberyyousig dr-atepting the metod-discldsed ih ﬁstﬂn@}nipéquagms GSteingni de:
2, 4- Di net hy|
S) ~ 1- B g 50T PrrORTEHY SR P BRREialy TRl Gsn be prepared by

literature methods, adapting literature methods.
For example, a compound of the invention can be prepared by coupling a compound
of formula (II):
Ay

S\ ()
A \O

wherein Y is a leaving group (for example chlorine), with a compound of formula (III):

R

I

N—L—W i

N ()
in a suitable solvent (such as tetrahydrofuran or N,N-dimethylformamide) at a temperature in
the range —10°C to 50°C.

The invention further provides processes for the preparation of the compounds of

formula (I).



3,4-Dimethyl-N-[ (1 S5)- 1

- et hyl - 2- (qui nol i n-5-yl oxy) et hyl ] benzenesul fonam de; 2-[((2S)-2- {

[ (2, 4- Di wbhydguaeny! ) sul f onyl ] am no} propyl ) oxy] benzam degrT/SE2005/001610
2,5-Dinmethyl -N-[(1 22

S) - 1- met hyl - 2- (qui nol i n-5-yl oxy) et hyl ] benzenesul f onam de; 2-[((2S)-2-

2 10 DL R RS B R 53
N-[ 2- = Di il - | | )i Ihfdi | f
i de; oS Y BOER I Ao Ry B st g L R ufeperzencsul fona

N ( 2- Aiindunogipissivedndenthprolifatve dtions. nEhisy h bempensisofl fhomeail, or a

N- (2- Ani | i noet hyl ') - 4- br onp- 2- met hyl henzenesul f gnam d; 2006/ 046916
pC'(r/ S@@wcggti@{]g)acgqptable salf thereof ¢an be uised as 8 medicament fo}/\gl?xe freatment or

1- (4-F ] - -f1h [ {23 D 2 hyl -3, 5-di met

hyl( N ﬁrg@{ygagézfsg{;%@f_ds}ﬁﬁ% o 1 gélzlo?ﬁ_ﬁF ?%ﬁloldﬁlécc}ﬂdﬁm (dis&IBL Bulesf i |

D 7, haom ol pubeny) L UYWL S e[
-di me - 1- phenyl - razol e-4- s onam de: N, 2, 4, 6- r amet -

S)- 1 et Hwn%@iﬁ%é‘?ﬁy}”bl% ;991%‘@%8}1@&@@% §L¢,rgw 29%9%9@& Yoyl 11

-[ (quinoli -r§é%§%égxy) nmet hyl ] propyl | benzenesul f onam de; 5- Chl or o- 2-

{2-[ (mesi tih ul'fonyl )am no] but oxy}benzam de; 2,4-Dichloro-6-nethyl-N [(1

S)- 1 -nethyl cRrohipdilpobitichvey/luax iseadey bl benadgiesubihbriaohddsl astha@hl or o- 2-  {

[(2S)-2-({ [4-(4-fluorophenoxy)phenyl]sul fonyl} am no)propyl]oxy}benzam de;

5- Chl or o- 2-* { bfqueBitisaf different o#WEt hoxyphenoxy) phenyl ] sul f onyl }

am no) pr opyl ] -(bg)e zam de: 5: Ch| org-.2 2 -6

[ 3- (4-chl or’opﬁgi%g‘?% ﬁgﬂf}’lcfgésj@flg g}?ﬁs}es’a alﬁ%’)%{reg%g%ﬁvg%l% benzani de;
2,4, 5-Tri chf oL Q-fNhd df pRlmorary edema, mainly toxic Fulmonary edema

- et hyl - 2- (qui nol 1 n-5-yl oxy) et hyl fbenzenesu fonam de; 5-Chl oro-2-

1[ (2S) - 2- ({e [ 3arc8iddsedianH [gomopinetases, jsptteasyBpeckid disgagt } ani no) pr opyl ] oxy} -

b .de; 3 - (4-Ch|. SNT(L Sy 1 : -

et D 5. (RRAH e Bag R B diteAs Sl eetarativapiat tiseaserpyhighycojncide
2S) - 2- . i £ . A

H gpy? ) OX§/] %gﬁ%@nﬁq%@%bg@?@%rag?@?B?ﬁ?%%aé?‘? ‘f"(@?wfdf? o

met hoxypheneoxyllifbenydf helhaityijeasasi exppeinibpyticioeioid erizétis, dejte rheumatic

5-Chloro-2-[((2S)-2- {[(2-nethoxy-4-net hylé)henyl ) sul fonyl ]

am no} propyl ) %WME@WI%;T eumatica, collagenoses

¢ reactive arthritis

o inflammatory soft-tissue diseases of other origins
e arthritic symptoms in degenerative joint diseases (arthroses)
e traumatic arthritides
» collagen diseases of other origins, for example systemic lupus erythematodes,
sclerodermia, polymyositis, dermatomyositis, polyarteritis nodosa, temporal
arteritis
e Sjdgren’s syndrome, Still syndrome, Felty’s syndrome
(iii)  Allergies, which coincide with inflammatory, allergic and/or proliferative processes:
e All forms of allergic reactions, for example Quincke’s edema, hay fever, insect
bites, allergic reactions to pharmaceutical agents, blood derivatives, contrast
media, etc., anaphylactic shock, urticaria, contact dermatitis
(iv)  Dermatological diseases, which coincide with inflammatory, allergic and/or
proliferative processes: |

» atopic dermatitis (mainly in children)



4- (4- Fl uorophenoxy)-N-[(1 §)- 1
- et hyl - 2- (qui nol i n-5-yl oxy) et hyl ] benzenesul fonam de; 5 -Chloro-2-[((2S)-2-
{[ (5- chl owo-28esmathexyphenyl ) sul f onyl] ani no}propyl) oxy] pemaaniod®pic10
3-Cyano-N-[ (1 S)- 1 -nethyl-2-(quinola3n-5-yl oxy) et hyl ] benzenesul-fonam de;
2,4-Dichloro-5 -fluoro-N-[(1 S)- 1
- et hyl - 2- (qui nol i n-5-yl oxy) et hyl | benzenesul f onam de; 2-[((2S)-2- {
[ (5- Brono- 2- nptogsayphenyl ) sul f onyl ] am no} propyl ) oxy] - 5- chl or obenzam de;
5-Chloro-2-[((29) -2 L (2- met.hoxys h- hyl.ph I Al no}
propyl ) oxy]'be%‘%’%&?u{s d@e&‘fﬁsot? lgg?{éd F Y F?E%%!tg‘-"%?éf RS akiaAER,
[4"-(trifluorgnmbibyk)Rir)efyl -4-yl] sul fonyl} ami no)propyl] oxy} -
benzam de; 4-(4-Methoxyphenoxy)-N[(1
S) - 1- net hyle 2a¢igbbmsl i n- 5- yl oxy) et hyl ] benzenesul f onani de;
5-Chloro-2-[((29) - 2- 6- phenoxypyri di n-3-yl)sul fonyl] am no }
propyl) oxy]‘oe&]‘i@ﬁsd@}n{‘!‘t&e@r onpb-6-chloro-N- [(1
S)-1-nethyl -2 i h N hyl ] pyri di ne- 3- sul f onanm de;
S B omo- 2. et PSR! PR endcREbeh
S) - 1- net hyl « 2ittlidE Rk Exarbply bOx§orgichylgldsgnzenesul fonanide; N [(1 §)- 1
-Methyl -2-(quinolin-5 -yloxy) ethyl] - 1 -benzot hi ophene-2-sul fonam de; WO
2006/ 046916 Pehoghealesz@Ba610 21 5- Chloro-2-[((29)-2- {
[ (2, 4- di met hoxyphenyl ) sul f onyl ] am no} propyl ) oxy] benzam de; 2-({(2
S)-2-[(1- Be'nzB‘%/sﬁFeé‘n- 2-yl sul fonyl ) am no] propyl } oxy) - 5- chl or obenzani de; 5
- Chl or o- 2- [(ggmgﬂ)d-ggsvﬁlgg&gl- nmet hoxy- 2, 3, 6-tri nmet hyl phenyl )sul fonyl] am no }
propyl ) oxy] - benzam de; 5-Chl oro-2-[((2S)-2- {
[ (5-f1 uor o- 8- exithyrha &xidetivion mvdimfogay | ) sul f onyl ] ami no} propyl) oxy] -
benzam de; 5-Chl oro- 2- ]SZS)-Z- {[(5 -chloro-3 -nmethyl- 1
- benzot hi en® Zﬁwtlj‘"é‘ﬂ?r’??f{ﬂ% T amino} propyl )oxy] - benzam de; 2- { [(2S)-2-({
[ 4- Br ono- 2-(t§idfahggr onet hoxy) phenyl] sul fonyl} am no)propyl]oxy}-5-
chl orobenzam de; 2, 4,6-Trichloro-N-[(1
S) - 1- net hyl ¢ 2ol i n- 5-yl oxy) et hyl | benzenesul f onam de;
4- Met hoxy-2, 3,6-trinmethyl -N-[(1 S)-1-nethyl-2-(quinolin-5-yloxy)ethyl]-
benzenesul f onanflatematery, hajr Bsp sacngs[alopecia areata -
S) - 1- met hyl - 2- (gui nol.ji n-iS- | oxy)ethyl]-2-(trifluoronethoxy)-
benzenesul f bn& d&%‘,‘usc;lt'cg B%H’?iﬁ%)éeuti cal |y acceptabl e salt thereof.

(v)  Nephropathies, which coincide with inflammatory, allergic and/or proliferative

-

processes:
e nephrotic syndrome
e all nephritides
(vi)  Liver diseases, which coincide with inflammatory, allergic and/or proliferative
processes:
e acute liver cell decomposition
e acute hepatitis of different origins, for example virally-, toxically- or
pharmaceutical agent-induced
e chronically aggressive and/or chronically intermittent hepatitis
(vii) Gastrointestinal diseases, which coincide with inflammatory, allergic and/or
proliferative processes: |
¢ regional enteritis (Crohn’s disease)
o ulcerative colitis

e gastroenteritis of other origins, for example native sprue



The conpounds of forrmula (I) can be prepared using or adapting nethods
disclosed in the art, or by using or adapting the nmethod disclosed in the
Exanpl es wel200s/048i1arti ng materials for the preparati vepoetsiows/oerseo ei t her
comercially available or can be prepared by literature nethods, adapting
literature, nethods. For exanple, a conpound of the invention can be

prepar ed by coupling.a conpound . of  forul [1): 0O\N~Y. A, \0 (lJ1) . .wherein
 § o i ashrago et dinrore. Bitobids B sfeigbiy. Alerdingouias PtipBiHe o
(reny: Rlﬁr cdkds W(I11) in a suitable solvent (such as tetrahydrofuran or
N, N-di met h Por de) at a tenperature in the range -10C to 50C. The

i nvention far thdrecpsngvi des processes for the preparation of the conpounds
of formula (1). WO 2006/ 046916 PCT/ SE2005/ 001610 22 Because of their
ability to i mdswes t he gl ucocorticoid receptor the conpounds of formula
(1) are usefulh as ﬁnt.i -inflammatory agents, and can al so di spl ay
antiallergi, ag Odg%ppressi ve and anti-proliferative actions. Thus, a
compound of, f QMigAiRic(ldotitier @ pharmaceutically acceptable salt thereof can
be used as a nedi canent for the treatment or prophylaxis of one or nore of
t he f olix)owi e disase, siiich comeitierwith inflaginsdeye aldargicasyl/or pradiferpiyiral (such as
a human): (i’%’ Lung di seases, which coincide with inflammatory, allergic
and/ or prol PPESSTS ve processes: chronically obstructive |ung di seases of
any origin, , miiply Rranghhahi@sthga  bronchitis of different origins all
forms of restructive lung diseases, mainly allergic alveolitis all forns
of pul nonary edsjoactivitis nl y t oxi ¢ pul nonary edena sar coi doses and

granul omat oses, such as Boeck's di sease

o Dblepharitis
e optic neuritis

chorioiditis

e sympathetic ophthalmia
(x)  Diseases of the ear-nose-throat area, which coincide with inflammatory, allergic
and/or proliferative processes:
e allergic rhinitis, hay fever
e otitis externa, for example caused by contact dermatitis, infection, etc.
e otitis media
(xi)  Neurological diseases, which coincide with inflammatory, allergic and/or proliferative
processes:
e cerebral edema, mainly tumor-induced cerebral edema
e multiple sclerosis
e acute encephalomyelitis
e different forms of convulsions, for example infantile nodding spasms
(xii) Blood diseases, which coincide with inflammatory, allergic and/or proliferative
processes:
e acquired haemolytic anemi‘a
e idiopathic thrombocytopenia
(xiii) Tumor diseases, which coincide with inflammatory, allergic and/or proliferative
processes:

¢ acute lymphatic leukaemia



(11) Rheumatic di seases/auto-i mune di seases/ degenerative joint diseases,
which coincide wth inflamatory, allergic and/or proliferative processes:
al | formswofednawmat i ¢ di seases, especially rheunatoi d 2ctisERdsSo168E UL €
rheumatic fever, polynyal gia rheumatisca, coll agenoses reactive arthritis
inflammatory soft-tissue diseases of other origins arthritic synptons in
degenerative joint diseases (arthroses) traumatic arthritides collagen
di seases of* ofmHEnatIFRMYMaf or exanpl e systemi ¢ | upus eryt hemat odes,

scl eroderm a, , pol 0S| L] ermatonyositis, polyarteritis nodosa, tenporal
arteritis °g Bg%%ggla%‘%?ﬁl&?“osﬁg, Still syndrome, Felty's syndrone (iii)
Al | ergi es, WhikghbioRhidémee With inflammatory, allergic and/or proliferative

processes: |'I” forms of allergic reactions, for exanple Quincke' s edem,
hay fever, & nsetebsivbinetstasea) heinlyi io brest endprostats gahegrsraceut i cal agents,

bl ood derivatjves, .contrast , nedia, C., anaphyl actic ock....urt.icaria,
cont adinderdoring ARy pdichcarid wih TinacBBRBsY Rk AR RIS

i nf | ammat ory, Cﬁ%gés(ergi c and/or proliferative processes: atopic dermatitis
(mainly in chilar en) WD 2006/ 046916 PCT/ SE2005/001610 23 psori asis

eryt hemat ous dndmaineorbitopathyger ed by different noxae, for exanple radiation,
chem cals, burns, etc..  acid burns bullous dernatoses diseases of the

| i chenoi d gt oTOlOKKHTSE (for exanple of allergic origins) seborr heal

eczema r os‘ac%nggmpis %Oi&{ﬁlsgari S

e Hashimoto’s thyroiditis
e hyperthyroidism
(xv)  Transplants, which coincide with inflammatory, allergic and/or proliferative
processes;
(xvi) Severe shock conditions, which coincide with inflammatory, allergic and/or
proliferative processes, for example anaphylactic shock
(xvii) Substitution therapy, which coincides with inflammatory, allergic and/or proliferative
processes, with:
e innate primary suprarenal insufficiency, for example congenital adrenogenital
syndrome
e acquired primary suprarenal insufficiency, for example Addison’s disease,
autoimmune adrenalitis, meta-infective, tumors, metastases, etc.
e innate secondary suprarenal insufficiency, for example congenital hypopituitarism
e acquired secondary suprarenal insufficiency, for example meta-infective, tumors,
etc.

(xviii) Emesis, which coincides with inflammatory, allergic and/or proliferative processes:
e for example in combination with a 5-HT3-antagonist in cytostatic-agent-induced
vomiting.
Without prejudice to the foregoing, the compounds of formula (I) can also be used to
treat disorders such as: Conies Syndrome, primary and secondary hyperaldosteronism,
increased sodium retention, increased magnesium and potassium excretion (diuresis),

increased water retention, hypertension (isolated systolic and combined systolic/diastolic),

arrhythmias, myocardial fibrosis, myocardial infarction, Bartter's Syndrome, disorders



erythema exudativum multiforne eryt hema nodosum bal anitis vulvitis
I nfl ammatory hair | oss, such as al opecia areata cut aneous T-cell |ynphona
(v) Nephrwpabdsm@sgiewhi ch coincide with inflammtory, al ipergiEcooanocor
proliferative processes: nephrotic zsyndrome all nephritides (vi) Liver
di seases, which coincide with inflammatory, allergic and/or proliferative
processes: acute liver cell .deconpositi.on acutﬁ hepatiti.s 1gtf .gi fferent

P Bt

or i gi ssocraind it ppces Gatpchplamine feysls ipstolic ad sy S YRR 4HERE - i nduced
o AP EP RIS, BB o s
oL natalid s s e sl arenes AT otenes)
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congenital adrenal hyperplasia, rheumatic fever, polyarteritis nodosa, granulomatous

polyarteritis, inhibition of myeloid cell lines, immune proliferation/apoptosis, HPA axis

suppression and regulation, hypercortisolemia, modulation of the Thl/Th2 cytokine balance,

chronic kidney disease, stroke and spinal cord injury, hypercalcemia, hyperglycemia, acute

adrenal insufficiency, chronic primary adrenal insufficiency, secondary adrenal insufficiency,

congenital adrenal hyperplasia, cerebral edema, thrombocytopenia, and Little's syndrome,

systemic inflammation, inflammatory bowel disease, systemic lﬁpus erythematosus, discoid

lupus erythematosus, polyartitis nodosa, Wegener's granulomatosis, giant cell arthritis,

rtheumatoid arthritis, osteoarthritis, hay fever, allergic rhinitis, contact dermatitis, atopic

dermatitis, exfoliative dermatitis, urticaria, angioneurotic edema, chronic obstructive

pulmonary disease, asthma, tendonitis, bursitis, Crohn's disease, ulcerative colitis,

autoimmune chronic active hepatitis, hepatitis, cinhosis, inflammatory scalp alopecia,

panniculitis, psoriasis, inflamed cysts, pyoderma gangrenosum, pemphigus vulgaris, bullous

pemphigoid, dermatomyositis, eosinophilic fasciitis, relapsing polychondritis, inflammatory

vasculitis, sarcoidosis Sweet's disease, type 1 reactive leprosy, capillary hemangiomas, lichen

planus, erythema nodosum acne, hirsutism, toxic epiderrnal necrolysis, erythema multiform,

cutaneous T-cell lymphoma, psychoses, cognitive disorders (such as memory disturbances)

mood disorders (such as depression and bipolar disorder), anxiety disorders and personality

disorders.

As used herein the term "congestive heart failure" (CHF) or 'congestive heart disease"

refers to a disease state of the cardiovascular system whereby the heart is unable to efficiently

pump an adequate volume of blood to meet the requirements of the body's tissues and organ

systems. Typically, CHF is characterized by left ventricular failure (systolic dysfunction) and

fluid accumulation in the lungs, with the underlying cause being attributed to one or more

heart or cardiovascular disease states including coronary artery disease, myocardial infarction,

hypertension, diabetes, valvular heart disease, and cardiomyopathy. The term "diastolic
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when it is diagnosed and treatment continued throughout the course of the disease.

Conversely, the term "acute"means an exacerbated event or attack, of short course, followed

by a period of remission. Thus, the treatment of physiological disorders contemplates both

acute events and chronic conditions. In an acute event, compound is administered at the onset

of symptoms and discontinued when the symptoms disappear.

In another aspect the present invention provides the use of a compound or formula (I),
or a pharmaceutically acceptable salt thereof, for use in therapy ‘(such as a therapy described
above).

In yet another aspect the present invention provides the use of a compound or formula
(1), or a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use
in the treatment of a glucocorticoid receptor mediated disease state (such as a disease state
described above).

In a further aspect the invention provides the use of a compound of formula (I), or a
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use in the
treatment of an inflammatory (such as an arthritic) condition.

In a still further aspect the invention provides the use of a compound of formula (I), or
a pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use in the
treatment of an asthmatic or dermatological condition.

In another aspect the invention provides the use of a compound of formula (I), or 2
pharmaceutically acceptable salt thereof, in the manufacture of a medicament for use in the
treatment of COPD.

The present invention further provides a method of treating a glucocorticoid receptor
mediated disease state in a mammal (such as man), which comprises administering to a
mammal in need of such treatment an effective amount of a compound of formula (I), or a

pharmaceutically acceptable salt thereof.
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80 %w, such as from 0.10 to 70 %w (for example from 0.10 to 50 %w), of active ingredient,

all percentages by weight being based on total composition.

A pharmaceutical composition of the present invention c‘an be administered in a
standard manner for the disease condition that it is desired to treat, for example by topical
(such as to the lung and/or airways or to the skin), oral, rectal or parenteral administration.
Thus, a the compound of formula (I), or a pharmaceutically acceptable salt thereof, may be
formulated into the form of, for example, an aerosol, a powder (for example dry or
dispersible), a tablet, a capsule, a syrup, a granule, an aqueous or oily solution or suspension,
an (lipid) emulsion, a suppository, an ointment, a cream, drops, or a sterile injectable aqueous
or oily solution or suspension.

A suitable pharmaceutical composition of this invention is one suitable for oral
administration in unit dosage form, for example a tablet or capsule containing between 0.1mg
and 1g of active ingredient.

In another aspect a pharmaceutical composition of the invention is one suitable for
intravenous, subcutaneous, intraarticular or intramuscular injection.

Buffers, pharmaceutically-acceptable cosolvents such as polyethylene glycol,
polypropylene glycol, glycerol or ethanol or complexing agents such as hydroxy-propyl f-
cyclodextrin may be used to aid formulation.

The above formulations may be obtained by conventional procedures well known in
the pharmaceutical art. Tablets may be enteric coated by conventional means, for example to

provide a coating of cellulose acetate phthalate.
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alkylsulfonamide, a 2,6-di-tert-butylphenol hydrazones, a methoxytetrahydropyran
such as Zeneca ZD-2138, SB-210661, a pyridinyl-substituted 2-cyanonaphthalene
compound such as L.-739,010; a 2-cyanoquinoline compound such as 1.-746,530; an
indole or quinoline compound such as MK-591, MK-886 or BAY x 1005;

e areceptor antagonist for a leukotriene LTB.sub4., LTC.sub4., LTD.sub4. or
LTE.sub4. selected from the group consisting of a phenothiazin-3-one such as L-
651,392; an amidino compound such as CGS-25019c; a benzoxalamine such as
ontazolast; a benzenecarboximidamide such as BIIL 284/260; or a compound such as
zafirlukast, ablukast, montelukast, pranlukast, verlukast (MK-679), RG-12525, Ro-
245913, iralukast (CGP 45715A) or BAY x 7195;

e a PDE4 inhibitor including an inhibitor of the isoform PDE4D;

e an antihistaminic H.subl. receptor antagonist such as cetirizine, loratadine,

desloratadine, fexofenadine, astemizole, azelastine or chlorpheniramine;
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¢ an inhibitor of a matrix metalloprotease (MMP), such as a stromelysin, a collagenase,
or a gelatinase or aggrecanase; such as collagenase-1 (MMP-1), collagenase-2 (MMP-
8), collagenase-3 (MMP-13), stromelysin-1 (MMP-3), stromelysin-2 (MMP-10), and
stromelysin-3 (MMP-11) or MMP-12;

o a modulator of chemokine receptor function such as CCR1, CCR2, CCR2A, CCR2B,
CCR3, CCR4, CCR5, CCR6, CCR7, CCR8, CCR9, CCR10 and CCR11 (for the C-C
family); CXCR1, CXCR2, CXCR3, CXCR4 and CXCRS5 (for the C-X-C family) and
CX,CR1 for the C-X5-C family;

. » an osteoporosis agent such as roloxifene, droloxifene, lasofoxifene or fosomax;

¢ an immunosuppressant agent such as FK-506, rapamycin, cyclosporine, azathioprine
or methotrexate;

e acompound useful in the treatment of AIDS and/or HIV infection for example: an
agent which prevents or inhibits the viral protein gp120 from engaging host cell CD4
{such as soluble CD4 (recombinant); an anti-CD4 antibody (or modified /
recombinant antibody) for example PRO542; an anti-group120 antibody (or modified /

recombinant antibody); or another agent which interferes with the binding of
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I nj ection. steroidal anti-inflammatory agent (hereinafter NSAID's) such as piroxicam or
diclofenac, a propionic acid such as naproxen, flubiprofen, fenoprofen, ketoprofen or
ibuprofen, a fenamate such as mefenamic acid, indomethacin, sulindac or apazone, a
pyrazolone such as phenylbutazone, a salicylate such as aspirin, a COX-2 inhibitor
such as celecoxib, valdecoxib, rofecoxib or etoricoxib, an analgesic or intra-articular
therapy such as a corticosteroid or a hyaluronic acid such as hyalgan or synvisc, or a
P2X7 receptor antagonist.

The present invention still further relates to the combination of a compound of the
invention together with: (i) a tryptase inhibitor; (ii) a platelet activating factor (PAF)
antagonist; (iii) an interleukin converting enzyme (ICE) inhibitor; (iv) an IMPDH inhibitor;
(v) an 'adhesion molecule inhibitor including a VL A-4 antagonist; (Vi) a cathepsin; (vii) a
MAP kinase inhibitor; (viii) a glucose-6 phosphate dehydrogenase inhibitor; (ix) a kinin-
B.subl. - and B.sub2. -receptor antagonist; (x) an anti-gout agent, e.g., colchicine; (i) a
xanthine oxidase inhibitor, e.g., allopurinol; (xii) an uricosuric agent, e.g., probenecid,
sulfinpyrazone or benzbromarone; (xiii) a growth hormone secretagogue; (xiv) a transforming
growth factor (TGFP); (xv) a platelet-derived growth factor (PDGF); (xvi) a fibroblast growth
factor, e.g., basic fibroblast growth factor (bFGF); (xvii) a granulocyte macrophage colony
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or a Bﬁgﬁﬁ&:éiﬁ@@gﬂl&?g‘é lﬁtes%gggeﬁg}os{lgﬁ% %@r%@ SO 8a phar rracgg]ugt %r::)g?l 2

CONMPOS(dhdht; GARID-44 189 () @@reRtsselinibifoey seldcted(fgm tioy graup barsistiog of Udal | y

acceptable salt thereof, is adm nistered concurrent Ig/ (fOSSl bly in the
*pa

sane cHnpuiAD{0890; (xi) ¢ dgUEmeoniertinginzyime dikitps ATALSD; ay Bduerdmitrist  any

one of the ahove. di.sea ates...\n particular, Kt the

i nfl arﬁ?‘é‘%%?y?a@?% thior ?Wé)eﬁra fi arcﬁglﬂ%tf%ftgn rg%et U I{b?%%lg%%%%?ﬁ%%l ? fLma or
al | ergl A T8 caucamyerng agkho4dig).i nvention can be conbined wth a
TNF- a%’%ﬁeirsl%':tor (sﬁchﬁgs an anti g’TNF) nonocl onal anti body (such as Rem cade,
CDP- 870 aribhefolowihgosponngs illystrate qumparede pf rmiukerhogi obul i n nol ecul e
(such as Enbrel.reg.)), a non-selectjve COX-1 / COX-2 inhibitor (such as
pi roxi cam og_dicl ofenac; a propioni & acid such as naprgxen, flubiprofen,

f enopr of en, cge oL i buprofepz~a fenamate such gs\ nefenam c acid,
i ndomet haci n, \gx 'é’zd apazone; @
a

pyr azol one suchfas/phenyl but azone; or
a salicylate suchyay pirin), a CO¥2 inhibitor ( hHas Jreldxi cam
cel ecoxi b, rofegpxib, ~valdecoxib mr=etoridoxib) dose =w rexat e,

| ef unom de; ci g oni de;  hydr oxychnqr gq d- perrCi | | amfi ne?or aur anof i n,

or parenteral o rat” gol d. The prese tﬁl fqr

the conbination of & conpound of the Ywvestion toget RFRFth: a

| eukotriene bio is inhibitor, |j poxygenase (5-LO inhibitor or a

5- i poxygenase%égﬁpl\%gti ng protein E(X%Pi%)d ant agoni st, such as zil euton,

ABT-761, fenleuton, tepoxalin, Abbott-79175, Abbott 61, an

N- (5- subst it ug ed) 3t hi ophene-2- al kyl sul f onami de, di -tert-butyl phenol

hydr azones a‘}) F c hydropyran such as 2g D- 2138, SB-210661, a
o]

pyri di nyl anonapht ha N»Qo.t(go uch as L-739,010; a
2-cyano ne conpotmd such as d—=%d g 530; W

N

I

0O

prt i on/sti her relates to

NH, Example 5

N

N H

! e
/;D -

No / Example 6

é P
i 2

lo} N H (o]
cl Example 10

Example 9

Example 8



i ndol e or qui noline conpound such as MK-591, MK-886 or BAY x 1005; a
receptor antagonist for a | eukotriene LTB.sub4., LTC sub4., LTD.sub4. or
LTE. sub4.weebentseddef rom t he group consi sting of a phenotbiraremwsB8ewne such
as L- 651,392; an am di no conpound swsh as CGS-25019c; a benzoxal am ne such
as ontazol ast; a benzenecarboxi m dam de such as BIIL 284/ 260; or a
conpound such as zafjrlukast, ablukast, nontelukast, pranlukast, verl ukast
(MK-679), RG 12525, Ro- 245913, iralukast (CGP 45715A) or BAY 5, a
PDE4 i nhi bi t or ncI udi ng an inhi bi tor of the i sof orm PDE4D a

anti hi st am ni O~rec agoni s i zi ne, jJi"or at adi ne,
nadl ne, a@t gm z?ﬂ/e\Nt [ Why)/b iramne;, WO

desl or at adi ne
_roprotecti PeNH, s @lreceptor

2006/ 046916_P /SE20 001610 °30 adgn
ant agoni st ; o~ and a.sub2 adr €rﬂ)cept or agonl st va xonst ri ctor
synpat hom matl/'?f \Q PN T
phenyl proan 2 ne, pseudoephedriNg

oxynet azol/mny hydrochl oride, tetrahydruzoli ne hydrochl orides

xyl onet az ide or ethyl gephrine hydredrhgiei1d; an
antichol i nergi c agen?wsm:h as iprat roégﬁe%ol)r om de, tiotropium brom de,
oxitropiu brom de, pirenzepine or telenzepine; a (3.subl.- to

(3. sub4. - adrenocept or agoni st (such (32 adrenoceptor agoni st) such as
nmet apr ot erenol , iseproterenol, isop 3l i ne, albuterol, salbutanol,
fornoterol, csalrol terbutaling g ciprsnal ne, bitolterol nmesylate or

thylxanthanlne i nicl udi ng Y, he |1ine and
¢ rgceptor (M, , and
(@ 0 &}F_@ ic: an
3 f

pi r but ojs a

ami nopm - Ysodi um cronogl ycat ;060 a rrus’car

i nhal ed gl cocprticoid with redﬁced system c sid eft s as
udes

M3) antagopist, an insulin-like growth factor t

pr edni sope; ~“redni sol one, fl lide, triantinol one @cet oni de,

becl omet hasohe di propi onat e, I)e\orgni de, fluticaseaepRy ppi onate or

nonet asone furoate; an inhj af ofina matrix netall oprot ease (MW), such

as a stgonelys a collagﬁ/bse of_ a gel ati nase or aggrecanase; such as
col | ageﬁé@'@pg& lw/NP col genase-/zk( MWP- 8), coll agenase-3 (MWP-13),
stronel ysin-1 ( MVP- 3) st rogg%mﬁlienfrfz (MWP-10), and

The following abbreviations are used in the following preparative Examples:
THF tetrahydrofuran
TFA trifluoroacetic acid
DMSO dimethylsulfoxide
DMF  N,N-dimethylformamide
TBAT  N,N,N-tributylbutan-1-aminium difluoro(triphenyl)silicate
DIEA  diisopropylethyl amine
NMP 1-Methyl-2-pyrrolidinone

app approximately

sat saturated

aq aqueous
General Methods

'H NMR spectra were recorded on a Varian Mercury-VX 300 MHz instrument or
aVarian Unity 400MHz instument. The central peaks of chloroform-d (8y 7.27 ppm),
acetnitrile-d3 (8u 1.95 ppm), or DMSO-d6 (g 2.50 ppm) were used as internal references.



stronelysin-3 (MW-11) or MW-12; a nodul ator of chenokine receptor
function such as CCR1, CCR2, CCR2A, CCR2B, CCR3, CCR4, CCR5, CCR6, CCRY,
CCR8, CCRWO 20R46sdsand CCR11 (for the C-C fanily); CXCREI/SEXORB016GXCR3,
CXCR4 and CXCR5 (for the CG-X-C fam |y and CX3CRL for the G X3-C famly;
an osteoporosis agent -such as rol oxi fene, drol oxifene, |asofoxifene or
fosomax; an_ i munosuppressant agent such as FK-506, % nmycin,

cycl oslpow reselutionanass spaciaand agcurrie G dsterenation ‘E‘?Sﬁﬁ‘%ﬁ?ﬁ@ P IipWiel- ¢ he
treat f i ch

pr even as?i%r Hﬁth% W ébﬁéeny%q\ﬁa#’&pr okﬂeg?ld %ﬂ%ﬁ ron%qrébneggérlﬂg% og(%mcell cD4
{ such @Bersase) blagtidgDAateriglc ks coantgrciadin aamﬂlabl@@ﬂl sutvdnioniyd doarmeroidl f i ed |
reconbi nant antibody) for exanpl e PRO542; an anti-groupl 20 antibody (or
nodi f i wagynts Wé@&fﬁ@bﬁﬁ@fyﬁfv@@o@éwere yredasaesrayedagent which interferes with
t he bi nding of WD 2006/ 046916 PCT/ SE2005/001610 31 groupl20 to CD4 for
exanpl e BMS806}; an agent which prevents binding to a chenokine receptor,
ot her Thafbllo®hn meseds Wyretited FrV.o/Mmaligisch as a CXCR4 agoni st or

ant agoni st or an anti-CXCR4 anti body}; a conpound whi ch interferes in the

f usi onMiéIgde‘hdnﬁmgﬂﬂt\Agﬂieﬁhl108n9@1|u§1@eélaﬁﬁatﬁfso%1nl'm‘#§h%ll nEbEs an anti -

group a dyi;._enf uvi T1.20 l f - SI GN
(al so f} Woﬂ?}? (22 %Mfs&%ﬁg%&ﬁkga%?&%é%@ rﬁgh@&l ger)lrvg% ‘?n‘% itor of
DC- SI GNo. 1195 T#AR Ghlveat BUsde@sitittef 0164 EBA; dieacamlsamwa&m 96% Banai. pt ase

i nhibitor {for exanple zidovudine (AZT), nevirapi ne, didanosine (ddl),

zal ci tmm_dd@)‘um@ttd\&hmn]em@d@ql)lmn Kmmam&}méX(lﬁ)@@)m Sapu & Fate d@ef OVI r

or teno V|r f exa r as, , di S9P b

non: nughBYe Y- o@iE e angerhl So i, SR A VIR E R T ROBR R o

del avi 5 QbR 08 +©f1a)K'T'F§39@rad1@ntH'OOIWZO k1h pi 009 B{If @tn. exanpl e ri tonaVI r

i ndi navi r, saquinavir (for exanple as free base or as nesyl ate salt),

nel finavir (for exanple as free base or as nesylate salt), anprenavir,

| opi nayi r ar .atazanavir (for exanple as free base or as sulphate salt)}; a
ri bonuﬁ?—‘%@ﬁl—&z reductase inhinbitor {for exanple hydroxyurea}; or an

ant i r el Im¥hioaN-(1 fidth QXRIRIG1-8io ) Dehapiefdfonamide an exi sting therapeutic
agent Tor the treatnment of osteoarthritis, for exanple a non-

Q. 0

4-Bromo-benzenesulfonyl chloride (120puL 0.3M /THF) was mixed with 1-methyl-3-

phenyl-propylamine (100pL 0.3M/pyridine) and stirred overnight in ambient temperature
before it was evaporated to dryness under reduced pressure. The residue was purified on

HPLC-C;3 yielding 2.1mg (25%).

g NMR (299.944 MHz, CDCly) & 7.68 (ddt, J=23.9, 8.8, 2.1 Hz, 3H), 7.30 - 7.15
(m, 3H), 7.06 (dd, J = 6.7, 1.6 Hz, 2H), 4.48 (d, J = 5.9 Hz, 1H), 3.35 (q, /= 6.2 Hz, 1H),
2.57 (ddd, J=29.9, 14.0, 7.9 Hz, 3H), 1.71 (td, J = 7.8, 6.6 Hz, 2H), 1.10 (d, /= 6.6 Hz, 3H)
LC (method A) rt = 6.1 min. UV 254 nm

Examples 18 — 76 were synthesised by a method analogous to that described in

Example 17 using the corresponding starting materials.

Example 18
4-Chloro-N-(1-methyl-3-phenyl-propyl)-benzenesulfonamide




steroidal anti-inflamatory agent (hereinafter NSAID s) such as piroxicam
or diclofenac, a propionic acid such as naproxen, flubiprofen, fenoprofen,
ket opr of ewo@nos/isbuapr of en, a fenamate such as nef enami ¢ ecirdr200800es haci n,
sul i ndac or apazone, a pyrazolone swsh as phenyl butazone, a salicylate
such as aspirin, a COX-2 inhibitor such as cel ecoxib, val decoxib,
rofecoxib or etoricoxib, an analgesic or intra-articular therapy such as a

corticestearoid or a | uronic acid such as hyal gan or synvisc, or a P2X7
recept o agoni st .
conbi nat NN oR

e present invention still further relates to the
und of the invention together with: (i) a tryptase
inhibitor; rted)!a platelet activating factor (PAF) antagonist; (iii) an
i nterleukin converting enzyne (I CE) inhibitor; (iv) an | MPDH i nhi bitor;
(v) arlg | . 47a0 A8QT S HEVI) a
cat hepsi ﬁwﬁ% %b)% WPGPCHQSB? ?gr)l dltﬁj:qtccb);é)dg(a\%{?lz}%gq g7 chose phosphat e
dehydrigenase 7i1vhinki3ED] 7.06i(k) -a6 RiFy, BH) Bt 46, J = 7.ddte, B33, (quinédsptor

ant agoni st X). an anti - out hji c i ne
oxi dase’ i BierT (g~ 30 Bhlr T hbie: 200t S i T Bob it el g
probengglfﬂ ful fi npyrazone or benzbromarone; (xiii) a growth hor rmne
secretagogﬂe (xiv) a transforming growh factor (TGH(3); (xv) a

pl at el B¢ {gethod & rpe 6wt firf, ATV 254 (BDGF) ; (xvi) a fibroblast growth factor,
e.g., basic fibroblast growth factor (bFGF); (xvii) a granul ocyte
macrophage col ony WO 2006/ 046916 PCT/ SE2005/001610 32 stimulating factor
(Gw Qam 1XYbii) a capsaicin cream (xix) a Tachykinin NK. subl. and

NK. su tor antagoni st selected fromthe group consisting of
NKP- 6088roi6B2238HYRN-(ltmbthgt-3phinyl-prepyl)-Wenranespifsamide el ast ase i nhi bi tors

selected fromthe group consisting of UT- 77 and ZD-0892; (xxi) a TNFcc
converting enzy eGpRi bitor (TACE); (xxii) an induced nitric oxide

synt hasg /?' ); or (xxiii) a chenoattractant receptor-honol ogous
nmol ecul xpr essed 2 cells (a CRTH2 antagonist). The follow ng
conpounds#l | | ustrate E(;)unds of formula (I) C \/ soa\ I / I O\ ii Il O
N NH~\ r

1H NMR (299.944 MHz, CDCl3) & 7.82 (d, J = 8.3 Hz, 1H), 7.50 - 7.42 (m, 2H), 7.28 - 7.16
(m, 3H), 7.03 - 7.00 (m, 2H), 4.48 (s, 1H), 3.31 (d, J= 5.5 Hz, 1H), 2.63 (s, 3H), 2.61 - 2.45
(m, 2H), 1.76 - 1.64 (m, 2H), 1.11 (d, /= 6.4 Hz, 3H)

LC (method A) rt = 6.5 min. UV 254 nm.

Example 20
N-( 1-Methyl-3-phenyl-propyl)-4-trifluoromethoxy-benzenesulfonamide

F
A
O
W T
’18\
0" o

LC (method A) rt = 6.3 min. UV 254 nm.

Example 21
4-Methoxy-2.3 6-trimethyl-N-(1-methyl-3-phenyl-propyl)-benzenesulfonamide




G=T=00\ I / HNHH

Cl

N- N 101 wO2006046916 i 1
7 W-Ng NSo O0O~NH:~~O
PCT/ SE2005/ 001610 33 / \ O

| O
~INH N+ O Exanple 4 01 /
\' N1 N

N
O~ -r /IN N ON-~ NN

1H NMR (299.944 MHz, CDCl3) 5 7.26 - 7.12 (m, 3H), 7.02 - 6.97 (m, 2H), 6.58 (s, 1H),
3.87 (s, 3H), 3.30 (q, J = 6.5 Hz, 1H), 2.65 (5, 3H), 2.59 (s, 4H), 2.57 - 2.43 (m, 6H), 2.16 (s,
3H), 1.73 - 1.63 (m, 2H), 1.10 (d, J = 6.6 Hz, 3H) ’

APCI-MS m/z: 362.2 [MH+].

LC (method A) rt = 6.4 min. UV 254 nm.

Example 22
4-tert-Butyl-N-(1-methyl-3-phenyl-propyl)-benzenesulfonamide
G..0

N

N

I MR (299.944 MHz, CDCl5) & 7.83 (dd, J= 6.8, 1.8 Hz, 2H), 7.54 (dd, J= 6.8, 1.8 Hz,
2H), 7.30 - 7.17 (m, 3H), 7.06 (d, J = 6.6 Hz, 2H), 4.49 (d, /= 8.1 Hz, 1H), 3.42 (quintet, J =
6.8 Hz, 1H), 2.58 (dtd, J=21.9, 14.1, 7.9 Hz, 2H), 1.75 - 1.67 (m, 2H), 1.38 (s, 9H), 1.12 (d,
J=6.6 Hz, 3H)

APCI-MS m/z: 346.3 [MH+].

LC (method A) rt = 6.6 min. UV 254 nm.

Example 23
N-(1-Methyl-3-phenyl-propyl)-4-phenoxy-benzenesulfonamide

{

\Y

0

APCI-MS m/z: 382.1 [MH+].
LC (method A) 1t = 6.6 min. UV 254 nm.

N\
O’/

Exanple 3 Exanple 1 Exanple 2 d \~sH ~~O N/ O
NH2 Example 5 O ::~S~ ~OHHI N _\ ¢

~ 0

0/ / 63 HExanple 8 N pcEsappspotiExanpl e
O C Beanple 10 Exanple 9 WO 2006/ 046916
N -



00-'1 " ONOO-/ O- ~OS,-" O O NO Exanple 11 Exanple 12 Exanple 13 \N
\ 090/ _ONM/NHSNO \/ 11 H_ O Nci HN N Exanple 16 Exanple 14
Exanpl e Wwobhes/dsedibowi ng abbrevi ations are used in the folriseeosgoi1610
preparative Exanples: THE tetrahydrafuran TFA trifluoroacetic acid DMSO
di met hyl sul f oxi de  DMF N, N-di nmet hyl f ormam de TBAT N, N, N-tri butyl butan- |
-am niumdifluoro(triphenyl)silicate DI EA diisopropylethyl am ne NW

1- Met Hgammledd r ol i di none ~app approxi mately sat saturated aq aqueous

cener al el B9ishehtd- MVRFGRE R4 1 ARRREGREIEEBPNATYAL | an Ner cury-VX 300 Mz
i nstr . e central peaks of

chloroformd (SH 7C27Opprr) acetnitrile-d3 (8H 1.95 ppm), or DVSO d6 (SH
2.50 ppn) were _us i/nternal references. WD 2006/ 046916

PCT/ SE2005/ 0014 resol uti on mass spectra and accurate mass

a Hewl ett-

THNMR (299.944 MHz, CDCl3) 8 8.01 (dd, /= 6.7, 1.9 Hz, 2H), 7.75 (dd, /= 6.7, 1.7 Hz,
2H), 7.70 - 7.64 (m, 2H), 7.35 - 7.23 (m, 5H), 7.15 - 7.13 (m, 2H), 4.52 (s, OH), 3.52 (q, J =
6.4 Hz, 1H), 2.67 (ddd, J=32.7, 14.0, 7.9 Hz, 3H), 1.81 (dd, /= 14.5, 7.9 Hz, 2H), 1.21 (d, J
= 6.6 Hz, 3H)

LC (method A) rt = 6.6 min. UV 254 nm.

Example 25
N-(1-Methyl-3-phenyl-propyl)-4-propyl-benzenesulfonamide

APCI-MS m/z: 332.2 [MH+].
LC (method A) rt = 6.5 min. UV 254 nm.

Example 26
N-(1-Methyl-3-phenyl-propyl)-4-trifluoromethyl-benzenesulfonamide

F

1H NMR (299.944 MHz, CDCls) §7.99 (d, J = 8.1 Hz, 2H), 7.78 (d, J = 8.3 Hz, 2H), 7.30 -
7.18 (m, 3H), 7.06 - 7.04 (m, 2H), 4.57 (d, J = 8.4 Hz, 1H), 3.42 (dt, J=14.9, 6.6 Hz, 1H),
2.59 (ddd, J = 29.1, 13.9, 7.6 Hz, 2H), 1.77 - 1.70 (m, 2H), 1.13 (d, /= 6.4 Hz, 3H)

LC (method A) 1t = 6.2 min. UV 254 nm.



Packard 1100 LC-Ms system equi pped with APCl ionisation chanber. Unless
stated otherwi se, starting nmaterials were commercially available. All

sol vent s wocdoesmyvsasCci al reagents were of |aboratory grade/sapsswerse used as
recei ved. The foll owi ng nmet hods were ased for LC/ M5 anal ysis Method A

I nstrument Agilent 1100; Columm C18 Waters Symmetry 2.1 x 30 nm 3.5m Fl ow
rate 0 7 mM/mn; Mass APCl; UV-absorption was neasured at 254nm Sol vent A:
wat er g@pg%TFA Sol vent B: acetonitrile + 0.1% TFA; G adient 5-95%B 8

m n, 90 ) . I et ). Co um Kromasil| C18 3

x 100 : , F S¥sured at 254nm
Sol vent A vvatero + . %TFA SoI vent B: acetonl trile + 0.1 % TFA, G adi ent
10- 10098 20 *4°009 . Exanple 17

4- Br onmo- N- ( i hyIN ~Nphe - propyl ) - benzenesul fonamde Br N ,S; 0~"0

4- Br ono engsul fonyl ch de (120L 0.3M/THF) was m xed with
1- met hyl - 3N\ _phenyl - propyl agipe (100L 0. 3M pyridine) and stirred overni ght
in anmbi ent tenperature before it was evaporated to dryness under reduced

pressu X ' purified on HPLC Cl18 yielding 2.1ng (25% . 1H
NVR (zégcéyﬂseﬁfg%W% 7.68 (ddt, J= 23.9, 8.8, 2.1 Hz, 3H), 7.30 -
7.15 L@y(mdthod A).106 A Uchin. JF @854nml. 6 Hz, 2H), 4.48 (d, J= 5.9 Hz, 1H), 3.35
(g, J= 6.2 Hz, 1H), 2.57 (ddd, J =29.9, 14.0, 7.9 Hz, 3H), 1.71 (td, J =
7.8, 6.6 Hz, 2H), 1.10 (d, J = 6.6 Hz, 3H LC (nmethod A) rt = 6.1 mn. W
254 nn%%ﬁﬁgg@s 18 - 76 were' synthesised by a nethod anal ogous to that
descri Exanpl e 17 using the correspondl ng starting nmaterials.

npl B-(18MethyCRIphenyIMrodyldithihor8mpthoh [fonfrerizenesul f onam de WO
2006/ 046916 PCT/ SE2005/ 001610 35 C

\\ l

F
F

1H NMR (299.944 MHz, CDCl;) 6 8.16 (s, 1H), 8.05 (d, J=7.9 Hz, 1H), 7.84 (d, J=7.9 Hz,
1H), 7.66 (t, J= 7.9 Hz, 1H), 7.29 - 7.16 (m, 3H), 7.07 - 7.04 (m, 2H), 4.50 (d, /= 8.6 Hz,
1H), 3.42 (dq, J = 8.3, 6.6 Hz, 1H), 2.57 (ddd, J=30.5, 14.1, 8.0 Hz, 2H), 1.73 (td, /= 7.8,
6.7 Hz, 2H), 1.11 (d, J = 6.6 Hz, 3H)

LC (method A) rt = 6.2 min. UV 254 nm.

Example 29
Biphenyl-4-sulfonic acid (1-methyl-3-phenyl-propyl)-amide

()\\ /O
s,
|

APCI-MS m/z: 366.2 [MH+]. LC (method A) rt = 6.5 min. UV 254 nm.

Example 30

5-Bromo-thiophene-2-sulfonic acid (1-methyl-3-phenyl-propyl)-amide




N O 1H NWR (299.944 MHz, CDC13) 6 7.79 (dt, J= 9.0, 2.2 Hz, 2H), 7.47
(dt, J=8.9, 2.2 Hz, 2H), 7.30 - 7.17 (m 3H), 7.06 (d, J= 6.8 Hz, 2H),
4.46 (d, webecnabms 1H), 3.37 (quintet, J= 6.7 Hz, 1H) pcZisBZoosaedio J=
29.9, 14.0, 7.8 Hz, 2H), 1.71 (td, J=397.8, 6.6 Hz, 2H), 1.10 (d, J= 6.6
Hz, 3H) LC (nethod A) rt = 6.0 mn. W 254 nm Exanple 19

4- Bronp- 2- et hyl - N- (1- et hyl - 3 - phenyl -propyl )-b enzenesul fonamde O -0

NHS / ~ - Br 1H|[NMR (@99.944 MHz, CDC13) 6 7.82 (d, J= 8.3 Hz, 1H), 7.50 -
7.42 ( 1728 .5.7.16 (m 3H) 7.03 - 7.00 (m 2H), 448(s, 1H), 3.31
(d, J= , @is 3H), 2.61 - 2.45 (m 2H), 1.76 - 1.64 (m
2H), 1. d J = 64 BH) LC (nethod A) rt = 6.5 nmin. W 254 nm
Exanpl e 20

§ (G e N B BB M A o A SR Y - D T A b Ty 5 5

6 t “ ”QHS?Z' d( F=ned oy rﬁy, el 7 RROPME) 1EDE D46 T8 I, onagisde,, () 2086/ 046916
PCT/ SE20G5/ 0 610 36 " Os. o ''o
(td, J="1. 9 5.3 Hz, 2H), 1.72 (dd, J=20.2, 2.2 Hz, 2H), 1.13 (d, J = 6.6 Hz, 3H)

LC (method A) rt = 6.1 min. UV 254 nm.

Example 31
4-n-Butoxy-N-(1-methyl-3-phenyl-propyl)-benzenesulfonamide

A

0™
APCI-MS m/z: 362.2 [MH+].
LC (method A) rt = 6.7 min. UV 254 nm.

Example 32
2.4.6-Trimethyl-N-(1-methyl-3-phenyl-propyl)-benzenesulfonamide

1 NMR (299.944 MHz, CDCl3) § 7.31 - 7.16 (m, 3H), 7.05 - 7.00 (m, 4H), 4.43 (s, 1H),
3.33 (t, J = 6.5 Hz, 1H), 2.67 (s, 6H), 2.64 - 2.47 (m, 2H), 2.36 (s, 3H), 1.75 - 1.67 (m, 2H),
1.14 (d, J = 6.6 Hz, 3H)

APCI-MS m/z: 332.2 [MH+].
LC (method A) rt = 6.4 min. UV 254 nm.

Example 33
N-(1-Methyl-3-phenyl-propyl)-3-p-tolyloxy-benzenesulfonamide




1H NVR (299.944 MHz, CDC13) 6 7.26 - 7.12 (m 3H), 7.02 - 6.97 (m 2H),
6.58 (s, 1H), 3.87 (s, 3H), 3.30 (q, J= 6.5 Hz, 1H), 2.65 (s, 3H), 2.59
(s, 4H), W02606/0489143 (m 6H), 2.16 (s, 3H), 1.73 - 1.63come2@dkho1eio 10 (d,
J=6.6 Hz, 3H APCI-MB mlz: 362.2 [Md48]. LC (method A) rt = 6.4 min. W 254
nm Exanple 22

4-tent-Butyl - N-(1-net hyl - 3- phenyl - propyl ) - benzenesul fonamide 0"p N 1H NMR
(299.944 Mz, cD 7 83 (dd, J=6.8, 1.8 Hz, 2H), 7.54 (dd, J=6.8, 1.8

Hz, 2H) . gym 7.06 (d, J=6.6 Hz, 2H), 4.49 (d, J= 8.1 Hz,
1H), 3. qui :
1.75 - 167 (m 2H), 1.38

, 1H), 2.58 (dtd, J= 21.9, 14.1, 7.9 Hz, 2H),
J 9H), 1.12 (d, J= 6.6 Hz, 3H) APCI-MS ml z:
346.3 [MH#]. LC (nmethod A) rt = 6.6 min. W 254 nm Exanple 23
I\Fg 1- %%MR &gglgﬂmMHnr@mglg)éll Sﬁhém)}(h ; §ra,bid )z 228 s 0l Foma Gt e7.08 - 3K, (0 1,
APCI - z: .1 [NH+].. LC (nethod A
2006/ G4B0t81 ket st as) Headie %?7@@%&}@ ﬂ?ﬁs 13)11%?%?/%%571%33% X\Q%’ulfomc
acid (lz4met Dyl 3rR)18MY G PIAPY e (@iTydes 0 &% BAbHS, 199 ¢, 7 = 6.6 Hz, 3H)

APCI-MS m/z: 396.2 [MH+].

LC (method A) rt = 6.9 min. UV 254 nm.

Example 34
N-[2-(2,6-Dimethyl-phenoxy)-1-methyl-ethyl]-3-nitro-b enzenesulfonamide

O, .0
O\/LN/S [(?f .
0

LC (method A) rt = 5.9 min. UV 254 nm.

Example 35
4-Bromo-N-[2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-benzenesulfonamide

J\/

Br
LC (method A) rt = 6.4 min. UV 254 nm.

Example 36
N- {4-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethylsulfamoyl] -phenyl}-acetamide

G 0\@

APCI-MS m/z: 377.2 [MH+].
LC (method A) rt = 5.0 min. UV 254 nm.




1H NMR (299.944 MHz, CDC13) 5 8.01 (dd, J= 6.7, 1.9 Hz, 2H), 7.75 (dd, J=
6.7, 1.7 Hz, 2H), 7.70 - 7.64 (m 2H), 7.35 - 7.23 (m 5H), 7.15 - 7.13
(m 2H), Wo&ﬁod(ﬂml@-l) 3.52 (g, J= 6.4 Hz, 1H), 2.67 (dda;sedessB@eTo 14. 0,
7.9 Hz, 3H), 1.81 (dd, J= 14.5, 7.9 Ha, 2H), 1.21 (d, J = 6.6 Hz, 3H) LC
hod A rt =6.6 mn. W 254 nm Exanple 25

t
1- Met hyl - 3- phenyl - propyl ) - 4- propyl - benzenesul fonam de OO N APCl - M5
@%@m ]. LC (method A) rt = 6.5 min. W 254 nm Exanple 26

1- Wrbxh 6%119&1@%%539633?34' I)Hefﬂ%r éﬂhtg_i;upﬁ%%ewénebmmﬁm&g I 1;3 ogamz deZH)Q' O ~

(d J-83Hz 2H), 7. - 7.18 (m 3H), 7.06 - 7.04 (m 2H), 4.57 (d,
, 3.42 (dt, Js 14.9, 6.6 Hz, 1H), 2.59 (ddd, J= 29.1, 13.9,
1.77 - 1. *@gH, 1.13 (d, J=6.4 Hz, 3H LC (nethod A) rt
W 254 nm 006/ 046916 PCT/ SE2005/ 001610 38 Exanple 27 4- 1
rret hy! - fPopyWIN t hyl - 3- phenyl - propyl ) - benzenesul fonam de 0, O
-Ms mz: 36Q. 2.1 ]. LC (nmethod A) rt = 7.2 min. W 254 nm Exanple
-Met hyl -3 - phgny -propyl)-3 -trifluoromethyl-b enzenesul f onam de

LC (method A) rt = 6.0 min. UV 254 nm.

ANz—\

4
HZ,

NDRINGNOZIZ

<JD-UICDCD ~

Example 38
4-Bromo-N-[2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-2-methyl-benzenesulfonamide

\)\ O“ ’/O
.S
©/\O ’
Br

APCI-MS mv/z: 412.1, 414.1 [MH+].
LC (method A) rt = 6.7 min. UV 254 nm.

Example 39
N-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethyl]-4-methoxy-benzenesulfonamide

0..0
\)\ /S
RS
0
|

APCI-MS m/z: 350.2 [MH+].
LC (method A) rt = 5.8 min. UV 254 nm.

Example 40
N-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethyl]-4-trifluoromethoxy-benzenesulfonamide




FD ~OF,N F 1H NWR (299.944 M#z, CDC13) 5 8.16 (s, 1H), 8.05 (d, J=
7.9 Hz, 1H), 7.84 (d, J=7.9 Hz, 1H), 7.66 (t, J= 7.9 Hz, 1H), 7.29 - 7.16
(m 3H), WoQé06/0469164 (m 2H), 4.50 (d, J= 8.6 Hz, 1H), r8rAR2d08@M916d6= 8. 3,
6.6 Hz, 1H), 2.57 (ddd, J= 30.5, 14.142 8.0 Hz, 2H), 1.73 (td, J=7.8, 6.7
, 2H), 1.11 (d, J= 6.6 Hz, 3H) LC(rrethodA) rt 6.2 mn. W 254 nm
Exarrple | - 4- sul acid (1-nethyl-3- phenyl propyl)-am de GSLO
N\ %@%M 6 6‘8%“2%“]“1_0 (method A) rt = 6.5 nin. W 254 nm
Exarrpl e 30 5-Brono-thi ophene-2-sulfonic acid

(1- et hyl - 3- phenyl - propyl ) - ani de WD 2006/ 046916 PCT/ SE2005/ 001610 39 0%
/00 HExapi®Al 1H NMVR (299. 944 Mz, CDC13) 6 7.29 - 7.20 (m 3H), 7.19 -

< '% lemeé fot0) L/gtg‘ylfl Jbgazenﬁslgl_ﬁdnaml_ge? g; Sg - gd i"Z:] )

172 dd J=202 2Hz 2H) 113(dJ 6.6 Hz, 3H) LC (nethod
W 254 n Exarrpl e 31
4 n But / N-(1 math phenyl - propyl ) - benzenesul fonanide O N -~

&

APCI-MS m/z: 376.3 [MH+].
LC (method A) rt = 6.9 min. UV 254 nm.

Example 42
4-Cyano-N-[2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-benzenesulfonamide

NS
,N\(\O

i,S\\
O O

LC (method A) rt = 5.7 min. UV 254 nm.

Example 43
N-[2-(2,6-Dimethyl-phenoxy)-1-methyl-ethyl}-4-phenoxy-benzenesulfonamide

>
Q}

APCI-MS m/z: 412.3 [MH+].
LC (method A) 1t = 6.8 min. UV 254 nm.

Example 44
4'Fluoro-biphenyl-4-sulfonic acid [2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-amide




0'SO APClI-M5 mz: 362.2 [M#]. LC (nethod A) rt = 6.7 mn. U 254 nm
Exanple 32 2 4 6-Trinmethyl -N-(1-nethyl-3-phenyll-propyl)-benzenesul f onam de
0" sO N Svolbhed¥R16299. 944 MHz, CDC1l3) S 7.31 - 7.16 (mpc3KE2008/00B16 7. 00
(m 4H), 4.43 (s, 1H), 3.33 (t, J= &35 Hz, 1H), 2.67 (s, 6H), 2.64 - 2.47
(m 2H), 2.36 (s, 3H, 1.75 - 1.67 (m 2H), 1.14 (d, J= 6.6 Hz, 3H)

APCl -M5 nfz: 332.2 [MH#]. LC (nmethod A) rt = 6.4 mn. W 254 nm Exanple
33 N-(1-Met hyIS-O%h‘én | - proRyl ) -3-p-tol yl oxy-benzenesul f onanm de WO

2006/ 046916 '@' Z@Gé//%OlG 0O 40 AS co ~0".a 1H NWR (299.944 MHz, CDC13)
5 7.57 - m 1

P29 - 7.14 (m 6H), 7.08 - 7.04 (m 2H), 6.91 (dt,
J= 8.9, Hz, 2H), 7.4 7.41 (m 2H), 4.57 (s, 1H), 3.38 (g, J= 6.5 Hz,
| H, F2.85 - 2.46 (m 2M)=’2.36 (s, 3H), 1.69 (td, J= 8.0, 6.6 Hz, 2H),
1.09 (d, J= 6.6 Hz, 3H) _ APCI-MS miz: 396.2 [M+]. LC (method A) rt = 6.9
min. UWPEEMhm/z: 4&-&&@%%4 N-[2- (2 6- Di met hyl - phenoxy

-1- mt%&k@%ﬁﬁg%ﬁﬁﬁggt&%igﬁg?gpg@gl fonamde \ ON-gJ ~ OLC (nmethod A rt

=509 4-Bronmo- N-[ 2- (2
6- dnet hyl - phenoxy) - 1- net hyl - et hyl ] - benzenesul fonamde OQI"" ~ SNO 1~
Example 45

N-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethyl]-4-propyl-benzenesulfonamide

0..0
S\ /k/
/\/©/ N b

APCI-MS nv/z: 362.2 [MH+].
LC (method A) rt = 6.8 min. UV 254 nm.

Example 46
N-[2-(2,6-Dimethyl-phenoxy)-1-methyl-ethyl]-4-(4-fluoro-phenoxy)-benzenesulfonamide

APCI-MS m/z: 430.1 [MH+].
LC (method A) rt = 6.8 min. UV 254 nm.

Example 47

N-[2-(2.6-Dimeth 1; -benzenesulfonamide

APCI-MS m/z: 390.2 [MH+].
LC (method A) rt = 7.4 min. UV 254 nm.



Br LC (nmethod A) rt = 6.4 mn. W 254 nm Exanple 36 N-{4-[2-(2

6- Di net hyl - phenoxx) - 1- net hyl - et hyl sul f anoyl | - phenyl }-acetamide ~ON ON O
0 APCl - MBomh@s/04896. 2 [ MH+]. LC (nethod A) rt = 5.0 mi npcogez@doosm WO
2006/ 046916 PCT/ SE2005/ 001610 41 Exanple 37 N-[2-(2 6-Di net hyl - phenoxv
-1-nmethyl -ethyl]-4-nitro-benzenesul fonamde O N-O O's ; O OLC (nethod
A rt =6.0 mn. W 254 nm Exanple 38 4-Brono-N-[2-(2 6-di net hyl - phenoxv
-1- matﬁ%ﬂ——@&ggl ] - 2- et hyl - benzenesul fonami de Q SO 60 N Br APCl-M niz:

412. 1,4 4£ha?1e1[ Ay lfo g:ac(lm o6 dfhethil- ﬁe@o%y)‘ﬂ—%etﬂ%yea% fde Exanple 39

N[ 2-( enoxv - 1-met hylT -et hyl | -4-met hoxy-benzenesul f onam de

, OO0 S /k/
cJ

APCI-MS m/z: 370.1 [MH+].
LC (method A) rt = 6.4 min. UV 254 nm.

Example 49
Biphenyl-4-sulfonic acid [2-(2,6-dimethyl-phenoxy)-1-methyl-ethyl}-amide

\\ /O

APCI-MS m/z: 396.2 [MH-+].
LC (method A) rt = 6.8 min. UV 254 nm.

Example 50
5-Bromo-thiophene-2-sulfonic acid [2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-amide

@/Br
N S

} o] ~s%

/\|/ O,/ \O

LC (method A) rt = 6.4 min. UV 254 nm.

Example 51
2-Bromo-N-[2-(2.6-dimethyl-phenoxy)-1-methyl-ethyl]-benzenesulfonamide

;l{leN\’/\Oj;j
Br o ‘0

APCI-MS m/z: 398.0, 400.0 [MH-+].
LC (method A) 1t = 6.2 min. UV 254 nm.




NH | s APCI-MS mz: 350.2 [MH]. LC (nmethod A) rt = 5.8 mn. W 254 nm

Exanple 40 N-{2-(2

6- Di met hywopbemasamy- 1- net hyl - et hyl ] - 4-tri fl uor omet hoxy- penzep@swbfcomanm de

F F I-F O "NY ON, 00 WO 2006/ 046916 PCT/ SE2005/ 001610 42 LC (nethod A)

rt = 6.6 mn. W 254 nm Exanple 41 4-tert-Butyl-N[2-(2

6- d| met.hyl = @ noxy) -l -met hyl - et hyl | - benzenesul fonamde S, ~O APC -Ms niz:

376. 3 C (nmethod A rt = 6.9 mn. W 254 nm Exanple 42

4 Wanﬁr P b % DR iR : pﬁﬁﬂﬁl’f)éthvh IRl y Slei¥ddesinamagnsul fonanide N, ,
S, ~0U LC(nmethod A Tt .7 mn. UV 254 nm EXanplé 43 N-[2-(2

6 D| met hyl - phengxyQ; 1o nmet hyl - et hyI] 4- phenoxy- benzenesul fonam de O-N O O

DSO o s
N \@/o
N

APCI-MS m/z: 350.2 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 53

4-p-Butox i -benzenesulfonamide

APCI-MS m/z: 392.2 [MH+].
LC (method A) rt = 7.0 min. UV 254 nm.

Example 54
N-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethyl]-4-(pyridin-2-yloxy)-benzenesulfonamide

Yo

APCI-MS m/z: 413.2 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 55
N-[2-(2.6-Dimethyl-phenoxy)-1-methyl-ethyl]-2.4.6-trimethyl-benzenesulfonamide

&
-5
o

APCI-MS m/z: 362.2 [MH+].
LC (method A) rt = 6.8 min. UV 254 nm.




APCI -M5 mlz: 412.3 [MH]. LC (nmethod A) rt = 6.8 min. W 254 nm Exanple

44 4' - Fl uor o- bi phenyl -4-sul fonic acid [2-(2 6-di net hyl - phenoxy

- 1- met hylwetby/id4empi de WO 2006/ 046916 PCT/ SE2005/ 001610 pcEBE26D5801600 Nj O

APCI -M5 mlz: 414.2 [MH]. LC (nmethod #4) rt = 6.8 min. W 254 nm Exanple

45 N-[2-(2 6-D net hyl - phenoxy) - 1- net hyl - et hyl ] - 4- propel - benzenesul f onam de

" S 0--(, -"NO APCI-M5 mz: 362.2 [MH]. LC (nmethod A) rt = 6.8 mn. W

254 nm Exanple 46 N-[2-(2

6 D| me %%!Flg gnoxy) - 1-net hyl - et hyl ] - 4- (4-f | uor o- phenoxy) - benzenesul f onam de
APCl - M5 mlz: 430.1 [MH#]. LC (nethod A) rt = 6.8 mn. W 254

nm ENafliFﬂZé-Dﬂnéﬂh‘{/laaHeﬁoﬁf)H-nletHWbﬂmﬁe"hoawl‘ylokvmmnes@fmtﬂideﬁl (1

1-dnet hyl - propel) benzenesul fonamde 0 0 O N-(,0 --Xa APClI-M5 nl z:

390.2 | LC ( od rt =7.4 mn. W 254 nm W 2006/ 046916
PCT/ SE 610/m‘4<

\

APCI-MS m/z: 426.2 [MH+].
LC (method A) rt = 7.1 min. UV 254 nm.

Example 57
4-Bromo-2-methyl-N-(2-phenoxy-ethyl)-benzenesulfonamide

S

©/O\/\N

LC (method A) rt = 5.9 min. UV 254 nm.

Br

Example 58
N-(2-Phenoxy-ethy)-4-trifluoromethoxy-benzenesulfonamide

LC (method A) rt = 5.9 min. UV 254 nm.

Example 59
4-(1,1-Dimethyl-propyl)-N-(2-phenoxy-ethyl)-benzenesulfonamide

O, ,O

SO

APCI-MS m/z: 348.2 [MH+].
LC (method A) 1t = 6.7 min. UV 254 nm.



Exanpl e 48 Napht hal ene-2-sul fonic acid j2-(2 6-dinethyl - phenoxy
-1l-nmethyl-ethyl]-amde S~'"N111-,6 APCI-M5 mz: 370.1 [MH]. LC (nmethod A)
rt = 6.4 wonooddeAs4 nm Exanpl e 49 Bi phenyl - 4- sul f oni ecasikdoosBe1s20

6- di net hphenoxy)-1-nmet hyl -ethyll-amdg O S ON~O \ I . | APC-M nz:
396.2 [M#]. LC (nmethod A) rt = 6.8 min. W 254 nm Exanple 50

5- Br ono-t hi ophene-2-sul fonic acid

[ 2- (2, 6-di met hyl - phenoxy)-1-nmethyl -ethyll-amde -Br 90 N)DS OT S, OLC
(nmeth AplEbo= 6-4 min. W 254 nm Exanple 51 2-Bronp-N-[2-(2

6- di - noxy -1-methyl-ethyl]-benzenesul fonamde SAN OBr 0" O

APCI - N phérzyl-4388fofic a¢0D2epHehbi-ethiyl-ahmde hod A) rt = 6.2 min. W 254 nm WO
2006/ 046916 PCT/ SE2005/ 001610 45 Exanple 52

N-[2-(2, 6-D net h@ s<Phenoxy) - 1- net hyl - et hyl ] - 3- net hoxy- benzenesul f onani de 0

~SO  APCI - . §pQ2 [ M.

O

APCI-MS m/z: 354.1 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 61
2.4.6-Trimethyl-N-(2-phenoxy-ethyl)-benzenesulfonamide

APCI-MS m/z: 320.2 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 62
4-Bromo-N-(3-phenvyl-propyl)-benzenesulfonamide

Br
D /N\/\Q
S’
0 0

LC (method A) rt = 6.0 min. UV 254 nm.

Example 63
4-Bromo-2-methyl-N-(3-phenyl-propyl)-benzenesulfonamide

0. ,0
S
©/\/\N

LC (method A) rt = 6.3 min. UV 254 nm.

Br



LC (nmethod A) rt = 6.0 mn. W 254 nm Exanple 53

4- n- But oxy- N-12- (2, 6-di net hyl | - phenoxy) - 1- net hyl ] - benzenesul fonam de o /|
O-N 0 ARGb-2MB/0ab®s 392.2 [MH+]. LC (nmethod A) rt = 7. 0pair/sE20d5/0@fs40 nm
Exanpl e 54 N-[2-(2 6-Di nethvl - phenoxyss-1-nme -ethyll-4pyd2:y O ~-NOO
APCI -M5 mlz: 413.2 [MH]. LC (nmethod A) rt = 6.0 mn. W 254 nm Exanple
55 N-[2-(2 6-Di net hvl - phenoxy) - 1-net hyl -ethyl )-2 4

6-ti met hyl - benzenesul fonamide 0 S 1, ~I APCI-MS niz: 362.2 [ MH]. LC
(met hogd, A Lls= 6.8 nin. W 254 nm WO 2006/ 046916 PCT/ SE2005/ 001610 46
Exanpl 2-(2

6- Di meNh@PHzhenpropy DU~ tiElubiomethidxytHenBerzstildbnandde/ - benzenesul f onam de ON, ao
/] 91 ,S" 1 OOAPCI-MB miz: 426.2 [MH#]. LC (method A rt = 7.1 nin. W

254 nm anpl e 57 £
F—-F
O
W T
.S
0O

A\

o

LC (method A) rt = 6.2 min. UV 254 nm.

Example 65
4-Methoxv-2.3.6-trimethyl-N-(3-phenyl-propyl)-benzenesulfonamide

’/S\\
o O

APCI-MS m/z: 348.2 [MH+].
LC (method A) rt = 6.3 min. UV 254 nm.

Example 66
4-tert-Butyl-N-(3-phenyl-propyl)-benzenesulfonamide

0,.0
EN

APCI-MS m/z: 332.2 [ME+].
LC (method A) rt = 6.5 min. UV 254 nm.

Example 67
4-Phenoxy-N-(3-phenyl-propyl)-benzenesulfonamide




4- Br ono- 2- net hyl - N- ( 2- phenoxy- et hyl ) - benzenesul fonam de 0, 00 S Br LC
(method A rt = 5.9 mn. W 254 nm Exanple 58

N- ( 2- Phernwoyombdaydiy- 4-tri f | uor oi uet hoxy- benzenesul f onanmpde/seboosbic1O -\, N
S~ O LC (method A) rt = 5.9 mn. UMI254 nm Examlp e 59 1

1- D met hyl - propyl ) - N- (2- phenoxy- et hyl ) - benzenesulfonanide 0, ,0as
N-"\,O APCI-MS nlz: 348.2 [MH]. LC (nethod A) rt = 6.7 min. W 254 nm
VO 2006/ 046916 @CUSEZOOSI 001610 47 Exanple 60 Biphenyl-4-sulfonic acid
(2- phenoxv $o anlde 0"0 S N-\,O0 APCI-M5 mz: 354.1 [ M#]. LC

(met hod Ay 6N0 . W 254 nm Exanple 61 2 4
6- Tri met D/Q -N-(2 phenox hyl ) - benzenesul fonam de N S

APCI-MS m/z: 368.2 [MH+].
LC (method A) rt = 6.4 min. UV 254 nm.

Example 68
4'-Fluoro-biphenyl-4-sulfonic acid (3-phenyl-propyl)-amide

APCI-MS m/z: 370.1 [MH+].
LC (method A) 1t = 6.4 min. UV 254 nm.

Example 69
N-(3-Phenyl-propyD)-4-propvyl-benzenesulfonamide

©\/\/N\ /©/\/
l'S\\
O o

APCI-MS m/z: 318.2 [MH+].
LC (method A) rt = 6.4 min. UV 254 nm.

Example 70
4-(A-Fluoro-phenoxy)-N-(3-phenyl-propyl)-benzenesulfonamide

L0, S

d‘o

APCI-MS m/z: 386.2 [MH+].
LC (method A) 1t = 6.5 min. UV 254 nm.



OO0 APCI-M5S mz: 320.2 [MH]. LC (nmethod A) rt = 6.0 mn. W 254 nm

Exanpl e 62 4-Brono- N (3-phenyl - propyl ) - benzenesul fonamde Br I~ ~ S, ,0

LC (et hostoApoards6sa66. 0 min. UV 254 nm  Exanpl e 63 PCT/SE2005/001610

4- Br onp- 2- net hyI - N (3- phenyl - propyl ) -d#enzenesul fonam de ~S O Br LC

(method A) rt 6.3 mn. W 254 nm WD 2006/ 046916 PCT/ SE2005/ 001610 48

Exarrpl e 64 N- (13 Phenyl - prowl )-4-trifl uoronet hoxy-benzenesul fonam de F FF

N, OEsampla 71| C (rrethod A rt =6.2 mn. W 254 nm Exanple 65 4-Met hoxy- 2
M (3 ] agifle S APCI-M5 mlz:

Exam | pe66

[O]

APCI-MS m/z: 346.3 [MH+].
LC (method A) rt = 7.0 min. UV 254 nm.

Example 72
Naphthalene-2-sulfonic acid (3-phenyl-propyl)-amide

QVV“:,S‘

APCI-MS m/z: 326.2 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 73
Biphenyl-4-sulfonic acid (3-phenyl-propyl)-amide

0. .0
S,
| Nx@

APCI-MS m/z: 352.1 [MH+].
LC (method A) rt = 6.4 min. UV 254 nm.

Example 74
5-Bromo-thiophene-2-sulfonic acid (3-phenyl-propyl)-amide

0,.0

LC (method A) rt = 6.0 min, UV 254 nm.



4-tent-Butyl -N- 3-phenyl - propyl ) - benzenesul fonam de O 'O APClI-Ms nf z: 332.
[MH]. LC (nmethod A rt = 6.5 mn. W 254 nm Exam | pe67

4- Phenoxywd20@7q@banyl - propel ) - benzenesul f onam de WO 200@048908/001610

PCT/ SE2005/ 001610 49 \\ 110'N O is1APCI-M5 nfz: 368.2 [MH]. LC (nethod
A rt =6.4 mn. W 254 nm Exanple 68 4'-Fluoro-biphenyl-4-sulfonic acid
(3-phenyl -propyl)-amde o, o FJO APCI-M5 nfz: 370.1 [M#]. LC (nmethod A)
rt = 6.4 mn. W 254 nm Exanple 69 N (3-Phenyl-propyl)-4-

ropyl ﬁnzerfezyl fonamde 0 '0 APCI-MS nfz: 318.2 [MH]. LC (nethod A) rt
6.4 m nm Exanple 70 4-(4-Fl uoro-phenoxy)-N-(3

- phenylz%%ﬁﬁéthm@l%ﬁ&&khfﬁm g&zefeshlf@ﬁan’ﬂhe 61"0 APCI-MS nfz: 386.2
[ MVH]. TC (nethod A) rt = b.

S G

o 0
APCI-MS m/z: 318.2 [MH+].
LC (method A) rt = 6.0 min. UV 254 nm.

Example 76
N-(3-Phenyl-propyl)-3-p-tolyloxy-benzenesulfonamide

Jeaeanat

APCI-MS m/z: 382.1 [MH+].
LC (method A) 1t = 6.7 min. UV 254 nm.

Example 77
N-[(1S)-2-(5-Isoquinolinyloxy)-1-methylethyl]-2.4.6-trimethylbenzenesulfonamide

0, ,0 .
S
\N/L/O / N
H = Chiral

Step 1: (2S)-2-[(Mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate

L-Alaninol (4.8g, 64mmole) and 2-mesitylenesulfonyl chloride (30g, 137mmole) were
dissolved in 200mL pyridine and stirred at room temperature overnight. The mixture was
evaporated, dissolved in ethyl acetate(200ml) and washed with 1M HCl/aq, sat. NaHCOs/aq.
The organic layer was dried, concentrated and purified on a silica gel column chromatography
(heptane-ethylacetate).

APCI-MS m/z: 440.1 [MH+].

Step 2: N-[(1S)-2-(5-Isoquinolinyloxy)-1-methylethyl]-2,4,6-trimethylbenzenesulfonamide

2



WO 2006/ 046916 PCT/ SE2005/ 001610 50 Exanple 71 4-(1 ,1-D

I met hyl - propyl )-N- (3 -phenyl -propyl)-b enzenesul fonamde 0"0 S, N APCl-NMs
m z: 346.80[2bdie916C (nmethod A) rt = 7.0 min. W 254 nmpcTBEr20uloe1c1R

Napht hal ene- 2-sul fonic acid (3-phenyls2proper -amde QNNN, GQ O S"O APCI - M5
mz: 326.2 [M#+]. LC (nethod A) rt = 6.0 min. W 254 nm Exanple 73

Bi phenyl - 4-sul fonic acid (3-phenyl-propel)-amde 0,0 S APCI-M5S mz: 352.1
[ Mt+] . LC (@8 ?] q@\/Iéén}flﬁulﬁonﬁl)ﬂniiﬂoHprow %éﬁﬁﬁbthyﬂemmleml%ﬁate (263mg,

5- Bronp-t hi ophene- 2-sul fonic aci d (3-phenyl - ropel 0OS ONS Br LC
(et hdbl6m)nqlft) was@ddedﬁom sluyy oofaining Q@Cébé‘é& P@*@%@@z@oa 001610 51
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overnight in room teperature before it was diluted with ethyl acetate (20mL) and washed with
IMHCVaq. The organic layer was dried, concentrated and purified on HPLC-Cs.

'"H NMR (299.946 MHz, DMSO) 6 9.54 (s, 1H), 8.54 (d, /= 6.2 Hz, 1H), 8.11 (d, /=
6.2 Hz, 1H), 7.84 (dd, J=15.7, 8.5 Hz, 2H), 7.67 (t,J= 8.1 Hz, 1H), 7.23 (d, /= 7.3 Hz, 1H),
6.83 (d, J= 0.4 Hz, 2H), 4.04 - 3.92 (m, 2H), 3.65 (dq, /= 13.2, 6.6 Hz, 1H), 2.50 (s, 6H),
2.11 (d, J=11.6 Hz, 3H), 1.16 (d, /= 6.8 Hz, 3H)
APCI-MS m/z: 385.1 [MH+].

Examples 78 — 83 were synthesised by a method analogous to that described in
Example 77 using (2S)-2-[(mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate

and the corresponding starting materials.

Example 78
N-[(18)-2-(1H-Indol-4-vloxy)-1-methylethyl]-2.4.6-trimethylbenzenesulfonamide

0. .,O/k/ Chiral
S. —
H

LH NMR (299.946 MHz, DMSO) & 10.94 (s, 1), 7.66 (d, J = 8.6 Hz, 1H), 7.10 (t, J = 2.8
Hz, 1H), 6.93 - 6.80 (m, 4H), 6.23 - 6.16 (m, 2H), 3.85 (dd, J=9.7, 5.7 Hz, 1H), 3.69 (dd, J =
9.7, 6.6 Hz, 2H), 3.46 - 3.37 (m, 1H), 2.50 (s, 6H), 2.17 (s, 3H), 1.03 (d, J = 6.8 Hz, 2H)
APCI-MS m/z: 373.1 [MH#].

Example 79
2.4.6-Trimethyl-N-[(18)-1-methyl-2-(5-quinolinyloxy)ethyl]benzenesulfonamide

0..,0 Chiral
o J\/ N
\N O

H =N




N;S O O APCI-M5s mz: 318.2 [MH]. LC (nethod A) rt = 6.0 mn. U 254
nm Exanple 76 N-(3 -Phenyl -propyl)-3 -p-tolyl oxy-benzenesul fonam de 0O
~OS\ NTh wW8Gheddesbz: 382.1 [ MH+]. LC (nethod A) rt = 6PCTSEROSOM62HD4 NM
Exanmpl e 77 N-1(1S2-(5-1soqui nolinyl 0x3)-1-nethhyl]-2,4

6-trimet hyl benzenesul fonamde O SONNOHChiral Step 1:
(2S5)-2-[(Mesityl sul fonyl)am no] propyl 2,4,6-trimethyl benzenesul fonate
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and was sat. . The organl c |l ayer was ed,

concenHz,aﬁé)d6§ﬁds Fﬂﬂ), 617é(ﬂé diD) 4. @6 F B(Qé (gTeIZH(),& Um3 €A (@wrbidd g Wby o) 2 13
hept ane: at [\ S 440. 1 [ MH+ Step 2:
(N-[(p15§5 %ﬁl gylifélqz n%% HﬁAﬁgiy) 1- rrét hyl et hyl[] 2] 4, 6- trpl met hyl benzenesul f ona

m de \/\QF? QeSBkE AGIPE2005/ 001610 52
(29)-2 Mesi tyI sul f onyl ) ai ni no] propyl 2, 4, 6-trinet hyl benzenesul fonat e

(263nmg, 0.6mmle) was added to a slurry containing Cs2CO3 (487ng,

1. 5mo e2 angQS- Hydr oxyi soqui nol i ne (145ng, I mmole) in 2.5nL DWF. The
reacti: re was stirred overnight in roomteperature before it was

di | ut egl-jd §)0-¢f BYBen36@bRSIS -(13RYNL) -nddite 1asinad: Gittihethieiienaal fohaider gani ¢
| ayer was dri ed concentrated and purified on HPLC- C18.

Chiral
E \\ 4 J\/O\ i;

1 NMR (299.946 MHz, DMSO) § 7.62 (d, J = 8.6 Hz, 1H), 6.95 (s, 2H), 6.68 (d, /= 8.4 Hz,
1H), 6.23 (d, J = 2.4 Hz, 1H), 6.08 (dd, J = 8.5, 2.5 Hz, 1H), 5.89 (s, 2H), 3.67 - 3.53 (m, 2H),
3.39 - 3.30 (m, 1H), 2.50 (s, 6H), 2.21 (s, 3H), 1.00 (d, J= 6.8 Hz, 3H)

APCI-MS m/z: 378.2 [MH+].

Example 81
2.4.6-Trimethyl-N-[(1S)-1-methyl-2-(4-quinolinyloxy)ethyl]benzenesulfonamide

0..0 Chiral
S
/@\N/k/o
H = ]
N

1H NMR (299.946 MHz, DMSO) 6 8.10 (dd, J = 8.1, 1.1 Hz, 1H), 7.90 (d, J = 7.5 Hz, 1H),
7.81(d, J=9.5 Hz, 1H), 7.74 - 7.64 (m, 2H), 7.42 (ddd, J= 8.0, 6.3, 1.7 Hz, 1H), 6.56 (s,
2H), 6.15 (d, J="7.5 Hz, 1H), 4.40 (dd, J = 14.6, 4.1 Hz, 1H), 3.91 (dd, J= 14.7, 10.5 Hz,
1H), 3.62 (dd, J = 6.2, 3.7 Hz, 1H), 2.20 (s, 6H), 2.13 (s, 3H), 1.21 (d, J = 6.6 Hz, 3H)
APCI-MS m/z: 385.1 [MH+].

Example 82
2.4.6-Trimethyl-N-[(1S)-1-methyl-2-(4-quinazolinyloxy)ethylJbenzenesulfonamide




1H NVR (299.946 MHz, DMBO) 5 9.54 (s, 1H), 8.54 (d, J= 6.2 Hz, 1H), 8.11
(d, J= 6.2 Hz, 1H), 7.84 (dd, J= 15.7, 8.5 Hz, 2H), 7.67 (t, J= 8.1 Hz,
1H), 7.23wb0dpocdReos3 Hz, 1H), 6.83 (d, J = 0.4 Hz, 2H) pcd#isB4005/081692 (m
2H), 3.65 (dg, J = 13.2, 6.6 Hz, 1H),542.50 (s, 6H), 2.11 (d, J= 11.6 Hz,
3H), 1.16 (d, J= 6.8 Hz, 3H APCI-M5 niz: 385.1 [ MH]. Exanples 78 - 83
wer e synt hesi sed by a net hod anal ogous to that described in Exanple 77
usi ng (2S)72-g(mesi gyl sul fonyl anmopghpr opyl 2, 4, 6-trimet hyl benzenesul fonate
and the co resndl g startl g Mpterials. Exanple 78
et hyl ethyl]-2 4
zerlTbsuI fona deyyO Chiral N-OH NH 1H NWVR (299. 946 MHz,
@8 (g J= 8.6 Hz, 1H), 7.10 (t, J= 2.8 Hz, 1H),
. 623\/6.16(m2H) 3.85 (dd, J= 9.7, 5.7 Hz, 1H),
369(dd J= 9.7, 66Hz 2H), 3.46 - 3.37 (m 1H), 250(s 6H), 2.17 (s,
1163008, 2?99@6 R1HZ Dﬁﬁb)&mcsl\ﬁ{ﬁh% 437 4 7[oVitH] Hz BXppke - 79762 4
6 Tr| met hyl - (1S) - 1- et hyl < 2- (5- qui nol i nyl oxy) et hyI | benzenesul f onani de
q, O " (Ehigl.73 ('O 94 Bz WH)2 0066 /(0d,65918 0pCH B2 80,5749 (bl =531, 7H , INR

299. 946 d 4, 0.7
o, 1hp: L7 o Ty 122 § i 1 30 308 TG 13 O T
2H), (50§H§d113](§1 ]-=764!sz;3111§'|) 6.82 (s, 2H), 6.72 (s, 1H), 4.06 - 3.94 (m
2H), 3.70 7 , 50(s 6H), 2.13 (s, 3H), 1.17 (d, J= 6.8 Hz,
2H) AP@P%AWZZWQLMH . Exanple 80 N-[(l S)-2-(1

3- Benzodi oxol - 5-yl oxv) - 1- rret hyl et hyl]-2, 4, 6-tri nmet hyl benzenesul f onam de

Example 83
2 4.6-Trimethyl-N-[(1S)-1-methyl-2-(8-quinolinyloxy)ethyl]benzenesulfonamide

0.0 Chiral
\S" /k/ N \
\N O I
H —

1 NMR (299.946 MHz, DMSO) § 9.14 (dd, J=5.0, 1.5 Hz, 1H), 9.02 (d, J= 8.1 Hz, 1H),
8.04 (dd, J = 8.3, 5.0 Hz, 1H), 7.82 (d, /= 8.1 Hz, 1H), 7.73 (t, J = 8.1 Hz, 1H), 741 (d,J =
7.3 Hz, 1H), 6.76 (dd, J = 0.3, 4.1 Hz, 2H), 4.21 (dd, J= 10.3, 5.3 Hz, 2H), 4.04 (dd, J= 103,
5.9 Hz, 1H), 3.70 (dd, J = 20.9, 5.7 Hz, 1H), 2.11 (d, J= 7.0 Hz, 3H), 1.24 (d, /= 6.8 Hz,
3H), 2.50 (s, 6H)

APCI-MS m/z: 385.1 [MH+].

Example 84
5-Fluoro-2-({(28)-2-[(mesitylsulfonyl)amino]propyl} oxy)benzamide

N ,/ Chiral

jsage sy

(2S)-2-[(Mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate
L-Alaninol (4.8g, 64mmole) and 2-mesitylenesulfonyl chloride (30g, 137mmole) were

dissolved in 200mL pyridine and stirred at room temperature overnight. The mixture was
evaporated, dissolved in ethyl acetate (200ml) and washed with 1M HCl/aq , sat. NaHCOs/aq.



Chiral
6. 95 (

O O-'g/ OO0 1H NVR (299.946 Mz, DMBO) 8 7.62 (d, J= 8.6 Hz, 1H),

s, 2H), 6.68 (d, J= 8.4 Hz, 1H), 6.23 (d, J= 2.4 Hz, 1H), 6.08

J= 8.5, 2wb 2blsj04dddy, 5.89 (s, 2H), 3.67 - 3.53 (m 2H), pc3isB2005/081630 (
1H), 2.50 (s, 6H), 2.21 (s, 3H), 1.005(d, J= 6.8 Hz, 3H) APCI-MS mi z:

[ MH+] .

Example 81 2 4 6-Trinmethyl -N-{(IS -lI-neth |-2- 4-guinolin

yl et hyl ] benzenesul fonamde O O Chiral S" N" N 1H NWVR (299.946 Mz,
DVBO) @h@orjgﬁnﬁ:déiyer dvas @ridd, cbndenttatedlall purifiddod d silits g2l linn clitdmatogfa®y (d,

J= 9.5
6.56 (
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Hz, 1H), 7.74 - 7.64 (m 2H), 7.42 (ddd, J= 8.0, 6.3, 1.7 Hz, 1
gheptappethybaaetatell, J= 7.5 Hz, 1H), 4.40 (dd, J= 14.6,4. 1 Hz, 1H),

éP@Q%S@Q%O%MI?H_% 3.62 (dd, J= 6.2, 3.7 Hz, 1H), 2.20 (s, 6
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5-Fluoro-2-hydroxybenzamide

Methyl 5-fluoro-2-hydroxybenzoate was dissolved in 37% NHa/aq ( 20mL) and stirred
at 50°C for 60 hours. The solution was concentrated, diluted with ethylacetate (20mL) and
washed with brine. The product was used in the next step without any further purification.

APCI-MS m/z: 156.0 [ME].

Aryl ether formation:

5-Fluoro-2-({(28)-2-[(mesitylsulfonyl)amino]propyl} oxy)benzamide

(28)-2-[(Mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate (263mg,
0.6mmole) was added to a slurry containing Cs,COs (487mg, 1.5mmole) and 5-fluoro-2-
hydroxybenzamide (app. 1mmole) in 2.5mL DMF. The reaction mixture was stirred overnight
in room teperature before it was diluted with ethylacetate (20mL,) and washed with 1M
HCl/aq. The organic layer was dried, concentrated and purified on HPLC-Cs.

1H NMR (299.946 MHz, DMSO) § 7.79 (d, J = 8.4 Hz, 1H), 7.63 (s, 2H), 7.50 (dd, /= 9.5,
3.3 Hz, 1H), 7.20 (ddd, J = 9.1, 7.7, 3.4 Hz, 1H), 6.99 - 6.88 (m, 3H), 3.87 (d, /= 5.9 Hz,
2H), 3.56 - 3.45 (m, 1H), 2.50 (s, 6H), 2.18 (s, 3H), 0.93 (d, J = 6.8 Hz, 3H)

APCI-MS m/z: 395.2 [MH+].

Examples 85-95 were synthesised by a method analogous to that described in Example

84 using the corresponding starting materials.

Example 85
2-({(28)-2-[(Mesitylsulfonyamino]propyl} oxy)-5-methylbenzamide

1.1
2H),



Exanple 83 2 4

6-Trinmethyl -N-i (1S)-1-nethyl-2-(8-quinolinylox))ethyllbenzenesul fonam de
O ' P N GhOrad6/i369M8%- O 1H NVR (299.946 MHz, DVSO) 6 9. péT(sedoosdeied O, 1.5
Hz, 1H), 9.02 (d, J=8.1 Hz, 1H), 8.#%4 (dd, J= 8.3, 5.0 Hz, 1H), 7.82 (d,
J=8.1 Hz, 1H), 7.73 (t, J=8.1 Hz, 1H), 7.41 (d, J= 7.3 Hz, 1H), 6.76

(dd, J= 0 3 4.1 Hz, 2H), 4.21 (dd, J=10.3, 5.3 Hz, 2H), 4.04 (dd, J= 10. 3,
5.9 Hz, 3 7 dd J= 20ctal 5.7 Hz, 1H), 2.11 (d, J= 7.0 Hz, 3H), 1.24
(d, J= 6.8 /Ef 2.50 (s, 6H) APCI-M5s mz: 385.1 [MH]. Exanple 84
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L- Al ani p8 (4 8g, 64imol e) and 2-nesityl enesulfonyl chl oride (30g,

137mol e) were dissolved in 200nL pyridine and stirred at room tenperature
over nlg The m xture was evaporated, dissolved in ethyl acet ate (200m)

and walHaaViRi (B9 9N NCILZ, AMSO3 &t7.7SNAHOES. G Hz, i), 7506/ 1a6en.aH), 7.4
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5- Fl uor o- 2 hydroxybenzm ¢ acrd nmol e) was refluxed in net hanol
(20 nmL3Hy6 drops of cone H2SO4) overnl ght foll owed by evaporation to

drynes rodyc sed in next step without further purification.
5- Fl uo%@gﬁ%ﬁ‘/ﬁ%ae%ﬁ@ﬁﬂ Met hyl 5-fl uoro-2-hydroxybenzoate was

di ssolved in 37% NH3/aq (20inL) and stirred at 50C for 60 hours. The
sol ution was concentrated, diluted with ethylacetate (20nL) and

Example 86
2-Hydroxy-6-({(28)-2-[(mesitylsulfonyl)amino]propyl} oxy)benzamide

o, O/k/ N Chiral

1H NMR (299.946 MHz, DMSO0) 8 8.07 (d, J = 22.4 Hz, 2H), 7.79 (d, J = 8.4 Hz, 1H), 7.20
(t, J= 8.3 Hz, 1H), 6.92 (s, 2H), 6.39 (ddd, J = 21.5, 8.3, 0.8 Hz, 2H), 3.96 - 3.79 (m, 2H),
3.66 - 3.52 (m, 1H), 2.50 (s, 6H), 2.19 (s, 3H), 0.88 (d, J = 6.6 Hz, 3H)

APCI-MS m/z: 393.2 [MH+].

Example 87
5-Chloro-2-({(28)-2-[(mesitylsulfonyl)amino Jpropyl} oxy)benzamide
Chiral

jasgeet

HNMR(299 946 MHz, DMSO) § 7.79 (d, J = 8.4 Hz, 1H), 7.71 (t, /= 2.5 Hz, 1H), 7.66 -
7.60 (m, 2H), 7.39 (dd, J = 8.8, 2.9 Hz, 1H), 6.97 (d, J= 9.0 Hz, 1H), 6.90 (s, 2H), 3.90 (d, J
= 5.9 Hz, 2H), 3.53 (dd, J=20.7, 5.9 Hz, 1H), 2.50 (s, 6H), 2.18 (s, 3H), 0.94 (d, /= 6.8 Hz,
3H)

APCI-MS m/z: 411.1 [MH+].




washed with brine. The product was used in the next step w thout any

further purification. APCI-M5S mz: 156.0 [MH]. Aryl ether formation:

5- Fl uor o-we(2p¢c2@$918- [ (mesi t yl sul f onyl ) anmi no] propyl } oxy proesraovsdels1o

(2S)-2-[ (Mesityl sul fonyl)am no] propyls72, 4, 6-tri net hyl benzenesul f onat e

(263ng, 0.6mmol e) was added to a slurry containing Cs2C03 (487ng, 1.5nmmol e)

and 5-fluoro-2- hydroxybenzam de (app. Immole) in 2.5n. DMF. The reaction

m xt ur gxyyaplessi rred overnight in roomteperature before it was diluted

wi th ethy acetatemgavOrrL and_ washed vvlth 1M HCl /ag. The organic |ayer was

dri ed, 2dd@Seatl{esidylsu FPnyliaminodprop Det-wethylbepzagide 299, 946 MHz, DVBO) S

779(d J=_8. Hle) 76§I(a§ 7.50(dd J=9.5, 3.3 Hz, 1H), 7.20
HF 699- 6.88 (m 3H), 3.87 (d, J= 5.9 Hz,

750 (s, 6H), 2.18 (s, 3H), 0.93 (d, J= 6.8 Hz,

. Exanpl es 85-95 were synthesised by a net hod

ed in Exanple 84 using the corresponding starting

: 2-(4(29)

2-[ (Mesi tyl sul fonyl ) am no] propyl } oxy) - 5- net hyl benzam de WD 2006/ 046916
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Example 89
2-({(28)-2-{(MesitylsulfonyDamino]propyl} oxy)benzamide
o) NChiral
?_ A
S—N o

{1
0

11 NMR (399.988 MHz, CDCI3) 5 8.05 (dd, J = 7.8, 1.7 Hz, 1H), 7.92 - 7.82 (m, 1H), 7.37
(s, 1H), 7.00 (t, J = 7.6 Hz, 2H), 6.94 (s, 2H), 6.80 (d, J = 8.2 Hz, 1H), 5.73 - 5.60 (m, 1H),

4.05 - 3.94 (m, 2H), 3.89 - 3.78 (m, 1H), 2.66 (s, 6H), 2.29 (s, 3H), 1.13 (d, J= 6.8 Hz, 3H)
APCI-MS nv/z: 377.2 [MEH].

Example 90
4-Fluoro-2-({(28)-2-[(mesitylsulfonyl)aminopropyl} oxy)benzamide

ONpY
S\N 0] F
N
0]

H NMR (299.946 MHz, DMSO) § 7.87 - 7.79 (m, 2H), 7.49 (s, 2H), 6.94 - 6.72 (m, 4H),
3.92 - 3.87 (m, 2H), 3.54 (dd, J = 8.2, 6.7 Hz, 1H), 2.50 (s, 6H), 2.17 (s, 3H), 0.93 (d, J= 6.8
Hz, 3H)

APCI-MS m/z: 395.2 [MH+].

Chiral

1



O~ 0S" NJ,-,01H NWR (299.946 MHz, DMsO 5 8.07 (d, J= 22.4 Hz, 2H), 7.79
(d, J= 8.4 Hz, 1H), 7.20 (t, J= 8.3 Hz, 1H), 6.92 (s, 2H), 6.39 (ddd, J=
21.5, 8.3y0Qo@/d4&9162H), 3.96 - 3.79 (m 2H),. 3.66 - 3pE2/sEmosdidsi0 2. 50
(s, 6H), 2.19 (s, 3H), 0.88 (d, J= 6.8 Hz, 3H) APCI-M5 nfz: 393.2 [ MH].
Exanpl e 87 5-Chloro-2-({(2S)-2-1(nmesityl sul fonyl)am no] propyl}

oxy) benzamde Chiral p /OSANONOC O 1H NWR (299.946 MHz, DVsO 6 7.79
(d, J=8.4 Hz, 1H), 7.71 (t, J= 2.5 Hz, 1H), 7.66 - 7.60 (m 2H), 7.39 (dd,
J=8.8, 2.9 Hz, 1H), 6.97 (d, J—90Hz 1H), 6.90 (s, 2H), 3.90 (d, J =
59Hz_)szmp,_93l53(dd J= 20.7, 59Hz 1H), 250(s 6H), 2.18 (s, 3H),

0. 94 (ql’- . . 2006/ 046916

PCT/ S X -2 | sul f onyl ) am no] pr opyl
oxy) - 4- n‘eth;@ b@’l m de O ~pCh|r5Ih|raI S\N N;)::, O H NVR (299. 946 Mz,
DVSO) 6780‘é = 4 %4—!), 7.69 (d, J= 7.7 Hz, 1H), 7.51 (s, 1H),
7.35 (s, .77 (d, J=7.9 Hz, 1H), 6.73 (s, 1H), 3.87 (d,
J= 5.7 3.889 - 5 (m 1H), 2.50 (s, 6H), 2.24 (s, 3H, 2.17 (s,
3H), O. = 6.8 3H) APCI-Ms niz: 391.1 [MH]. Exanple 89 {(2
S)-2-[(Mesitylsul fon9 am no] propyl | | oxy) benzam de 0 NChiral

dhbamitP

1H NMR (299.946 MHz, DMSO) § 7.80 (d, J = 8.4 Hz, 2H), 7.76 (d, J = 8.4 Hz, 2H), 7.55 (s,
2H), 7.53 (s, 2H), 7.06 - 6.99 (m, 2K), 6.90 (s, 2H), 3.91 (d, J= 5.9 Hz, 2H), 3.57 - 3.48 (m,
10H), 2.50 (s, 10H), 2.18 (s, 3H), 0.94 (d, J= 6.8 Hz, 3H)

APCI-MS m/z: 411.1 [MH+].

Example 92
5-Cvano-2-( {(28)-2-[(mesitylsulfonyl)amino]propyl} oxy)benzamide

Ty

1H NMR (299.944 MHz, CDCL) § 8.27 (d, J = 2.2 Hz, 1H), 7.95 (s, 1H), 7.69 (dd, J= 8.6,
2.4 Hz, 1H), 6.97 - 6.91 (m, 3H), 6.85 (s, 1H), 6.04 (d, J=7.5 Hz, 1H), 4.15 (dd, J=9.2, 3.9
Hz, 1H), 4.06 - 3.86 (m, 2H), 2.67 (s, 6H), 2.31 (s, 3H), 1.05 (d, J = 6.6 Hz, 3H)

APCI-MS m/z: 402.1 [MH+].

Chiral

Example 93
2-({(28)-2-[(Mesitylsulfonyaminolpropyl} oxy)-5-methoxybenzamide

jssgvel

HNMR (299.946 MHz, DMSO0) 6 7.78 (d, /= 8.4 Hz, 1H), 7.61 (s, 1H), 7.49 (s, 1H), 7.32
(d, J=3.1 Hz, 1H), 6.95 - 6.81 (m, 4H), 3.81 (d, J = 5.7 Hz, 2H), 3.68 (s, 3H), 3.53 - 3.42 (m,
1H), 2.50 (s, 6H), 2.18 (s, 3H), 0.91 (d, /= 6.8 Hz, 3H)

Chiral



101 S-N O 1H NWR (399.988 M1z, CDC13) 5 8.05 (dd, J= 7.8, 1.7 Hz, 1H),
7.92 - 7.82 (m 1H, 7.37 (s, 1H), 7.00 (t, J= 7.6 Hz, 2H), 6.94 (s, 2H,
6.80 (d, we2806d4bins 1H), 5.73 - 5.60 (m 1H), 4.05 - 3ped/sgpoosBbis1o 3. 89 -
3.78 (m 1H), 2.66 (s, 6H), 2.29 (s, 8H), .1.13 (d, J= 6.8 Hz, 3H APC -M
mz: 377.2 [ MH]. Exanple 90 4-Fluoro-2-(f (2S)-2-[(nesi

| sul f onyl ) am no] propyl | oxy) benzamde O~ O Chiral SASNI O\ F N O 1H NWR
(299. 945pdttwaSs WBY7.B[MIBT. - 7.79 (m 2H), 7.49 (s, 2H), 6.94 - 6.72 (m
4H), 3.92 - 3.87 (m 2H), 3.54 (dd, J= 8.2, 6.7 Hz, 1H), 2.50 (s, 6H),
2.17 (s, 3H, 0.93 (d, J=6.8 Hz, 3H APCI-M5 mz: 395.2 [MH]. WO

2006/ 0 1641/ SE2005/ 001610 58 Exanple 91 4-Chloro-2-({(2S)-2-[(nesi
| sul foi%%‘}]hggm—ml propyl } oxy) benzami de O\ O Chiral SNJ,-"OCl N O 1H NMR

(299. 946({k2f)2- M’t\/@ul?orﬁf@aﬁﬂno]ﬂfw&l%xwﬁ} rriHﬂ)ylb&mzZﬁuded J= 8.4 Hz, 2H),

7.55 (s, 2H), 7.53 (s 2H), 7.06 - 6.99 (m 2H), 6.90 (s, 2H), 3.91 (d, J=
5.9 Hz, 2 ,C%b 3.48 (m 10HPh'fai 50 (s, 10H), 2.18 (s, 3H), 0.94 (d,
J= 6.8 Hz,

5- Cyano-

orﬂz 41 .1 [MH]. Exanple 92

S) 2- onyl ) ami no] propyl | oxy) benzam de O O N O
Chi r al
lg MR (299.946 MHz, DMSO) 8 7.84 (s, 1H), 7.67 (d, J = 8.4 Hz, 1H), 7.31 (dd, J= 7.6,
1.4 Hz, 1H), 7.23 - 7.17 (m, 2H), 7.10 (dd, J= 7.7, 0.6 Hz, 1H), 6.92 (s, 2H), 3.75 (ddd, J =
34.1,9.7, 5.8 Hz, 2H), 3.51 - 3.41 (m, 1H), 2.50 (s, 6H), 2.16 (d, J= 6.6 Hz, 3H), 2.01 (s,
3H), 1.04 (d, J= 6.8 Hz, 3H)
APCI-MS m/z: 391.1 [MH+].

Example 95
2-({(28)-2-[(MesitylsulfonyDamino]propyl}oxy)-4-methoxybenzamide

o, .0 /k/
\S\
N 0 O\
N
o]

LH NMR (299.946 MHz, DMSO) § 7.84 - 7.76 (m, 2H), 7.44 (s, 1H), 7.26 (s, 1H), 6.91 (s,
2H), 6.54 (ddd, J= 8.8, 4.0, 2.3 Hz, 1H), 6.41 (d, J=2.4 Hz, 1H), 3.91 - 3.86 (m, 2H), 3.74
(s, 3H), 3.54 (dd, J = 8.2, 6.5 Hz, 1H), 2.50 (s, 6H), 2.17 (s, 3H), 0.91 (d, J= 6.8 Hz, 3H)
APCI-MS m/z: 407.2 [MH+].

Chiral

Example 96
2.5-Dichloro-N-[(1S)-2-(isoquinolin-5-yloxy)-1-methylethyl]thiophene-3-sulfonamide

N7 E O\‘S’/O cl
\ O >N N\=
S H S Chiral
Su
Cl

2-[(18)-2-Hydroxy-1-methylethyl]-1H-isoindole-1,3(2H)-dione




S NON HNW(299.944 M1z, CDC13) S 8.27 (d, J= 2.2 Hz, 1H), 7.95 (s,
1H), 7.69 (dd, J= 8.6, 2.4 Hz, 1H), 6.97 - 6.91 (m 3H), 6.85 (s, 1H),
6.04 (d, We 6eemabime 1H), 4.15 (dd, J= 9.2, 3.9 Hz, 1H pcis@6005/081686 (m
2H), 2.67 (s, 6H), 2.31 (s, 3H), 1.0%0(d, J= 6.6 Hz, 3H) APCI-MS in/z:
402.1 [MH]. Exanple 93 2-({(2S)-2-[(Mesitylsul fonyl

am no] propyl } oxy) - 5- net hoxybenzamide O sO Chiral O NI N O H NW

(7 2 gg 9?3 M;Phth%ﬁhy@nae ?ﬁhﬁlﬁoleJ 7. 4§) ‘&ad‘&issol\l'éh in O%L(tslueﬂé'bogetﬁeﬂﬁltﬁ - 1H),

J=
3 68 (glan i) (50gmade; 3. %;gy)za anIEfi mmzleagb lSL) Ehﬁ mlﬁuwi%re BWiWIBh 91H%d J=

Exanpl soBiuse FEOR OB RERETT) 6”35 Wﬂ%ﬁ%%’ﬂ‘éo RO fa i o o

O\ //Qith fM@f@Uaﬁz st NaHN‘(i}/an Thb bP@n(cZQﬁ:r%@ diiktt,, cobbdsated afld&éec( @, thdH)
7.67 (d, J= 8.4 H, 7.31 (dd, J= 7.6, 1.4 Hz, 1H), 7.23 - 7.17 (m
2H) , 7nws¢wnmmt¢nwﬁlrth%pwﬁcailpal 6.92 (s, 2H), 3.75 (ddd, J= 34.1, 9.7,

g gl%éﬁ%%ﬁ]@f (?Q\%ﬁma éH)Hz, 23&1? Y S Y i:[ E/HE] e Eigl)rri)l e
(29)-2-(1,3-Dioxo-1,3-dihydro-2H-isoindol-2-yl)propyl 4-methylbenzenesulfonate
4-Methylbenzenesulfonyl chloride (43mmole, 8.2g) and 2-[(1S)-2-hydroxy-1-
methylethyl]-1H-isoindole-1,3(2H)-dione (43mmole, 8.8g) were dissolved in pyridine
(200mL) and stirred overnight in room temperature. The mixture was evaporated, dissolved in
ethyl acetate (200ml) and washed with 1M HCVaq, sat. NaHCOs/aq. The organic layer was
dried, concentrated and purified on a silica gel column chromatography (heptane-ethyl

acetate).

APCI-MS m/z: 360.0 [MH+].

2-[(1S)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-1H-isoindole-1,3(2H)-dione
(28)-2-(1,3-Dioxo-1,3-dihydro-2H-isoindol-2-yl)propyl 4-methylbenzenesulfonate (8
mmole, 2.9g) was added to a slurry containing Cs,COs (4g, 12mmole) and 5-
hydroxyisoquinoline (1.3g, 8.8mmole) in 100mL DMF. The reaction mixture was stirred for
two hours at 100°C before it was diluted with water (200mL) and extracted with ethylacetate
(3x150mL). The combined organic layers were dried, concentrated and purified on a silica gel

column chromatography (heptane-ethyl acetate).

Amine preparation

[(1S)-2-(Isoquinolin-5-yloxy)-1-methylethyl]Jamine
2-[(1S)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-1H-isoindole-1,3(2H)-dione

(4.7mmole, 1.56g) was dissolved in ethanol (40mL) together with hydrazine hydrate

(14.1mmole, 684pL) and acetic acid (14.1mmole, 805uL) and refluxed for 3 hours. Solid

material was removed by filtration and the solution was concentrated and purified on an ion

exchange column (DOWEX 50WX2-400).

APCI-MS m/z: 203.1 [MH+].



2-({(29)-2-((Mesityl sul fonyl)am nol propyl} oxy)-4-nmethoxybenzam de oo, ,0
Chiral SSNN\OO N )C O 1H NWR (299.946 Mz, DMSO) S 7.84 - 7.76 (m 2H),
7.44 (s, Wbpociosbe(s, 1H), 6.91 (s, 2H), 6.54 (ddd, JPC®is8200400612. 3 Hz,
1H), 6.41 (d, J= 2.4 Hz, 1H), 3.91 - 4.86 (m 2H), 3.74 (s, 3H, 3.54 (dd,
J=8.2, 6.5 Hz, 1H), 2.50 (s, 6H), 2.17 (s, 3H), 0.91 (d, J= 6.8 Hz, 3H
APCl - M5 nfz: 407.2 [MH]. Exanple 96 2 5-Dichloro-N1(1S)

2- (i soguifaxgniitle boupliaxy) - 1- met hyl et hyl ] t hi ophene-3-sul fonamde 0\ ,,OC N

(2 - Aiscmines 2bHapbAsesineH T SBROT OBy S G PPR AT R de
(50mmol e, 725%2% cﬂ?o?cgﬂi[g?&%{e\@gul @M chioRke Eﬁiohlﬁnmwgﬁ‘m%sm&éh xhnhgh@su nol
3. an

(50mol e, 900L e mxture was refl uxe

contin ue(soq&im)ﬁmﬁ Yyt methwldthylhnﬁnad%uhr (Dc3Mz$mardma) and @hrrtdr\ovehmghsmb efore
it was washed wth %}I\/*HCl/ag sat NZ % The organlc aﬁﬁ dri ed,
concenfmRieaHCHMITAEE Gefore S eyanqraigt efafﬁ9u<fe ARV CpurT FFEHET on.
APCI - P

(29)- g@’(agipé“ g‘g%ﬁf %Phydr 0- 2H-i soi ndol - 2-yI ) pr opyl

4- net hWPEMEne'z1349%nAME+].4- Met hyl benzenesul fonyl chl oride (43nmmmol e, 8. 2Q)
and 2-[(1S)-2-hydro - 1Hisoi ndol e-1, 3(2H) - di one (43nmmmol e,
8. 80) W%Q%}Veg’ygﬁnﬁw;ésgéd(ZOOHL) and stirred overnight in room
tenperature. The m xture was evaporated, dissolved in et hyl acetate
(200m) and washed with 1M HO/aq, sat. NaHCOB/ag. The organic Iayer was

dried, conc&@xamatee@7and2 pierd $indeesiad By simdthed ig@log@bﬂi @rﬁ‘}a gtheddar aphy
(hept a%e

atmp{]ey 46 using the corresponding starting materials.

Example 97
N-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-5-methyl-1-phenyl-1H-pyrazole-4-

sulfonamide
o..0 /k/ Chiral
& o
HS N
N,
®/ N~ “
N
N

APCI-MS m/z: 423.2 [MH+].
LC (method A) rt = 3.7 min. UV 254 nm.

Example 98
1-(Difluoromethyl)-N-[(1S)-2-(isoquinolin-5-yloxy)-1-methylethyl]-3,5-dimethyl-1H-

pyrazole-4-sulfonamide
N

X F
P /N\N/Q Chiral
F.'

H
N<

S
o] 7N
/\(o’o

APCI-MS m/z: 411.1 [MH+].
LC (method A) rt = 3.4 min. UV 254 nm.

Example 99



acetate). APCI-M5s nmfz: 360.0 [MH]. 2-[(1
S)-2-(1soquinolin-5-yloxy)-1-nmethylethyl] -1 Hisoindole-1,3 (2H)-dione
(2S) - 2- ( wB-2Ddem6e91d, 3- di hydr o- 2H-i soi ndol - 2-yl ) propyl  PCT/SE2005/001610

4- et hyl benzenesul fonate (8 mmole, Z29g) was added to a slurry containing
Cs2C3X3 (4g, 12mmole) and 5- hydroxyi soqui noline (1.3g, 8.8mmole) in 100nL
DMF. The reaction mxture was stirred for two hours at 100C before it was
di | ut ef-[( $)2 Wb @Tind1AOSFLIxya cnetky et 2l 5 withbthetfimh Seefifohemide3x | 50m) . The
conbined organic layers were dried, concentrated and purified on a silica

gel ¢ chromai o gﬁhy (heptane-ethyl acetate). Am ne preparation [(1
S)-2-( nob%u*o 1- metgyhet hyl] amne 2-[(1

S)-2-(I ol i n-5-K§l oxly) -@- net hyl et hyl ] - 1Hi soi ndol e- 1, 3( 2H) - di one

(4. 7mmol e 56g) was di ss0l ved in ethanol (40mL) together w th hydrazi ne

hydrate (IZ.1mmole, 684L) and acetic acid (14.1 mole, 805L) and refl uxed
for 3 hours. Solld was renoved by filtration and the sol ution was
concen®F5d24 %ﬁ.}r]inﬁ\dgﬁ 'on an ion exchange col um (DOAEX 50WK2-400) .
APCI - 046916 PCT/ SE2005/ 001610 61 Sul fonam de
coupl :\/ﬁg%ﬂg%@%l or o- &1'[[%?2%@%'
S) - 2- (i soqui nol i n-5-yl oxy) - 1- et hyl et hyl ] t hi ophene- 3-sul f onam de
2, 5-Di chl or ot hi ophene- 3-sul fonyl chloride (100L, 0.3M THF) was m xed with
[ (1S)- Q—!@P—@d&& nol i n-5-yl oxy) - 1-net hyl et hyl Jam ne (100L, 0.3M pyri di ne)
and st brst gL RYSNL @BY-1Lheth AR Ritho LS HREx A thidbRR-3-buliamedapor at ed t o
drynesS under reduced pressure The residue was purified on HPLC-C s.
APCI - M5 iz 3491[ 0 f(method A) rt = 3.2 min. W 254 nm Exanples
gl Qt(hes a net hod anal ogous to that described in

he Horrespgndi ng stantj ng materials. Exanple 97

|'1-5-nmethyl-I-

Xy
-1-net hyl e penyl -| H pyrazol e- 4-

APCI-MS m/z:; 416.9, 419.0 [MH+].
LC (method A) rt = 4.0 min. UV 254 nm.

Example 101
3-Bromo-5-chloro-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]thiophene-2-sulfonamide

H 0 /, O Br
” \ O\/E\ jS /
N N T Chiral
%
cl

APCI-MS m/z: 460.9, 463.0 [MH+].
LC (method A) rt=4.1 min. UV 254 nm.

Example 102
N-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-5-[ 1-methyl-5-(trifluoromethyl)- 1H-pyrazol-

3-yllthiophene-2-sulfonamide
- 0.0 _ Chiral

APCI-MS m/z: 497.0 [MH+].



sul fonam de 0, ,0 Chiral
7 mn.
B[ (1

NJ, .,ON~j N APCI-M5 mz: 423.2 [M#]. LC
(nmethod A rt =

S,
3. W 254 nm Exanple 98 1

- (D f 1 uorwoBbésylagodt [ (1S) - 2- (i so ui nol i n-5-yl oxy PCT/SE2005/001610

-1-nmet hyl et hyl 1- 3, 5-di net hyl -1 H pyrr@azol e-4-sul fonamde N F N.N-~ Chiral

F HOCNss"O APCI-MS mlz: 411.1 [MH]. LC (nethod A) rt = 3.4 mn. W 254

nm Examlp e 99 WO 2006/ 046916 PCT/ SE2005/ 001610 62 N-[(1S)-2-

| soqui ng! (nfetterdyd Yo )4 A ity 268 . | - 2 5- di et hyl f ur an- 3- sul fonam de 0\ ,0

M HS 0 Chiral APCI-M5 mz: 361.1 [M#]. LC (nethod A) rt = 3.6 mn. W

254 nm Exanple 100 2

5-Di ch - N6 1S) - 1- net hyl - 2- (qui nol i n-5-yl oxy) et hyl | t hi ophene- 3-sul f onam

de 0@%8@9_1@& I HS Chiral C APCI-MS mz: 416.9, 419.0 [ M-H].
1-(Difluoromethyl)-N-[(18)-2-(isoquinolin-5-yloxy)-1-methylethyl]- 5-methvl—1H pyrazole-4-

sulfonamide

Chlral

,4

APCI-MS m/z: 397.1 [MH+].
LC (method A) rt =3.3 min. UV 254 nm.

Example 104
5-Methyl-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]-1-phenyl-1H-pyrazole-4-sulfonamide

N ng;

APCI-MS m/z: 416.1 [MH+].
LC (method A) rt = 3.6 min. UV 254 nm.

Example 105
5-Chloro-N-[(18)-2-(isoquinolin-5-yloxy)-1-methylethyl]thiophene-2-sulfonamide

: 0.0 Chiral
i s
O~_"N IS
y/ Cl

APCI-MS m/z: 383.0 [MH+].
LC (method A) rt = 3.8 min. UV 254 nm.

N/\

Example 106
5-Chloro-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]thiophene-2-sulfonamide




LC (nmethod A) rt = 4.0 mn. W 254 nm Exanple 101

3-Brono-5-chloro-N-[ (1S) - 1- net hyl - 2- (qui nol i n-5-yl oxy

hyl | t hi oplwenescdrsaukf onamide 0,0 Br N O-\H Chiral S ClpcAREeobBorsh®:
460.9, 463.0 [MH#]. LC (nmethod A) rt 64 4.1 min. W 254 nm Exanple 102
N[(1 S)-2-(Isoquinolin-5-yloxy)-1-nethylethyl]-5-]

1-methyl -5-(trifluoronethyl)-1H pyrazol- 3 -yl] thiophene-2-sulfonam de 0.

,0 Chira N\ D--/=N& NN F ~ Bhirsi APCI-MS mlz: 497.0 [MH]. WO

2006/ 046916 PCT/ SE20055001610 63 LC (nethod A) rt = 4.5 min. W 254 nm
Exanpl evd103~1 (D1 udt o ) e\ [ (1S) - 2- (i soqui nol i n-5-yl oxy

- 1- et hyl | - 5- met hyl py?azol e-4- sulfonainide NF Chiral N"NF OO

397.1 [MH#]. LC (nmethod A) rt = 3.3 min. W 254 nm

APCI-MS m/z: 383.0 [MH+].
LC (method A) rt = 3.8 min. UV 254 nm.

Example 107

-2-(isoquinolin-5-vloxv)-1-methylethyljamino} sulfonyl)-2.5-dimethyl-3-

0]
\O ? O\\S//\N)\/O
/ 7
o =N

APCI-MS m/z: 419.2 [MH+].
LC (method A) rt =3.8 min. UV 254 nm.

Chiral

Example 108
N-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]thiophene-3-sulfonamide

Chiral
o]
O/ )\/O
S

e

S

=N
APCI-MS m/z: 349.1 [MH+].
LC (method A) rt = 3.2 min. UV 254 nm.

Example 109
1-Ethyl-N-[(1S)-2-(isoquinolin-5-yloxy)-1-methylethyl]-1H-pyrazole-4-sulfonamide

P 1
/{S/\N °
N 4
[ W g
N

APCI-MS m/z: 361.1 [MH+].
LC (method A) rt =2.9 min. UV 254 nm.

Chiral



Exanpl e 104 5- Methyl -N-f (|

S) - 1- net hyl - 2- (gui nol i n-5-yl oxy) et hyl ] - 1- phenyl - 1H pyrazol e- 4- sul f onam de
O Chi ral WoNo6/Me916PCl - MS ml z: 416.1 [ MH]. LC (net hod ArTSE2085806G10mM n. UV
254 nm Exanpl e 105 5-Chl oro-N-f (I S)652- (i soqui nol i n-5-yl oxy

-1-met hyl et hyl I t hi ophene-2-sul fonanmide O, ,O0Chiral W S | ~ ~ Cl

APClI -M5 nfz: 383.0 [MH]. LC (nmethod A) rt = 3.8 mn. W 254 nm Exanple
106 5-Chloro-N[(1

S) - 1- net hyl - 2 équi nol i n- 5-yl oxy) et hyI | t hi ophene- 2-sul f onam de WO

2006/0 / SE2005/ 001610 64 00 Chiral N~ O-\NSro-cl APC-M
.5 b KB ?onvl]ﬁmﬁlﬁbfbovHMXﬁﬁéhzﬁ Ride Exanpl e 107

Methl - I-metnytetnyl [am no }

sulfon -4 5-di net hyl - 8- f Clﬂrate Chlral OOGCS~-NOON APCI-M5 mz: 419.2

[ MH+] . (et hod:A) ‘?St’— .8 min. W 254 nm Exanple 108
O~"™N"

N

Cl

APCI-MS nv/z: 409.0, 410.9 [MH+].
LC (method A) rt =4.7 min. UV 254 nm.

Example 111
1-(Difluoromethyl)-3,5-dimethyl-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]-1H-pyrazole-

4-sulfonamide

N F Chiral

L~ z N‘N/QF

o S

APCI-MS m/z: 411.1 [MH+].
LC (method A) rt = 3.4 min. UV 254 nm.

Example 112
N-[(18)-1-Methyl-2-(quinolin-5-yloxy)ethyl]-5-[ 1-methyl-5-(trifluoromethyl)-1H-pyrazol-3-

vllthiophene-2-sulfonamide

z OSO N-n"

74 PR S ~N
N \ O-""N w
; { IF

APCI-MS m/z: 497.0 [MH+].
LC (method A) rt = 4.5 min. UV 254 nm.

Chiral

Example 113
1-Ethy1-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]-1H-pyrazole-4-sulfonamide




N-[(1S)-2-(Isoquinolin-5-yloxy -1-nethylethyllthi ophene-3-sul fonam de
Chiral O//O0 ~S-- N~ S NAPC-M5 mz: 349.1 [MH#]. LC (nmethod A) rt =
3.2 mn. W§ 284wy Exanple 109 1 -Ethyl-Nf (I PCT/SE2005/001610

S) - 2- (i sogui nol i n-5-yl oxy) - 1- et hyl etdsyl | - | H- pyrazol e- 4-sul f onam de Chiral
r NN APCI-MS mz: 361.1 [MH]. LC (nethod A) rt = 2.9 mn. W 254 nm WO
2006/ 046916 PCT/ SE2005/ 001610 65 Exanple 110 2-[((2S)-2-{ r(2,5
-Dichloro-3 -thigaDgul fbal | amgmal propyl ) oxyl benzamide N O = O ~OC
Chiral s S cﬂk\gpa NS o z: i09.0, 410.9 [MH+]. LC (nethod A) rt = 4.7 nin.

W 254 nm mpiNe Tl 1- | uoromet hyl )3 5-dinmethyl-N-[(1
S)-1-net hyll\]fZ‘-(qui nol i n-5; xy)et hyl | -1 H pyrazol e- 4-sul fonam de 6---, F
Chi ral /wr 7 4

APCI-MS m/z: 361.1 [MH+].
LC (method A) rt =2.9 min. UV 254 nm.

Example 114
2-(£(28)-2-[({5-[ 1-Methyl-5-(trifluoromethyl)-1H-pyrazol-3-yl]-2-thienyl } sulfonyl)-

amino Jpropyltoxy)benzamide

. 0.0 Chiral
N—¢© . S_s N-\7

F
F
APCL-MS m/z: 489.1 [MH+].

LC (method A) rt = 5.1 min. UV 254 nm.

Example 115
2-[((28)-2-{[(2,5-Dimethyl-3-thienylsulfonyl]amino } propyl)oxy]benzamide

N 0] : O\\S’/O Chiral
O\/\ N/ —
— S

APCI-MS nv/z: 369.1 [MH+].
LC (method A) rt = 4.4 min. UV 254 nm.

Example 116
2.5-Dimethyl-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]furan-3-sulfonamide

QPP S 4
N O\/\N =
3 Chiral

APCI-MS m/z: 361.1 [MH+].




N~S\~OO APCI-MS mfz: 411.1 [MH]. LC (nmethod A) rt = 3.4 min. W 254 nm
Exanple 112 N-[(1

S) - 1- Met hwb-28og(wd180l i n- 5-yl ox)) et hyl ] - 5-[ 1- net hyl - 5- (t picfriseesosnetsiy| ) - 1H p
yrazol - 3- yllthiophene-2-sulfonamde & O Chiral O-f~Ns S NNNbd\~F

APCI -M5 mlz: 497.0 [MH]. LC (nmethod A) rt = 4.5 min. W 254 nm Exanple
113 1-Ethyl - N-[ (I

S) - 1- netiptettidd(Aut 837 mih-WV a§¢ et hyl | - | H pyr azol e- 4- sul f onami de WO

2006/ 046916 PCT/ SE2005/001610 66 O\ 10)",1 Chiral SANO r N,N N

APCI -M5 mlz: 361.1 [MH]. LC (nmethod A) rt = 2.9 min. W 254 nm Exanple

114 2-
-2-F({ % : 117yI -5-(trifluoronethyl)-1H pyrazol -3-yl]-2-thienyl}sul fonyl)-
am no] praes}-2gx@)bPirethyid® fiyDsWfonyB@nidio} ShipyAbxyloeizanlide /| F F F  APCl - M5

mz: 489.14M—|+]. LC (et hod A) rt =51 mn. W 254 nm Exanple 115
N . 0_.,0 Chiral

NI~

: S

/

APCI-MS m/z: 353.2 [MH+].
LC (method A) rt =4.2 min. UV 254 nm.

Example 118
2-{[(28)-2-({[1-(Difluoromethyl)-3.5-dimethyl-1H-pyrazol-4-yl]sulfonyl }amino)propyl]-

oxy tbenzamide

NH, .
o) @ N‘N/<
Ho e E Chiral
No
O/T /S\\
o O

APCI-MS m/z: 403.0 [MH+].
LC (method A) rt =3.9 min. UV 254 nm.

Example 119
1-Ethyl-N-[(18)-2-(isoquinolin-5-yloxy)-1-methylethyl]-3-methyl-1H-pyrazole-4-

sulfonamide

Z O\\ //O
N7 i S
\\ 0~ "N A\
= H I /N
5 Chiral

APCI-MS m/z: 375.2 [MH+].
LC (method A) rt = 3.0 min. UV 254 nm.

Example 120
N-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-1,3.5-trimethyl-1H-pyrazole-4-sulfonamide




((29)-2- { [(2,5-Dinethvl-3-thienyl)sul fonyl] am no

opyl )oxy] benzamide N O p OChiral s s APCI-Ms mz: 369.1 [ MH]. LC

t hod Ayvonboem4derd min. W 254 nm Exanple 116 2 PCT/SE2005/001610

i met hvl - N-1( 1S) - 1- net hyl - 2- (gui noldsn- 5- yl oxy) et hy11f ur an- 3- sul f onam de
7' Chiral APCI-M5 mz: 361.1 [ MH]. WD 2006/ 046916 PCT/ SE2005/ 001610
6 LC (method A) rt = 3.7 min. W 254 WMh. Exanple 117 2-1((S)-2-{[(2
5-Dinmeth |~ 3-fueyly sul f ookl am nol propyl ) oxyl benzamide N O = 0 0 Chiral S
\

2-|
:

}
(e
5

O AP z,i3587° [MH+]. LC (method A) rt = 4.2 nin. W 254 nm
Exanpl ¢! 118 gt\{f(\zs’) -¢{(1-(Di fluoronethyl)-3

5-di net pyrazoll43,\yllsulfonyl}am no) propyl | - oxyl benzam de NI-12 F O
H F Chi ,,-yN""SUN"O (r) APCI-MS mlz: 403.0 [MH]:. LC (nethod A) rt =
3.9 mn. 254 nm E>karrp|e 119

APCI-MS m/z: 375.1 [MH+].
LC (method A) rt = 2.9 min. UV 254 nm.

Example 121
N-[(18)-2-(Isoguinolin-5-yloxy)-1-methylethyl]-3,5-dimethylisoxazole-4-sulfonamide

N
— 7 \
O~
N \N

APCI-MS m/z: 362.2 [MH+].
LC (method A) rt = 3.3 min. UV 254 nm.

Chiral

Example 122
N-[(1S)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-2,5-dimethylthiophene-3-sulfonamide
o_ .0

IR

N/

: S
~ \ O\/\N/

/ »
S Chiral

/

APCI-MS m/z: 377.2 [MH+].
LC (method A) rt = 3.8 min. UV 254 nm.

Example 123
2.4.6-Trimethyl-N-{(1S)-1-methyl-2-[(8-methylquinolin-5-yl)aminolethyl}-

benzenesulfonamide

0. .0 Chiral
N N _N




1 -Ethyl-N-f (1
S) - 2- (i soqui nolin-5-yloxy)-1-nethylethyll-3-nethyl-|IH pyrazol e-4-
sul f onanmiwe 2be@¥edi6\ N Chiral APCI-M5 miz: 375.2 [ MH]. peEsgombhodicd) rt =
3.0 min. W 254 nm Exanple 120 NJ( ¢
S)-2-(Isoguinolin-5-yloxy)-1-nmethylethyl]-1
3,5-trinmethyl -1 H pyrazol e-4-sul fonam de WO 2006/ 046916 PCT/ SE2005/ 001610
68 Chiral @28)-2)(MeStylaitonyl)MninN] ARG - Mnﬂmeth&]lﬁnﬂsnkmﬂﬁdnateb@s(pmpdmﬁ A)
re = 2. Exanmple 121 N[ (I
S) - 2- (|%§1&‘ffﬁ’8bwl?1%§ang7>7) 1- met hyl et hyl ] - 3, 5- di et hyl i soxazol e- 4- sul f onani
de Chiral SSN O1 Ol NN APCI-M5s mz: 362.2 [MH]. LC (nethod A rt =
3.3 min. W 254 nm Exanple 122 N-[(1
S)-2-( I%éétifrﬁmtthmlrﬂ- {1 SV} -mietimat -}y BendtlyyIfuipoBa-diyhntino lethybbeerene3- sul f onani d
e N 96\ H s Chiral
—sulfonamid
(2S)-2-[(Mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate (132mg,
0.3mmole) and 8-methylquinolin-5-amine (47mg, 0.3mmole) were dissolved in NMP (1mL)

and heated to 130°C for 2 hours. The reaction mixture was purified directly on HPLC-Cys.

TH NMR (399.99 MHz, DMSO) 5 8.80 (d, J= 5.2 Hz, 1H), 8.34 (d, J=9.4 Hz, 1H), 7.57 (d,
J=8.4THz, 1H), 7.36 (dd, J= 8.6, 4.1 Hz, 1H), 7.19 (d, J = 7.8 Hz, 1H), 6.83 (s, 2H), 6.11 (d,
J=17.8 Hz, 1H), 6.06 (t, /= 5.6 Hz, 1H), 3.38 (q, J= 7.1 Hz, 1H), 3.06 (dd, /= 13.7, 8.1 Hz,
2H), 2.50 (s, 6H), 2.49 (s, 3H), 2.14 (s, 3H), 1.01 (d, J = 6.6 Hz, 3H)

APCI-MS m/z: 398.1 [MH+].

Examples 124 — 129 were synthesised by a method analogous to that described in

Example 123 using the corresponding starting materials.



APCI -M5 mlz: 377.2 [MH]. LC (nmethod A) rt = 3.8 min. W 254 nm Exanple

123 2 4 6-Trinmethyl -N{(1S)-I-nethyl -2-f
( 8- net hylwoi2naldspe15- yl ) ami nol et hyl } - benzenesul f onani de pOI/SEEd I 16840
~N 11, ~, N JYN WD 2006/ 046916 PCT/ SE20@5/ 001610 69
(2S)-2-[ (Mesityl sul fonyl)am no] propyl 2,4,6-trimnmethyl benzenesul fonate was
prepared as described in Exanple 77. 2,4,6-Trinmethyl-N {(1
S) - 1- mekhwibied2k ( 8- net hyl qui nol i n-5-yl ) am no] et hyl } benzene- sul f onam de
(2S)-2- [( S|tyl sulfon I)am no propyl 2,4,6-trinet hyI benzenesul fonate
(132ny, 4.01d0m : sihylgninolin; e amirglethy; mol e) were
di ssol ved 'esuwnud ) and heat ed to 130C for 2 hours. The reaction
mi xt ur e LSS red directly on HPLG-C18. 1H NMR (399.99 Miz, DVBO 6
8.80 (d, J-c5 2 1H), 8.34chih J= 9.4 Hz, 1H), 7.57 (d, J= 8.4 Hz, 1H),
7.36 (dd %{/ Hz , 7.19 (d, J=7.8 Hz, 1H), 6.83 (s, 2H), 6.11
(d, f NIH "6 06N J= 5.6 Hz, | H), 3.38 (q, J= 7.1 Hz, 1H),

: 3.7, 8. 2H), 2.50 (s, 6H), 2.49 (s, 3H), 2.14 (s, 3H,
1.01 (d; J= 6.6 Hz, 5PCl-M5 mz: 398.1 [ MH]. Exanples 124 - 129 were
synt hesi sed by a rret hod anal ogous to that described in Exanple 123 using
the cor poenendongoiAE! RIOR 80 t, 9~ YPLRO0R), MEAL /RCTE SE20MR/0MEL0 70
xanpl e
6- Tr i methy1.304dd( 1S)8-4,4neHay 1 HR 7108 de e \A Gai 1H0L :83%s, 2 Dafil hdl.elny81Hz,

enzenespl foparnt dg Qr,» Bn3B1402'3 333w 36 (4, 7= 5.3 Hz, 2H), 2.50 (5, 6H), 2.50
5, 3H), 2.14 (s, 3H), 1.01 (d, J = 6.5 Hz, 3H)
PCI-MS m/z: 398.1 [MH+].

xample 125
{-[(18)-2-(1H-Indazol-4-ylamino)-1-methylethyl]-2.4,6-trimethylbenzenesulfonamide

J\/ Chiral
\\ N

\
N—N

H NMR (399.991 MHz, cd3cn) & 7.92 (s, 1H), 7.03 (d, J= 7.7 Hz, 1H), 6.87 (t, /= 7.8 Hz,
H), 6.81 (s, 2H), 6.21 (d, J = 7.4 Hz, 1H), 5.68 (d, J= 8.1 Hz, 1H), 3.60 - 3.49 (m, 1H), 3.21
mult, 2H), 2.51 (s, 6H), 2.18 (s, 3H), 1.14 (d, J = 6.6 Hz, 3H)

\PCI-MS m/z: 373.1 [MH+].

ixample 126
' 4.6-Trimethyl-N-[(18)-1-methyl-2-(quinolin-5-ylamino)ethyl ]benzenesulfonamide

"H NMR (299.946 MHz, cd3cn) § 8.80 (d, J= 4.0 Hz, 1H), 8.10 (d, J= 8.6 Hz, 1H), 7.34
mult, 3H), 6.74 (s, 2H), 6.36 (d, J= 7.7 Hz, 1H), 5.68 (d, J= 7.9 Hz, 1H), 5.23 (s, 1H), 3.57
mult, 1H), 3.18 (mult, 2H), 2.51 (s, 6H), 2.12 (s, 3H), 1.17 (d, J = 6.6 Hz, 3H)




N HNW (399.99 Mz, DVMsO) 6 8.80 (d, J= 3.0 Hz, 1H), 8.34 (d, J= 7.6 Hz,
1H, 7.57 (s, H, 7.36 (dd, J= 8.4, 4.1 Hz, 1H), 7.19 (d, J= 7.8 Hz, 1H),
6. 83 (s, Wb2pocf4dde(d, J= 7.8 Hz, H), 6.07 (t, J= 5.6 PrI/skkhosoBed® - 3. 33
(m 1H), 3.06 (d, J= 5.3 Hz, 2H), 2.50 (s, 6H),.2.50 3H), 2.14 (s, 3H),
1.01 (d, J=6.5 Hz, 3H) L.PCI-M5 nlz: 398.1 [MH]. ;xanple 125 T-[(1S)-2
(1H I ndazol -4-yl am no)-1-nethyleth 11-2,4,6-tri nmet hyl benzenesul fonam de O
Chiral PCI-NShNz/ 384NNMENVR (399. 991 MHz, cd3cn) 6 7.92 (s, 1H), 7.03 (d,
J=7.7 Hz, 1H), 6.87 (t, J=7.8 Hz, H), 6.81 (s, 2H), 6.21 (d, J= 7.4 Hz,
1H), 5.68 (d, J=8.1 Hz, 1H), 3.60 - 3.49 (m 1H), 3.21 mult, 2H), 2.51
(s, 6H .2 48 &S, 3H, 1.14 (d, J= 6.6 Hz, 3H) 1PC-Ms mlz: 373.1 [MH].
{xanple ~Trimethyl -N-[ (1S

- 1- met hy il SR2{(tHi Inddzoh6 SAathmod-hahehiigthyliehs é i sutifytreamembeulf@antid® Chi r al
S,NJI,~_, N -H NVR (299. 946 M—lz %g r]) 8 8.80 (d, J= 4.0 Hz, 1H), 8.10 (d,
J=8.6 Hz, IH),}{7.3F nult, 6744 (s, 2H), 6.36 (d, J= 7.7 W, 1H),
5.68 (d, J= .\\tg [\l 3 57 nmutt, 1H), 3.18 (mult, 2H),
2.51 (s, 202 (s, 3H) 17 (\ld J= 6.6 Hz, 3H) WD 2006/ 046916

PCT/ SE2005 08 10 71 1' Cl : 384.1 [M—|+]. , xanpl e 127 f-[(1
S)-2-(1H I ndazol - 6-yl am no

- 1-met hyl Y (999299?1\?# ' 'dgEn)h%'% RS0Z9RESHAT RLFT 819 1,01 6.8 (Do) 63N N
1d, J=$.8, 1.9 Hz, 1H), 6.34 (s, 1H), 5.63 (d, J= 8.1 Hz, 1H), 3.46 (t, J= 6.5 Hz, 1H), 3.07
d, J=13.4,7.7 Hz, 2H), 2.56 (s, 6H), 1.10 (d, J= 6.6 Hz, 3H), 2.17 (s, 3H)
\PCI-MS m/z: 373.1 [MH+].

ixample 128
.4.6-Trimethyl-N-{(18)-1-methyl-2-[(2-methylquinolin-5-yl)amino]ethyl } -

enzenesulfonamide

0..0
s /k/H N
N N
H =N
Chiral

H NMR (399.991 MHz, cd3cn) § 7.99 (d, J = 8.7 Hz, 1H), 7.36 (t, /= 8.0 Hz, 1H), 7.23 (d, J
- 8.7 Hz, 1H), 7.17 (d, J = 8.4 Hz, 1H), 6.77 (s, 2H), 6.31 (d, J= 7.7 Hz, 1H), 5.69 (d, /= 6.7
Iz, 1H), 5.17 (s, 1H), 3.56 (d, J = 6.0 Hz, 1H), 3.16 (mult, 2H), 2.64 (s, 3H), 2.52 (s, 6H),

.14 (s, 3H), 1.17 (d, J = 6.7 Hz, 3H)

\PCL-MS m/z: 398.1 [MH+].

ixample 129

-2-(1H-Indazol-5-ylamino)-1-methylethyll-2.4.6-trimethylbenzenesulfonamide




O N H NWR (399.991 MHz, cd3cn) 6 7.83 (s, 1H), 7.41 (d, J= 8.7 Hz, 1H),
6.90 (s, 2H), 6.38 Id, J=18.8, 1.9 Hz, 1H), 6.34 (s, 1H), 5.63 (d, J= 8.1
Hz, 1H), wWo04606d4691d= 6.5 Hz, 1H), 3.07 A, J= 13.4, 7.7pdzr;SE20d5/0081066 (S,
6H), 1.10 (d, J= 6.6 Hz, 3H), 2.17 (s72 3H) LPCI-M5 in/z: 373.1 [ MH].
xanmpl e 128 4

6-Trimet hyl -N-{(1S)-1-net hyl - 2- [(2 nmet hyqui nol i n-5-yl )am no] et hyl }

Ri

166" (ot RGAIbEG1 S Cabon 143 B T i, Jn$6%§%§)59?5%%%@3°”) °
7.17 (dH)J6|‘_§38(d4JH2211-1'2911|r_I§ 510 @SJ_MHZ61§)]-3(5® (t )= 84T ) 1302 (@@9 (d, J=
6.7 H),3i62rm|t 2H), 2.64
ggg :il—l%H)ZZﬁB(s(éH)GZI—M(S 3H), (11§))6(§H% 617113,3@)' J= I6 7 Hz, 3H TC-Ms niz:

1H I n 5- -I-nmethylethyl -2 4
6-tri rre%@ﬂﬂ@ﬂflg@?u]r E@?ﬁ‘é’ O Chiral oN N N yNa\r/Ton%oa/ 046916
PCT/ SE2005/ 001610 72 Ei NI\/R (399.991 MHz, cd3cn) 6 7.85 (s, 1H), 7.39 (d,
J= 8.6 Hz, 1H), 6.95 (s, 2H), 6.85 (s, H), 6.83 (d, J= 2. 1 Hz, 1H), 5.82
(d J= 8a@plaA301H), 3.50 (t, J= 6.4 Hz, 1H), 3.12 (mult, . 2,57 (s, 6H),

21 ( St (?59 2- {?'2 ?Z?xlo(rd 24 (]methvlsulyo%vl)gl@nvﬂa mol\{sl—{He%hvle?ﬂZ\?l’) %4[@/""* ]. xanple 130

imethylbenzenesulfonamide

(I? J\/ Ci Chiral
N
E\"(\)\N
0

-~
S/
’,

o

H NMR (399.99 MHz, DMSO) § 7.63 (d, J=2.1 Hz, 1H), 7.55 (s, 1H), 7.47 (dd, J= 8.7, 2.0
iz, 1H), 6.89 (s, 2H), 6.58 (d, J= 8.8 Hz, 1H), 6.16 (t, J= 5.8 Hz, 1H), 3.22 - 3.03 (m, 6H),
51 (s, 6H), 2.20 (s, 3H), 1.01 (d, J = 6.5 Hz, 3H)

PCI-MS m/z: 445.0 [MH+].

Examples 131-144 were prepared via the aryl ether formation as described in Example
4, using (25)-2-[(mesitylsulfonyl)amino]propyl 2,4,6-trimethylbenzenesulfonate and the

orresponding starting materials.

ixample 131
I-[(18)-2-(4-Cyano-2.6-dimethylphenoxy)-1-methylethyl]-2.4.,6-

rimethylbenzenesulfonamide

Chiral

Sy

H NMR (299.946 MHz, DMSO) & 7.76 (d, J = 8.4 Hz, 1H), 7.50 (s, 2H), 7.01 (s, 2H), 3.82 -
.71 (m, OH), 3.57 - 3.37 (m, 3H), 2.55 (s, 6H), 2.24 (s, 3H), 2.10 (s, 6H), 1.13 (d, J= 6.6 Hz,
H)

\PCI-MS m/z: 387.2[MH+].



[-((2 S)-2- { [2-Chloro-4-(nethylsul fonyl)phenyll am no }
-1-nmethylethyl)-2,4,6- -inethyl benzenesulfonamde O Chiral SJ,.,, NO O
SAO O HvbYR§(@8A699 MHz, DVMSO) 6 7.63 (d, J= 2.1 Hz, PHEXSEZ00SHoA6s0 1H),
7.47 (dd, J=8.7, 2.0 |z, 1H), 6.89 138s, 2H), 6.58 (d, J= 8.8 Hz, 1H), 6.16
(t, J= 5.8 Hz, 1H), 3.22 - 3.03 (in, 6H, .51 (s, 6H, 2.20 (s, 3H, 1.01
(d, J= 6.5 Hz, 3H .PCI-M5 mz: 445.0 [MH]. Exanples 131-144 were prepared
via the aryl ether formation as described in Exanple 4, using
(28)-2-[(nesitélsulfonyl)anino]propyl 2,4,6-trinethyl benzenesul fonate and

the or ng startlng material s xarrple 131 1-[(1S)-2-4-Cyano-2

6- di met QXA et W R4 X Lhaenz ﬁM&gnam de G ,0
Chi r al P : VR . D o (O S%% HZ,” 1H), 750(5
2H),701(s 25 382-~71c(hma|0-l) 357-337(m 3H), 2.55 (s, 6H),

10 73 ,xanple 132 1-[(1S)-2-(3-Cyan
trimet hyl benzenesul fonam de Chiral 0 "~ o

2.24 (s, 3H)0,\\2.1ol(s $H ,1.13 (d, J= 6.6 Hz, U TC-Ms nfz: 387.2[ MH].
] oo

H NMR (299.946 Mz, DMSO) § 7.72 (d, J = 8.4 Hz, 1H), 7.44 - 7.30 (m, 2H), 7.03 - 6.98
m, 2H), 6.95 (s, 2H), 3.82 - 3.77 (m, 2H), 2.52 (s, 6H), 2.24 (s, 3H), 1.09 (d, J= 6.8 Hz, 3H)
\PCI-MS m/z: 359.2[MH-+].

ixample 133
J-[(18)-2-(3-Methoxyphenoxy)-1-methylethyl}-2.4.6-trimethylbenzenesulfonamide

Chiral
O\\S//O )\/ O

N

SN

‘H NMR (299.946 MHz, DMSO) § 7.68 (d, J = 8.4 Hz, 1H), 7.11 (t, J= 8.2 Hz, 1H), 7.00 (s,
'H), 6.47 (ddd, J=8.3,2.4, 0.7 Hz, 1H), 6.28 (ddd, J= 8.2, 2.3, 0.7 Hz, 1H), 6.21 (1, J=2.4
1z, 1H), 3.79 - 3.63 (m, 2H), 3.48 - 3.36 (m, 1H), 2.55 (s, 6H), 2.24 (s, 3H), 1.06 (d, J= 6.8
1z, 3H)

\PCI-MS m/z: 364.1[MH-+].

ixample 134
J-[2-(3,5-Dimethoxyphenoxy)-1-methylethyl]-2.4.6-trimethylbenzenesulfonamide

0. P
? \S\NJ\/O\Q/O\
O\

APCI-MS m/z: 394.1 [MH+].
_C (method A) rt = 6.1min. UV 254 nm.




Il N H NVR (299.946 MHz, DVMSO) 8 7.72 (d, J= 8.4 Hz, 1H), 7.44 - 7.30 (m
2H), 7.03 - 6.98 m 2H), 6.95 (s, 2H), 3.82 - 3.77 (m 2H), 2.52 (s, 6H)
2.24 (s, 8b2poclosb86(d, J= 6.8 Hz, 3H) 1P CI-MS nlz : BCHSB2050d61]

; xanpl e 133 1-[(1S)-2- 74
3- Met hoxyphenoxy) - 1-nmet hyl et hyl | -2, 4, 6-tri met hyl benzenesul f onam de Chiral
QO/0)-,-" OS" N'"HNW (299.946 MHz, DMsO 6 7.68 (d, J= 8.4 Hz, 1H),

7.11 (t, J= 8.2 Hz, 1H), 7.00 (s, !H, 6.47 (ddd, J= 8.3, 2.4, 0.7 Hz,
IH), 6.28 (ddd, J= 8.2, 2.3, 0.7 Hz, 1H), 6.21 (t, J=2.4 iz, 1H, 3.79 -
63 (n2L§§£2l2§.48 - 3.36 (m 1H), 2.55 (s, 6H), 2.24 (s, 3H), 1.06 (d, J=

3.
6.8 1z; 3M)\Edo l}{% 1{]3 L.’]%fﬂ;! ?}4 iW@, ,ltﬁ%%ﬁ%ﬂen&%eglﬁfﬁggmlde "
5 Di et - de o

KPCl-M5 mz: 394.1 [MH]. . C (nethod A rt =
046916 PCT/ SE2005/ 001610 74 >xanple 135
oxy) I

enzenesul fonamde O ,0~S\NOI N &Cl -M
ANrt = 5.7 min. W 254 nm ;xanple 136

\PCI-MS m/z: 389.1 [MH+].
.C (method A) rt = 5.7 min. UV 254 nm.

ixample 136
- {2-[(2-Bromopyridin-3-yloxy]-1-methylethyl}-2.4.6-trimethylbenzenesulfonamide

[NIBF

= N

O/Y 73\
o o

\PCI-MS m/z: 413.1, 415.1 [MH+].
.C (method A) rt = 5.5 min. UV 254 nm.

ixample 137
' 4.6-Trimethyl-N- { 1-methyl-2-[(2-methylpyridin-3-yDoxylethyl } benzenesulfonamide

N
94 Q
NS N
O/\r 78\
o’ o

\PCI-MS my/z: 349.2 [MH+].
.C (method A) rt = 3.8min. UV 254 nm.

ixample 138
)- {2-[(Mesitylsulfonyl)amino]propoxy}-N-methylbenzamide




1-

{2-[(2-Bronmopyridin-3-yl)oxy]-1-nethylethyll-2,4,6-trinethyl benzenesul f onam
ide N BrwONposa4686-O O TO-MS nmiz: 413.1, 415.1 [ MH]. pc@sgpmshodior) rt =
5.5 mn. W 254 nm ?xanple 137 ',4 75

6- Tri met hyl - N-{1- et hyl - 2-[ (2- net hyl pyri di n- 3-yl

oxy] et hyl } benzenesul fonamde \ N~ O\O O/ \PCO-Ms mz: 349.2 [MH]. . C
(method A) rt = 3.8mn. 254 nm xanple 138 >-

{2-[ (Mesityl sul fonyl)am go] pgopoxyl -N nethyl benzam de WO 2006/ 046916

PCT/ SE2005/,001610 ;75 N OfO 11 S- O H NWR (399.988 MHz, CDCl1l3) 6 8.14
(dd, J= 7.4 18'7\ , .84 (s, 1H), 7.38 (dd, J= 5.6, 1.8 Hz, 1H),

: TBVNz, 1 (s, 2H), 6.82 (d, J=8.4 Hz, 1H), 4.94 - 4.82
log). .96 (m 2H J3.88 - 3.78 (in, 1H), 3.06 (d, J= 4.9 Hz, 3H),
. . 6HF), 2.29 ;, 3H), 1.12 (d, J=6.8 Hz, 3H) ,PCI-M5 mz: 391.2
[ MH]. | xanple 139 12-[(Mesityl sul fonyl)am nol propoxy}benzam de N

H NMR (399.988 MHz, CDCI3) §'8.14 (dd, /= 7.8, 1.7 Hz, 1H), 7.84 (s, 1H), 7.38 (dd, J =

5.6, 1.8 Hz, 1H), 7.09 (t, J="7.5 Hz, 1H), 6.94 (s, 2H), 6.82 (d, J= 8.4 Hz, 1H), 4.94 - 4.82
n, 1H), 3.99 - 3.96 (m, 2H), 3.88 - 3.78 (m, 1H), 3.06 (d, J= 4.9 Hz, 3H), 2.65 (s, 6H), 2.29
5, 3H), 1.12 (d, J= 6.8 Hz, 3H) ‘

PCI-MS m/z: 391.2 [MHH.

xample 139
-{2-[(Mesitylsulfonyl)amino propoxy } benzamide

H NMR (299.944 MHz, CDCls) § 7.73 (dd, J = 6.9, 1.9 Hz, 2H), 6.91 (s, 2H), 6.77 (d, J =

2 Hz, 2H), 5.03 (d, J= 7.9 Hz, 1H), 3.89 - 3.74 (m, 2H), 3.75 - 3.63 (m, 1H), 6.16 - 5.63 (m,
H), 2.65 (s, 6H), 2.27 (s, 3H), 1.26 (d, J= 6.8 Hz, 3H)

\PCL-MS m/z: 377.3 [MH+].

ixample 140
{-{2-[4-(1H-Imidazol-1-yl)phenoxy]-1-methylethyl}-2.4.6-trimethylbenzenesulfonamide

O )\/O
Sane)
: NS

=

H NMR (299.944 MHz, CDCls) §9.02 (s, 1H), 7.58 (s, 1H), 7.46 - 7.39 (m, 3H), 6.96 (d, J =
.3 Hz, 4H), 5.10 (d, J= 8.1 Hz, 1H), 3.92 (t, J = 4.2 Hz, 2H), 3.77 - 3.62 (m, 1H), 2.67 (s,
i), 2.29 (s, 3H), 1.26 (d, J= 6.8 Hz, 3H)

\PCI-MS m/z: 400.2 [MH~+].



O'~f O H NWR (299.944 MHz, CDC13) 5 7.73 (dd, J= 6.9, 1.9 Hz, 2H), 6.91
(s, 2H), 6.77 (d, J= .2 Hz, 2H), 5.03 (d, J= 7.9 Hz, 1H), 3.89 - 3.74 (m

2H), 3. 75ve 280df@6in 1H), 6.16 - 5.63 (m H), 2.65 (s, péiHsSE2@58016(6, 3H),
1.26 (d, J=6.8 Hz, 3H & -M5s mz: 3%7.3 [ MH]. ;xanple 140

1-{2-[4- (lH-ImdazoI-I-yI)tShenoxy] 1- et hyl et hl } - 2 4

6-trinmet hyl benzenesul fonam de J1,10~-S\N H NMR (299. 944 MHz, CDC13) 69.02
(s, 1H),xa1iﬁa_4s 1H) 746-739(m 3H), 696(d J= 1.3 Hz, 4H) 5.10
(d1 . . ; . 67 (S
200 /046916 PCB/S 2005/ 00161 xarrpl e 141 1- 1( 1S) 2- (3

4- Di net hoy hg/nox - et hyl thy ]- , 6-trinethyl benzenesulfonam' de 0\
Chiral S, M- W' (299 946 M—Iz DVMSO) 6 7.67 (d, J = 8.4 Hz,
1H, 7.0 2H) 677 8.8 Hz, H)629(d J—28Hz,1H),6.20
(dd, J= 3 ‘ 1H) . - 3.55 (m 9H), 2.55 (s, 6H), .24 (s, 3H),
1. 06 (d J-66Hz 3H) &OI\/S mz: 394.3 [MH]. ,xanmple 142 4-(2-

{2- r(l\/bsHyIsquonyI)am no] pr opoxy} phenyl)acetamde O O p S, N-k NH
A { 20BNtk (4960450 DI 6P (@, I 8.4 Bt e, RoPR, A, 6D e, S~ ¥ miaP- O3

H), 6.29 (d, J = 2.8 Hz, 1H), 6.20 (dd, J = 8.6, 2.8 Hz, 1H), 3.75 - 3.55 (m, 9H), 2.55 (s, 6H),
24 (s, 3H), 1.06 (d, J = 6.6 Hz, 3H)
\PCI-MS m/z: 394.3 [MH+].

ixample 142

I-(2-12-[(Mesitylsulfonyl)amino]propoxy }phenylacetamide

O
O\\ "O //k
s /k/ N
N o [

H NMR (299.944 MHz, CDCls) & 8.58 (s, 1H), 8.41 - 8.36 (m, 1H), 6.99 - 6.93 (m, 4H),
.75 - 6.69 (m, 1H), 4.88 (s, 1H), 3.96 (d, J= 5.7 Hz, 1H), 3.74 (d, J=4.6 Hz, 2H), 2.66 (s,
H), 2.31 (s, 3H), 2.25 (s, 3H), 1.09 (d, J= 6.4 Hz, 3H)

\PCI-MS m/z: 391.2 [MH+].

ixample 143
J-{2-[(6-Chloropyridin-3-yoxy]-1-methylethyl}-2.4.6-trimethylbenzenesulfonamide

APCI-MS m/z: 369.2 [MH+].
_C (method A) 1t = 5.6 min. UV 254 nm.

ixample 144



i.75 - 6.69 (m 1H), 4.88 (s, 1H), 3.96 (d, J= 5.7 Hz, 1H), 3.74 (d, J= 4.6
Hz, 2H), 2.66 (s, )H), 2.31 (s, 3H), 2.25 (s, 3H), 1.09 (d, J= 6.4 Hz, 3H)
~PCl - MB nWwo:20@%l6A6[ MH+] .  3xanpl e 143 1- 2-f(6- Chl or oppCTSERE03HYI610
oxyl -1-met hyl ethyl }-2, 4, 6-tri net hyl benzenesulfonam’ de G N1 N\ ~ O-
00 \PC-M5 mz: 369.2 [MH]. .C (nethod A rt 5.6 mn. W254 nm
Sxarrpl e 144 WO 2006/ 046916 PCT/ SE2005/ 001610 77

2c1024- azi e Pox ettt ¢ty @2 yb-triBethylbenzenesulfonamide
6-trinet hyl benzenesulfonam de Chiral /0 NN O'H NWR (399.99 MHz, DMSO
6 11.79 (s, 7.72 (d, J=&0 M 1H), 7.36 (d, J= 8.0 Hz, .H), 7.30

(d, J= & 214, \6. 98 (dt 8.0, 3.9 Hz, I H, 6.88 (s, 2H), 4.14 -
4.00 (m 1/63 J= 6.9 Hz, 1H), 2.54 (s, 6H), 2.16 (s, 3H),
1.11 (d, J= 7 jHzN” 3H) OCI 3 z: 3741[M—I+] , xanpl e 145 ~-Meth

| N-r 3- phen (tiri®l uor onmet hyI)propyI I benzenesulfonam de FFOF SANO

-Methyl -N-[ (1 Z)-3-phenyl propyl i dene] benzenesul f onam de A m xt ure of
4- et hyl f ) | e : - Q
1 3a0) ARGVEERREpARET bRRSOLR ¢ 1R pi 7l S 038 R PTG ¢ e i
Smi) H),7.30 (d, J=3.5 Hz, 2H), 6.98 (dt, J= 8.0, 3.9 Hz, 1H), 6.88 (s, 2H), 4.14 - 4.00 (m, 2H),
.63 (quintet, J = 6.9 Hz, 1H), 2.54 (s, 6H), 2.16 (s, 3H), 1.11 (d, J = 6.7 Hz, 3H)
\PCI-MS m/z: 374.1 [MH+].

ixample 145
-Methyl-N-[3-phenyl-1-(irifluoromethyl)propvl]benzenesulfonamide

0O
g
\\\

N
O

~Methyl-N-[(1Z)-3-phenylpropylidene]benzenesulfonamide

A mixture of 4-methylbenzenesulfonamide (10 mmole, 1.71g), 3-phenylpropanal
10mmole, 1.34g) and sodium p-toluenesulfinate (11mmole, 1.78g) in formic acid (15mL)
nd water (15mL) was stirred over night. The resulting white precipitate was filtered off,
vashed with water (2x10mL), pentane (10mL) and dissolved in dichloromethane (100mL).
aturated NaHCOs/aq (70mL) was added and the mixture was stirred vigorously for 2 hours.
"he organic phase was decanted and the aqueous phase was extracted with CH,Cl,. The
ombined phases was dried and evaporated to dryness and used in the next step without any

urther purification.

-Methyl-N-[3-phenyl-1-(triftuoromethyl)propyl]benzenesulfonamide

TBAT (1.1mmole, 594mg) was dissolved in dry THF (12mL) and cooled to 0°C under
1ert conditions. In a separate flask 4-methyl-N-[(1Z)-3-phenylpropylidene]-
enzenesulfonamide (1 mmole, 287mg) and trimethyl(trifluoromethyl)silane (1.2mmole,
70mg) were dissolved in dry THF (10mL) and slowly added to the TBAT-solution. The
lixture was stirred for 45 min at 0°C before it was quenched with sat. NH,Cl/aq (6mL) . At



nd water (15nL) was stirred over night. The resulting white precipitate was
filtered off, washed wth water (2x10nl), pentane (1 OrL) and dissolved in
di chl or ormOhasw46s16OOTL) . saturated NaHCO3/ aq (70i nL) was/seEdasdomnd t he

m xture was stirred vigorously for 2 #ours. 'he organic phase was decanted
and the aqueous phase was extracted with CH2C12. The onbi ned phases was
dried and evaporated to dryness and used in the next step w thout any
urther pothitdhitutethe rlﬁ&lilfWWad\é){t&cteﬂhﬁﬂyéthylhcetz(tb.rTHd mgarﬁaph&syl@asrdmﬁj ]b
enzenesul f onam de TBATd( Cp? was di ssolved in g (12nm)
and cooPBepoiratedendprahe %?ﬁ 1&% ek %Cmpﬁlaao%@%dr@%a@r%t Whcctats).

4- et hyl (12) - 3- phenyl propyl i dene] - enzenesul fonam de (1 nmmle, 287nm)
and tri iﬁbNNbi (29t9r9f4l6@6H@,nE )58V b S8 oA ILE), 7.8 wbrie L& Baded in

d THE I dfjf(,d B T T

s{ ?/r red: 5 ﬁ]ﬁ a%ﬁb"“&%gf or e( %2 1§ ?ncfh d%bgﬁléa? %OI@@@’;%S%\%M)

At WO 203}6(&@@@1@0@CT/9$I£§D@H/)098@1@701& mﬁ?? tenperature the m xture was
a

extract gd eth | acet ate. The organi ¢ phase was dried, oncentrated and

purlfle@NMl%l(@Oﬁléé\’IbTéJDMﬂQ)rﬁﬂéWﬁdﬁht ography (heptane-ethyl acetate). H

NVR (299.946 MHz, DMsO 5 8.71 (d, J= 8.6 Hz, 1H), 7.88 (dt, J= 6.5, 1.9

Hz, 2H), . 54 (d, J=7.9 Hz, 2H), 7.42 - 7.26 (m 3H), 7.16 - 7.12 (m 2H),

4.18 4 Q@lmvﬂeH) 2.55 - 34(m 5H) 2.06 - 1.91 (m 1H) 188-1.70(m
d

Sul f onanm de

S) - 2- (| sogRimad quE % i ethylbsnzenasuldo
Chi raI N N S 0 O |, 4- D| nmet h H?Snzenesul fonyl chI ori de
2, 4-Di met hyl benzen sulfonl c acid (10mmole, 1.86g), D EA (10 nmole, 1.7n)
and yanuric jchl

r

, 1.84g) were dissolved in acetone (40nL) and
| uxed overnight. After cooling to room
iltered hrough a Celite pad. Solvent was
reduced pressure. The

,4-Dimethylbenzenesulfonyl chloride

2 4-Dimethylbenzenesulfonic acid (10mmole, 1.86g), DIEA (10 mmole, 1.7mL) and
yanuric chloride (10mmole, 1.84g) were dissolved in acetone (40mL) and the reaction
nixture was refluxed overnight. After cooling to room temperature the mixture was filtered
hrough a Celite pad. Solvent was removed by evaporation under reduced pressure. The

roduct was used in the next step without any further purification.

J-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-2,4-dimethylbenzenesulfonamide
The sulfonamide coupling was performed as described in Example 96 using the
;orresponding starting materials.
\PCI-MS m/z: 371.2 [MH+].
.C (method A) rt = 3.8 min. UV 254 nm.

Examples 147 to 153 were synthesised by a method analogous to that described in

ixample 146 using the corresponding starting materials.

ixample 147
{-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-3.4-dimethylbenzenesulfonamide




product was used in the next step without any further purification. 1-[(1
S)-2-(1soquinolin-5-yloxy)-1-nmethylethyl]-2,4-di nmethyl benzenesul f onam de
The sul f omerzvebm4enngpl i ng was perfornmed as described in Bxaspb@®s86icusi ng t he
orresponding starting materials. ..PC9-M5 mz: 371.2 [M#]. ,C (nethod A)
rt = 3.8 mn. W 254 nm Exanples 147 to 153 were synthesised by a nethod
anal ogous to that described in ,xanple 146 using the correspondi ng

starting materi g sy , xanpl e 1&Firal
4'[(13)'2'(|§h@@;2AL;DJ" y) - 1-net hl ehyl | - 3,
u

4- di met hyl benzen ona WO 2006/ 046916 PCT/ SE2005/ 001610 79 Chiral
S, N PCIAMS m z: 371 MH]. .C(method A) rt = 3.8 mn. W 254 nm
,xampl e 148 o[ (1

S)-2- (I sgquinolin-5-yl oxy -nmet hyl et hyl | - 2, 5- di net hyl benzenesul f onam de
Chiral O S\NNPCI-M5 m2z: 371.2 [MH]. ,C (nmethod A) rt = 3.8 mn. U 254

nm xa € 4 'gg{@l-l\l—[(lS)
1- net hyT - Lﬂ 2 g)ﬁﬁ/r%o?ﬂn -yl oxy) et hyl ] benzenesul fonam de Chiral N O (r)OiN
PCl - M5 1@ ¢@netBdd A2 rt{-Mbi8]min. UV 254 nm.

xample 148
1-[(18)-2-(Isoquinolin-5-yloxy)-1-methylethyl]-2.5-dimethylbenzenesulfonamide

O\\S//O )\/O
N
7]
=~
N

\PCI-MS m/z: 371.2 [MH+].
.C (method A) rt = 3.8 min. UV 254 nm.

Chiral

ixample 149
A-Dimethyl-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

Chiral
J\ ~
i
§\=O o ZN
(o]

\PCI-MS m/z: 371.2 [MH+]. ;
.C (method A) rt =3.8 min. UV 254 nm.

ixample 150
».4-Dimethyl-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

O\\S//O )\/O
N
7
~ N

\PCI-MS m/z: 371.2 [MH+].
.C (method A) rt = 3.8 min. UV 254 nm.

Chiral



,C(method A rt = 3.8 mn. W 254 nm ?xanple 150 4-Di et hyl - N-[ (!

S) - 1-net hyl - 2- (qui nol i n-5-yl oy) et hyl ] benzenesul fonam de Chiral S\N/ N

TO M5 nl zw03dds/RefiyH+] . ,C (nmethod A) rt = 3.8 nmin. W 264/SER00sME610

2006/ 046916 PCT/ SE2005/ 001610 80 xaseple 151 -[((2S)-2-{ [(2 4-Dineth

| | phenyl ) sul f onyl ] am no} propyl ) oxy] benzamide Chiral NN O S=00 0 &C -M
mz: 363.2 [MH#]. ,C (nmethod A) rt = 4.5 mn. W 254 nm xanple 152

5-Di met hyl - N-[ (1S) - 1- net hyl - 2- qui nol i n-5-yl oxy) et hyl ] benzenesul f onam de
Chiral O\ ;OO S\NPCI-M5S mz: 371.2 [M#]. ,C (nethod A) rt = 3.8 mn.
U 254 é&éﬂlﬂ_exéd:ple 153 [((2 S)-2- { [(3 ,4-D nethyl phenyl) sulfonyll am no

} propy l—f}@ﬁif-bpﬁ (Z@—ﬁﬂ-ig@ﬂwgﬂeﬁﬁl} sulfg}n\lﬁngng Vpr&hylid¥yTbenzamide

Chiral
N 0]
NJ\
s=0 O
\\
@]

\PCI-MS m/z: 363.2 [MH+].
C (method A) rt =4.5 min. UV 254 nm.

ixample 152
5-Dimethvl-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

O\\S//O )\/O
N
a
~_ N

\PCI-MS m/z: 371.2 [MH+].
.C (method A) rt = 3.8 min. UV 254 nm.

Chiral

ixample 153
-[((28)-2-{[(3.4-Dimethylphenyl)sulfonyl]amino} propyl)oxy]benzamide

O\\ //o Chiral
S\N O

o)

N

\PCI-MS m/z: 363.2 [MH+].
.C (method A) rt = 4.5 min. UV 254 nm.

Examples 154 to 158 were synthesised by a method analogous to that described in

ixample 96, “Sulfonamide coupling”, using the corresponding starting materials.



N PCl-Ms mz: 363.2 [MH#]. .C (nethod A) rt = 4.5 mn. W 254 nm Exanples
154 to 158 were synthesised by a nethod anal ogous to that described in
?xanpl e 980 20@ul4bapanm de coupling”, using the correspon@cTSESGa0dICNG
materials. WO 2006/ 046916 PCT/ SE2005/9901610 81 sanpl e 154
-(2-Anilinoeth)l)-2 4 6-trinethyl benzenesul fonamde ~1 ~ NS',0 OPC-M
nmz: 319.4 [M#+]. C (method A) rt = 4.6 mn. W 254 nm xanple 155 _[2-(2
6- Di et gmmhéﬁrbxy) 1- net hyI et hyI ]- 4 (trifluoromnethyl)benzenesul fonainide F

. 94 n. W 254 nm xanple 156

=S onamde 0"0 PCI-Ms mlz: 371.0

W 254 nm xanpl e 157

PCI-MS m/z: 319.4 [MH+].
C (method A) 1t = 4.6 min. UV 254 nm.

xample 155
[2-(2,6-Dimethylphenoxy)-1-methylethyl]-4-( trifluoromethyl)benzenesulfonamide -

F
= F
\ -
0 N,
//S\\
O o

C (method A) rt = 5.4 min. UV 254 nm.

xample 156
[-(2-Anilinoethyl)-4'-fluorobiphenyl-4-sulfonamide

O‘é 0
O NN
g O

\PCI-MS mv/z: 371.0 [MH+].
,C (method A) rt = 5.0 min. UV 254 nm.

ixample 157
J-(2-Anilinoethyl)-4-methoxy-2.3,6-trimethylbenzenesulfonamid

\
S SN

O
/4y AN

o O




4-(2- Ani |l i noet hyl)-4-nmethoxy-2 3 6-trinethyl benzenesul fonamd S OO0 '
WO 2006/ 046916 PCT/ SE2005/ 001610 82 PCI-Ms mliz: 349.1 [MH]. C (nethod A)
rt = 4.7 woroodiMefds4 nm  xanpl e 158 PCT/SE2005/001610
-((2-Ani li noet hyl) - 4-brono- 2- net hyl bes2zzenesul fonaiuid O /O N-\N S Br
.PCl-M5 nfz: 369.1, 371.1 [MH]. .C (nmethod A) rt = 4.8 min. W 254 m.
xanpl e 159

-(4-Fl uq;chgw]z)gdg-][mﬁHZ (i soqui nolin-5-yl oxy)-1-methyl ethyl 1-3, 5-di meth
yl-I'H yrazol e-4-sul fonam de O Chiral N ON ON -(4-Fluorophenyl)-3,

5- di net kyimethad pyit 5767 @im-UEY 8¢ 8pheny! hydr azi ne hydrochl ori de (3ol e,
488ny) and acetyl acetone 3mmole, 310L) were refluxed in ethanol (25nL) for
1 hour before the reaction mxture was vaporated to dryness. The residue
was usegdampleti38 next step without any purification.

-(4-Fl uor ophenyl -3, 5- d| rret hyI - H-pyr azol e-4-sul fonyl chloride

1- (4- Fl nerL Do Ibenzen, N app. 3mmol e) was di ssolved in
hl or of orm (40rrL) ChI ro§ulfon| c acid (SOmmI e, 2rr1_) was added dropw se and
t he .action mxture\ refluxed for 2 hours. After cooling the m xture
to roo Y chloride (25mmole, 2nm) was added. The
reactio ture was ref for 3hours lefore it was diluted with

chl or of nd washed w ¢ ater. The organi ¢ phase was dri ed,

PCI-MS m/z: 369.1, 371.1 [MH+].
C (method A) rt = 4.8 min. UV 254 nm.

xample 159
-(4-Fluorophenyl)-N-[(18)-2-(isoquinolin-5-yloxy)-1-methylethyl]-3.5-dimethyl-1H-

yrazole-4-sulfonamide

O
i
N
\ I
N—4 oN 0

Chiral

-(4-Fluorophenyl)-3,5-dimethyl-1H-pyrazole
4-Fluorophenylhydrazine hydrochloride (3mmole, 488mg) and acetylacetone
3mmole, 310uL) were refluxed in ethanol (25mL) for 1 hour before the reaction mixture was

vaporated to dryness. The residue was used in the next step without any purification.

-(4-Fluorophenyl)-3,5-dimethyl-1H-pyrazole-4-sulfonyl chloride
1-(4-Fluorophenyl)-3,5-dimethyl-1H-pyrazole (app. 3mmole) was dissolved in
hloroform (40mL). Chlorosulfonic acid (30mmole, 2mlL) was added dropwise and the
saction mixture was refluxed for 2 hours. After cooling the mixture to room temperature
ulfuryl chloride (25mmole, 2mL) was added. The reaction mixture was refluxed for 3hours
efore it was diluted with chloroform and washed with water. The organic phase was dried,
oncentrated and purified on a silica gel column chromatography (heptane-ethyl acetate).

APCL-MS m/z: 288.9 [MH+].



oncentrated and purified on a silica gel columm chronat ography

(hept ane-ethyl acetate). PCI-M5S miz: 288.9 [MH]. WO 2006/ 046916

PCT/ SE20080Q0d6f0k691683 - (4- Fl uor ophenyl )-N-[ (1 PCT/SE2005/001610

S) - 2- (i soqui nolin-5-yloxy)-1-nethyl etdsyl ] -3, 5-di net hyl -1 H

, yrazol e-4-sul fonam de Am ne preparation and Sul fonam de coupling were
conducted using a nethod nalogous to that described in Exanple 96. H NWR
(399.99 MHz, DMSO) S 9.53 (s, 1H), 8.55 (d, J=6.1 Hz, 1H), 8.31 (d, J=6.1
Hz, H, 7.99 (d, J=8.1 Hz, 1H), .7.84 (d, J= 8.3 Hz, 1H), 7.72 (t, J= 8.0
Hz, 1H) -(473erophemsl)-N-ICH)-2-fisagpinolin-yyloppn-1 apgthylethyH-3,5-gigethyld Hipy | 2. 37
giéngr%'yi%B?éZA"gﬁlfO@ﬁQide 1.24 (t, J=6.8 Hz, ,H WI-M5 mz: 455.1 [ MH+].

~- 1(1S) - 2- ( |/saineipreparation-aptl Sxlfpadmide icbhyplaighydre cBnductidmsinayd méthplbenyl - | H- pyr
azol e-4- ul fonam de Exanple_160 was synt hesi sed using a nethod anal ogous to
Exanpl enalggous teghatgesoriged kp Bample 5N H NVR (399. 99 Mz, DMSO) S 59.50 (s,
1H), 8.53 (d, J=6.1 Hz, 1H), 8.28 (d, J=6.1 Hz, H), 7.98 (d, J= 8.2 Hz,
1H) 7. 8DNMR (309.99 Bz DMSQ) 6 9.53 {s,(1ED), 3.55 64,07 +6.1 Ha)iD;8.3u(d, /7= a3 He, 3H) |
7.32 (d T306445_1. Q6 j ntet = 4. : (g, J=
6.4 Hz, i, i\?? ?‘}."39%(@,{%@%‘? SCQJ(()— s?'g% ,lhiﬂz?]%? }sj@zﬂz%&% VB

m z: 43H)140H4]01 MO220057 94899 GmbPCH), FR0GS3 1Y) 2BYAs, B4, 1.24q0p1-6.861z,1, 2 4
6- Tetr arItIe)t hyl - N-[ (1S) - 1- et hyl =3- phenyl pr opyl | benzenesul f onam de Chiral

\PCI-MS m/z: 455.1 [ME+].

ixample 160
V=-[(18)-2-(Isoquinolin-5-yloxy)-1-methvylethyl]-3.5-dimethyl-1-phenyl-1 H-pyrazole-4-

ulfonamide

Example 160 was synthesised using a method analogous to Example 159.

N// /(/
\ "

N N
N OH @] / N
@ g

H NMR (399.99 MHz, DMSO) § §9.50 (s, 1H), 8.53 (d, J= 6.1 Hz, 1H), 8.28 (d, J= 6.1 Hz,
H), 7.98 (d, J = 8.2 Hz, 1H), 7.82 (d, /= 8.2 Hz, 1H), 7.71 (¢, J = 8.0 Hz, 1H), 7.54 - 7.43

m, 3H), 7.32 (dd, J= 6.4, 1.8 Hz, 3H), 4.06 (quintet, J = 4.7 Hz, 2H), 3.75 (g, J = 6.4 Hz,
H), 2.39 (s, 3H), 2.34 (s, 3H), 1.25 (d, J= 6.8 Hz, 3H)

\PCI-MS m/z: 437.1 [MH+].

Chiral

<O

=



[1~-N ~ S-O 2,4,6-Trinmethyl-N-[(1
S) - 1- net hyl - 3- phenyl propyl | benzenesul f onam de (109ng, 1.33m nol) and
pot assi unwoaniwmnsdle (272nmg, 2. 0mmol ) was di ssol ved i n DWET(SEpdos/ootshe
olution was cooled to OC and i odonet eane (411, 0.66mvl) was added
dropwi se. The eaction mxture was stirred for 15h at anbi ent tenperature,
di spersed between [|ichloronethane and water and extracted with
di chl or xesplealfd. The conblned organi c phases were dried over sodium
sul phat f tere- , 13) 8 7.26 - 7.15
(m 3H)?24d”‘J5 el PZEReS I 01,5)02 74 (s,3H), 2.58
(s, 6H), 2.56 - 210(n12H)(%@1(s SW 1.86 164(m 2H) , .19 (d,
3H) . JCG M m z:0 345 [N] ,C (method B) rt =16.2 mn. W 254 nm ?xanple

N olin-5- y)nethyl]propyl }benzene sul fonamde O
I IN O pound was obtai ned from 2-nesityl enesul f onyl
chl ori de, . and qui nolin-5-ol by a nethod anal ogous to
that descriBed™in Exanple 77. -HNWR (400MHz, CDCl13) S 8.96 (dd, 1H), 8.52

o be T Sttt iy B R b o it sb b el & 1),

2. 24 (s),333khel) dnd PothsFiun thrboRatd {2 0ing, 3lGmméNtvabBissdlzed &MN&M tﬁéO
2006/ 046916 PCT/ SE2005/ 001610 5 C(method B) rt = 8.1 mn. UV 254 nm

xanpl e 0BBon Gk gpaledto Q°L adedomgthend (f4c1my O)emimel) Wias e&@e}l@mﬁ@ dée

eaction mixture was stirred for 15h at ambient temperature, dispersed between

lichloromethane and water and extracted with dichloromethane. The combined organic

hhases were dried over sodium sulphate, filtered and evaporated.

HNMR (299.944 MHz, CDCl3) 8 7.26 — 7.15 (m, 3H), 7.08 - 7.04 (m, 2H), 6.93 (s, 2H),
.75 (q,1H), 2.74 (s,3H), 2.58 (s, 6H), 2.56 — 2.40 (m, 2H), 2.31 (s, 3H), 1.86 — 1.64 (m, 2H),
.19 (d, 3H).

3C-MS m/z: 345 [M].

.C (method B) rt = 16.2 min. UV 254 nm.

ixample 162
' 4.6-Trimethyl-N-{1-[(quinolin-5-yloxy)methyl]propyl } benzenesulfonamide

~N

The title compound was obtained from 2-mesitylenesulfonyl chloride, 2-aminobutan-

.-ol and quinolin-5-o0l by a method analogous to that described in Example 77.

‘HNMR (400MHz, CDCls) 5 8.96 (dd, 1H), 8.52 (d,1H), 7.74 (d,1H), 7.53 (s,1H), 7.39
m,1H), 6.83 (s,2H), 6.68 (d,1H), 5.50 (bs, 1H), 4.12 (dd, 1H), 3.98 (dd, 1H), 3,63 (m, 1EL),
.63 (s, 6H), 2.24 (s, 3H), 1.75 (m, 2H), 0.91 (¢, 3H).

\PCI-MS m/z: 399 [MH-+].



11 ON11,NO S '-0d The title conpound was obtai ned from

2-nmesityl enesul fonyl chloride, 2-am nobutan- -ol and

5- chl or o-wehyewagybenzanm de by a met hod anal ogous to thatTdes@siobsdo i n

Exanple 7. H NMR (400VHz, di nethyl sudsfoxi de-d6) 6 7.73 (d, 1H), 7.43 (dd,

1H), 6.97 (d, 1H), 6.93 s, 2H), 3.95 (m2H), 3.36 (m1H), 2.53 (s, 6H),

2.21 (s, 3H), 1.54 - 1.35 (in, 2H), 0.68 (t, ,H. OCI-M niz: 425/427

(3:1) [ WHHethodBYHethphiBUVRS4ndil. 7 min. W 254 nm Exanpl es 164 - 184

wer e synt hesi sed by a nethod anal ogous to that described in xanmple 17

using the corresponding starting materials. xanple 164

4-Di chl QL E thyl -N-[(1S)- 1-net hyyl - 2- (qui nol i n-5-yl oxy) et hyl | benzenesul f

onam de=" Chiral 011-1 '"-Nd \PC-M niz: 425/427 [MH]. X (rmethod

A) 1t =.@hlBrond-H2-[{destbhulionyl)axdnwlbetokéEenzamide

i -Chloro-2-{f(2S)-2-({[4-(4-fluorophenoxy)phenyl]sul fonyl } am no) propyl | oxyb

enzanm de WO 2006/%9/6 PCT/ SE2005/ 001610 86 C N Ch| ral OF p N Jam O
79/ 48

SO SPCI -M5 ni z 1(@?§TN[M-I+] ,C (nmethod A rt = 5.6 mn. W 254 nm

[l _N
The title compound was obtained from 2-mesitylenesulfonyl chloride, 2-aminobutan-

-ol and 5-chloro-2-hydroxybenzamide by a method analogous to that described in Example

7.

H NMR (400MHz, dimethylsulfoxide-de) & 7.73 (d, 1H), 7.43 (dd, 1H), 6.97 (d, 1H), 6.93
s, 2H), 3.95 (m,2H), 3.36 (m,1H), 2.53 (s, 6H), 2.21 (s, 3H), 1.54 - 1.35 (m, 2H), 0.68 (t,
H).

\PCI-MS m/z: 425/427 (3:1) [MH+].

.C (method B) rt = 11.7 min. UV 254 nm.

Examples 164 — 184 were synthesised by a method analogous to that described in

ixample 17 using the corresponding starting materials.

ixample 164
» 4-Dichloro-6-methyl-N-[(1S)-1-methyl-2-(quinolin-3-yloxy)ethyl]benzenesulfonamide

: 0,,0 Gl Chiral

4 \ O\/:\N/S

N~

Cl
A\PCI-MS m/z: 425/427 [MH+].
.C (method A) 1t =4.0 min. UV 254 nm.

ixample 165
;-Chloro-2-{[(28)-2-({[4-(4-fluorophenoxy)phenyl]sulfonyl} amino)propyl]oxy}benzamide .




xanmpl e 166 -Chl oro-2-{[(2S)-2-({[4-(4-nmethoxy hp enox))phenyl]sul f onyl

am no) propyl I oxy}- -enzamde \ Chiral DI ON O\ O ~N, ' Ollgo i TO M
m z: 491/w0d¢chsdyie[ MH]. ,C (method A) rt = 5.5 m n. U¥czB£20081000680pl € 167
Chloro-2-{[(2S)-2-({[3-(4-chloro 86

henoxy) phenyl | sul f onyl } am no) propyl ] oxy} benzamde N -12 CI OO / Chiral
ONS,' / PCl-M5 mz: 495/497 [M#H]. ,C (nethod A) rt = 5.9 min. W 254 inn

xam 1pel68 , 4, B Trichloro-N[(1 Chlral

S)-1-ne &qui nol i pS50 ¥) et hyl ] benzenesul fonamde O S 0 d Chiral
N~C  d S rﬂz 45/ 44 pHH] . WO 2006/ 046916 PCT/ SE2005/ 001610 87
(method A) Tt & UV254 nm anpl e 169 Chlor02{[(28) 2-(ff3-(3

4-di chl or ophenoxy pjne@yl | sul fonyl }ani no) propyl | oxy}- ; nzam de

APCI-MS m/z: 479/481(3:1) [MH+].
.C (method A) rt = 5.6 min. UV 254 nm

ixample 166
i-Chloro-2-{[(25)-2-({[4-(4-methoxyphenoxy)phenyl]sulfonyl} amino)propyl]loxy}-

yenzamide

N Chiral
0O
N
(@]
O
DD
=S
“ N\
(0] \O

\PCI-MS m/z: 491/493 (3:1) [MH+].
.C (method A) rt =5.5 min. UV 254 nm

ixample 167

-Chloro-2-{[(2S)-2-({[3-(4-chlorophenoxy)phenyl]sulfonyl} amino)propyljoxy} benzamide

Ug D\ /©/ Chiral

\PCI-MS m/z: 495/497 [MH+].
.C (method A) rt = 5.9 min. UV 254 nm

ixample 168
4,5-Trichloro-N-[(1S)-1-methyl-2-(quinolin-5-vloxvy)ethyl]benzenesulfonamide
. 0..0 Cl Chiral

TR

\PCI-MS m/z: 445/447 [MH+].




INH2 G OHOChiral G NO O,O0OPCI-M nfz: 529/531 [MH]. C (nethod A) rt
= 6.2 mn. W 254 nm xanple 170 (4-Chl orophenoxy) N-f(1S)

1- et hyl -wReo(qges/0aedisn- 5- yl oxy) et hyl | benzenesul f onani de pNTBER0SIT6ad . S
G-)-NO 0-0 .PC-M mz: 469/471 (83:1) [M#]. .C (nethod A) rt = 4.9
mn. W 254 nm ,xanple 171 Chloro-2-[((2S)-2- f[(2

4-di chl or o- 5-f | uor ophenyl ) sul f opyl | am no} propyl ) oxyl benzam de NH2 F Cl
Chiral = @hethdd &) 0= CR2 kil UM mn 455/ 457 [M+#]. ,C (nethod A) rt = 5.1
mn. W 254 nm xanple 172 -Chloro-2- f [(2S)-2-({[3-(4

net hoxyphenoxy) phenyl | sul fonyl } am no) propyl | oxy} benzam de WO 2006/ 046916

PCT/ SE2QQB4004$10 88 C Np\ Chiral p-)-N p Ob

Chloro-2- {[(28)-2-({[3-(3.4-dichlorophenoxy)phenyl]sulfonyl} amino)propyl]oxy}-

nzamide

\Q/g Q QCI Chiral

PCI-MS m/z: 529/531 [MH+].
C (method A) rt = 6.2 min. UV 254 nm

xample 170
.(4-Chlorophenoxy)-N-[(18)-1-methyl-2-(quinolin-5 -vloxv)ethyl]benzenesulfonamide

NS cl
ANF Q/ Chiral
BOR
=
-
o0

PCI-MS m/z: 469/471 (3:1) [MH+].
C (method A) rt = 4.9 min. UV 254 nm

xample 171
-Chloro-2-[((28)-2-{[(2.4-dichloro-5-fluorophenyl)sulfonyl] amino }propyloxy]benzamide

\@ Q Chiral
// \

\PCI-MS mv/z: 455/457 [MH+].
.C (method A) rt = 5.1 min. UV 254 nm

ixample 172
i-Chloro-2-{[(28)-2-({[3-(4-

nethoxvphenoxy)phenyl]sulfonyl}amino)propyl]oxy} benzamide




\PCl-M5 mlz: 491/493 (3:1) [MH]. .,C (nethod A) rt = 5.5 mn. TIV 254 nm
Exanple 173 5-Chloro-2-[((2S)-2- {

[ (2- met howp-2deamatdtyl phenyl ) sul f onyl ] am no} propyl ) oxyl begzarba@s/ootd2N 0 0 O
0- O H~ Chiral kPCl-Ms nlz: 413/41%8(3:1) [MH]. iC (nmethod A) rt = 4.8
mn. W 254 nmm Exanple 174 1-(4-Fluorophenoxy)-N[(1S)-1-neth

qui noI i n 5 yI oxy) et hyl] benzenesul fonamde N Chiral O Ns b -b kPCl -Ms

m z: LC (rret hod A) r¢hiral 4.6 min. W 254 nm Exanple 175
5- Chl or és \oro 2- met hoxyphenyl ) sul fonyl] am no
} propyl Ly nz 0"0 O S OH \\ ' Chiral Cd Cd APC-M

nmz: 433/435C{ LC (method A) rt = 5.0 mn. W 254 nm WO
2006/ 046916 PCT SE2©05/001610 89 xanple 176

- Cyano- NéI(M%)m/lz 1 1/4 1 Z331)q[%4ﬁ$j-l n-5-y | oxy) et hyl ] benzenesul f onam de

_C (method A) rt = 5.5 min. UV 254 nm

ixample 173
3-Chloro-2-[((28)-2- {[(2-methoxy-4-methvlphenyDsulfonyllamino }propyloxylbenzamide

HN._.0 0 O~

: O
O Ay r°
\/\EI \@\ Chiral
Sl

APCI-MS m/z: 413/415 (3:1) [MH+].
_C (method A) rt =4.8 min. UV 254 nm

Ixample 174
1-(4-Fluorophenoxv)-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

NTX Chiral
|

S
'S,
OO0

o)

APCI-MS m/z: 453 [MH+].
LC (method A) rt = 4.6 min. UV 254 nm

Example 175
5-Chloro-2-[((2S)-2- {[(5-chloro-2-methoxypheny])sulfonyl]amino }propyloxylbenzamide

(o}
HzN -_E- O\\ ,,O O/
O\/:\N/S
H Chiral
Cl
cl

APCI-MS m/z: 433/435 (3:1) [MH+].
LC (method A) rt = 5.0 min. UV 254 nm




0" Chiral SSNLo/ I J~1 & M5 nlz: 368 [MH]. ,C (nmethod A) rt = 3.2 mn.
W 254 nm xanple 177 ;,4-Dichloro-5-fluoro-NL(1
S) - 1- met hywb-28eg{gsd160! i n- 5- yl oxy) et hyl ] benzenesul f onam decTt/SEMSoGd ral N
/| ~Od SO OC-M mz: 429/431 [M#9]. ,C (nmethod A) rt = 4.0 mn. UV 254
nm ?xanple 178 !'-{((2S)-2-{ [(5-Brono-2-nethoxyphenyl)sulfonyll am no}
propyl ) oxyl -5-chl orobenzamide N O = O- Chiral OO O S N C Br WI-M
mz: A7%hdpR (76:1) [MH]. .C (method A) rt = 5.0 min. W 254 nm xanple 179
- Chl oro- 2-f (28) 21 {h[ é/ll am no

's -

hDr oPy| Ye¥3HohiAng s ¥ PCT/ SE2005/ 001610
90 .PCI-NB mz: 413/415 (3: 1)Ch[rg(H+]
O\S// O
N
== VY \
<N

\PCI-MS m/z: 368 [MH+].
.C (method A) rt = 3.2 min. UV 254 nm

ixample 177
4-Dichloro-5-fluoro-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl|benzenesulfonamide

N 3 A Cl
| P Chiral
8
~
O X Cl
/\r o ©

\PCI-MS m/z: 429/431 [MH+].
.C (method A) rt = 4.0 min. UV 254 nm

ixample 178
[((28)-2-{[(5-Bromo-2-methoxyphenyl)sulfonyl]amino } propyl)oxy]-5-chlorobenzamide

o .
N : O\\ ,/O o— Chiral
O\/:\N/S
Cl
Br

\PCI-MS m/z: 477/479 (1:1) [MH+].
.C (method A) rt = 5.0 min. UV 254 nm

ixample 179
3-Chloro-2-[((2S)-2-{[(2-methoxy-5-methylphenyl)sulfonyl]amino} propyloxy]benzamide

N ° -
H o\\ ’Io 0/
O\/-\N/S\ :l

Chiral

ol



,C (nmethod A rt = 4.8 mn. W 254 nm xanple 180 -Chloro-2-{ (2S)-2-(
[4"-(trifluoronethyl)biphenyl-4-yllsulfonyl}am no)propyll oxy}- enzam de

O .(r) Chwoabos/@eN6sl F F N C &Cl-M5 mz: 513/515 (3:1) pcWiStRoosio@eforet hod
A rt =6.0 mn W 254 nm ;xanple 181 -(4-Methoxyphenoxy) N-f(IS

- 1- et hyl - 2- (qui nol i n-5-yl oxy) et hyl | benzenesul fonamde \ Chiral NO O O
~N i TOMs mz: 465 [MH#]. ,C (method A rt = 4.5 min. W 254 nm xam 1p
e 182 CHCIMS2nk(4 BB 1523:K) [MH+].

(6- phenox%;loyrl di n- 3- I )sul fo%l ] am no} propyl ) oxyl benzam de O, ~O Chiral N~
S @%Ab’tr A5 nt z: (462/464 (3:1) [MH+]. WO 2006/ 046916
PCT/ SE2005/ 001610 91 C (method A) rt = 5.1 min. W 254 nm ?xanple 183

xample 180
-Chloro-2-{[(28)-2-({[4'-(trifluoromethyl)biphenyl-4-yl]sulfonyl} amino)propylloxy} -
enzamide
Chiral
s
F Cl

\PCI-MS my/z: 513/515 (3:1) [MH+].
.C (method A) rt = 6.0 min. UV 254 nm

xample 181
-(4-Methoxyphenoxy)-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

N\ _ Chiral

\PCI-MS m/z: 465 [MH+].
.C (method A) rt =4.5 min. UV 254 nm

ixample 182
-Chloro-2-[((2S)-2-{[(6-phenoxypyridin-3-yl)sulfonyl]amino }propyl)oxylbenzamide

0 .o Chiral

O\

<Rt

\PCI-MS m/z: 462/464 (3:1) [MH+].



i - Bromp-6-chloro-N-[(1S)-1-nethyl - 2- (qui nol i n-5-

y)ethyl ] pyridine-3-sulfonamde Q\ ~p | Chiral N Br NN C \PCl-M5 nl z:
456/ 458 [WbHhos/aad16met hod A) rt = 3.7 min. W 254 nm . penpEeooiddie1o

i - Bronmo- 2- met hoxy- N-1( 1S 91

-1- et hyl - 2- (qui nol i n-5-yl oxy) et hyl | benzenesul fonamde / OSO O~ | O-~~N~
N~ 1 HChiral Br KkPCl-M nfz: 451/453 (1:1) [MH]. :C (nethod A rt = 4.0
m n. UV.QEdethod A) xiespllemib8YV, 253419 1S - 1- Met hyl - 2- (qui nol i n- 5-yl oxy

et hyl ] - 1- benzot hi ophene-2-sul fonamde O O CH3 Chiral ~\ ss S SNON To a
solution of (2S)-1-(quinolin-5-yloxy)propan-2-amne in DM (100L ).3M DW)
was add ropyl et hyl am ne (120L 0.3M/THF) foll owed by 1-

) enzot h%gm-sul fonyl chloride (120L 0.3M/THF). The reaction m xture
was st i i-Bsng-$ehiirgiN-[@S)-dabéthyit2-{ @rmdinafyiexy)ehdjpyridired3 -sdfamaymnids s under
reduced pressure and purified n HPLC- C18. PPCl - M5 rﬂz 399 [MH]. WO
2006/ 046916 P@I‘/§E2 05/ 001610 ,C (method A) rt = 3.9 min. W 254 nm

S

APCI-MS m/z: 456/458 [MH+].
_C (method A) rt = 3.7 min. UV 254 nm

ixample 184 '
;-Bromo-2-methoxv-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

B O\\ /,O O
%/ \© Chiral

APCI-MS m/z: 451/453 (1:1) [MH+].
_C (method A) rt = 4.0 min. UV 254 nm

Ixample 185
N-[(18)-1-Methyl-2-(quinolin-5-yloxy)ethyl]-1-benzothiophene-2-sulfonamide
o. ,0 CH, Chiral

\//

FE

To a solution of (2S)-1-(quinolin-5-yloxy)propan-2-amine in DMF (100pL
).3M/DMF) was added diisopropylethylamine (120uL 0.3M /THF) followed by 1-
renzothiophene-2-sulfonyl chloride (120uL 0.3M /THF). The reaction mixture was stirred

yvernight at ambient temperature, evaporated to dryness under reduced pressure and purified
m HPLC-Cjs.
APCI-MS m/z: 399 [MH+].



Exanpl es 186- 194 were synthesised by a nethod anal ogous to that descri bed
in .xanple 185 using the corresponding starting naterials. .xanple 186

- Chl or o- 2wp0@3ueAs {[ (2, 4- di net hoxyphenyl ) sul f onyl ] am RQT/SE2005/001610

| propyl ) oxyl benzami de -13C O O O CH¥2Chiral rs ,, NH2ZN C O O CH3
PCl-M5 mlz: 429/431 (3:1) [MH#]. ,C (nmethod A) rt = 4.6 mn. W 254 nm
?xanpl e 187 -( {(2S)-2-[(1l-Benzot hien-2-yl sul fonyl)am no] propyl }

oxy) - 5- chinetialdenya rF 3@ mif) VA58 nEhi r al S SAN H2N ;)acl O ,PCl-M niz:

425/ 427 (3:1) [MH]. ,C (method A) rt = 5.1 mn. W 254 nm xanple 188
-Chl oro-2-[((29S)-2-

[283678228%"%@?@,&3%%@““%%%Wééﬁ%&?@%“%‘%w RGN IR ST 5715

1 CH3 HxZmPle@85 using the corresponding starting materials.

xample 186
-Chloro-2-[((28)-2-{[(2.4-dimethoxyphenyl)sulfonyl]amino} propyl)oxy]benzamide
CH Chiral
'|3C\O O N //O
>S<y o
H.N
2 Cl
O )
\
CH3

\PCI-MS m/z: 429/431 (3:1) [MH+].
.C (method A) rt =4.6 min. UV 254 nm

ixample 187
-({(28)-2-[(1-Benzothien-2-ylsulfonyl)amino]propyl} oxy)-5-chlorobenzamide

O, //O CH, Chiral
N\
L A
S \N o

\

H.N

Cl
O

\PCI-MS m/z: 425/427 (3:1) [MH+].
.C (method A) rt = 5.1 min. UV 254 nm

ixample 188
i-Chloro-2-[((28)-2-{[(4-methoxy-2.3.6-trimethylphenyl)sulfonyl]amino} propyoxy]-

yenzamide



OOCH3 LPCI-M5 mz: 441/443 (3:1) [MH]. ,C (method A rt = 5.2 min. W
254 nm ,xanple 189 -Chloro-2-[((2S)-2- {

[ (5-fl uorweoeemibyrb- 1- benzot hi en-2-yl ) sul fonyl | am no } pprspylosoxicio

enzam de H3C O\ O CH3 Chiral SO" MS HNOC O&>M mz: 457/459 (3:1)
[MH#]. ,C (nmethod A) rt 5.3 mn. W 254 nm xanple 190

Chl or o- 2 [((2S5)-2-{L(5- chI or o- 3- et hyl - | - benzot hi en-2-y{) sul fonyl | am no} pro
pel oxy] - I\/}:ﬁ zgyi de HBEISO/OCHB Chigrtll , NJ~O S HZN ;)acl .PC-M nlz:
473/ 475 [ : vsgf(ma hod &) rt = 4.0 mn. UV 254 nm xarrple 191 -{[

(-

2S)-2-( Y- 2SN T oxy) phenyl | sul f onyl } am no) pr opyl | oxy} - 5-
, hl or obBHZaf WO 200}_&{3/[\]0469 PICT/ SE2005/ 001610 94 F CH3 Chiral +O O~ O
© CHy * cl

] s

CH,

\PCI-MS m/z: 441/443 (3:1) [MH+].
C (method A) rt = 5.2 min. UV 254 nm

xample 189
-Chloro-2-[({28)-2-{[(5-fluoro-3-methyl-1-benzothien-2-yDsulfonyljamino }propyloxy]-

enzamide
Chiral

\\ //o CH,

\PCI-MS m/z: 457/459 (3:1) [MH+].
.C (method A) rt = 5.3 min. UV 254 nm

ixample 190

\PCI-MS m/z: 473/475 [MH+].
.C (method A) rt = 4.0 min. UV 254 nm

ixample 191
-{[(28)-2-({[4-Bromo-2-(trifluoromethoxy)phenyl]sulfonyl}amino)propyljoxy}-5-

‘hlorobenzamide




FSN\ HZNC Br PCl-M5 nlz: 531/532 [MH#]. C (nmethod A) rt = 5.5 mn. W
254 nm xanple 192 4

6- Tri chl owo-2bbejuddy- | - met h( qui nol i n- 5-yl oxy) et hyl | benzeressEb@msamete 0 CH3
Chiral G O-~S O~N O .PC-M nilz:94445/ 447 [M#+#]. C (method A) rt = 4.0
mn. W 254 nm xanple 193 - Met hoxy-2 3

6-trimet hyI N- 1( 1S) 1- met hyl - 2- qui nol i n-5-yl oxy) et hyl | - benzenesul f onam de

CH3 Chir 13C\NC®r6IH30N CH3 .PCI-M5 mz: 415 [M#]. ,C
(et hod ortoy/4 . 254 nm ; xanpl e 194 - Br ono- N[(1

S)-1- rret i MOINN-5- yl t hyl | - 2-t nfl uor onet hoxy) ienzenesul f onani de
V\02006/04 PCT/ & 57001610 95 F H3C Chiral ~S\N + O// O

PCI-MS m/z: 531/532 [MH+].
C (method A) rt = 5.5 min. UV 254 nm

xample 192
4.6-Trichloro-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]benzenesulfonamide

Chiral

jaiges

PCI-MS m/z: 445/447 [MH+].
C (method A) rt = 4.0 min. UV 254 nm

xample 193
-Methoxy-2.3.6-trimethyl-N-[(1S)-1-methyl-2-(quinolin-5-yloxy)ethyl]-benzenesulfonamide
H.C O S O )Ci/ . Chiral

~

1,C N
CH, = |

3 A
CH,

\PCI-MS m/z: 415 [MH+].
C (method A) rt = 4.0 min. UV 254 nm

ixample 194
-Bromo-N-[(18)-1-methyl-2-(quinolin-5-yloxy)ethyl]-2-(trifluoromethoxy)-

ienzenesulfonamide




F/ ON Br LPCI-Ms nfz: 505/507 (1:1) [MH]. ,C (nethod A rt = 4.2 min W
254 nm xanple 195 | uman d ucocorticoid Receptor GR) Assay The assay is
based on wocomwmasmbal kit from Panveral/lnvitrogen (Part powssgesosoe898). he
assay technology is fluorescence pol a&si zation. The kit utilises reconbi nant
human GR Panvera, Part nunber P2812), a Fl uorononeTM | abelled tracer (GS
Red, Panvera, Part nunber 12894) and a Stabilizing Peptide 10X (Panvera,
Part nunger P2815)H,he GR and Sttabi [ izing eptide reagents are stored at
-70C while pheoGF Rell i sOstereq at -20C. Also included in ae kit are 1M DIT
(Panvera, | Payt Bmhér P2325 bred at -20C) and GR Screening buffer OX
(Panvera,F P unber P2814;~stored at -70C initially but once thawed
stored at r§ WVoid repeated freeze/thaws for all reagents.
HRQg buffer |1 OX0nprises 100mM pot assi um phosphate, 200nM

sodi um nol gbdat e, 1mM EDTA and 20% ) MSO. Test conpounds (1L) and controls
(1L) in 100% DVSO were added to black polystyrene 384-well plates (G einer
| ow vol RE-MBawk: 30543003t dMHart nunber 784076). 1% control was 1009DVSO
and 1009 OQ}%{% was %OI\/I t hasone. Background olution (8L; assay

buf fer TOK® 117t quﬁegtiii‘%ei,mbTT and ice cold M) water) was added D

t he background wells. GS Red solution (7L; assay buffer 10X, Stabilizing
Peptide, DIT, JS Red and ice cold water) was added to all wells except
backgr oA@pleel9Ss. GR solution 7L; assay buffer | OX, Stabilizing Peptide,

DTT, GQ[%lnE éﬁgoc%%licgi;&gteg% aorgg%{]q\cgggg to all vyells. The plate was seal ed

and inc rature for 2hours. The el ate was read
in an Anal yghepkaigs baaden a(codimdpiialsiisfemdaibéradnviangde(Pactesnber P8I on)

or -ther simlar plate_reader capable of recor déng fl ugr,esc nce

pol ar i zAeiagY teskepiogy ivHuorgscepatcainirizatann e kitPulises fecRmpireh it RS S8 M and a

L

'2894) and a Stabilizing Peptide 10X (Panvera, Part number P2815). The GR and Stabilizing

'eptide reagents are stored at -70°C while the GS Red is stored at -20°C. Also included in

ne kit are 1M DTT (Panvera, Part number P2325, stored at -20°C) and GR Screening buffer
0X (Panvera, Part number P2814, stored at -70°C initially but once thawed stored at room -
smperature). Avoid repeated freeze/thaws for all reagents. The GR Screening buffer 10X
omprises 100mM potassium phosphate, 200mM sodium molybdate, ImM EDTA and 20%
YMSO.

Test compounds (1uL) and controls (1uL) in 100% DMSO were added to black
olystyrene 384-well plates (Greiner low volume black flat-bottom, part number 784076). ‘
% control was 100%DMSO and 100% control was 10uM Dexamethasone. Background
olution (8uL; assay buffer 10X, Stabilizing Peptide, DTT and ice cold MQ water) was added
o the background wells. GS Red solution (7pL; assay buffer 10X, Stabilizing Peptide, DTT,
3S Red and ice cold water) was added to all wells except background wells. GR solution
7uL; assay buffer 10X, Stabilizing Peptide, DTT, GR and ice cold water) was added to all
vells. The plate was sealed and incubated in a dark at room temperature for 2hours. The
late was read in an Analyst plate reader (LJL Biosystems/Molecular Devices Corporation) or
ther similar plate reader capable of recording fluorescence polarization (excitation
vavelength 530nm, emission wavelength 590nM and a dichroic mirror at 561nm). The IC50

ralues were calculated using XLfit model 205.



Exanpl e No GRhuFL FP v2 (CGR-binders) 1CO0 (M 1 1.4 2 1.9 3 0.40 4
0.064 50.64 6 0.7 70.70 81.2 91.6 10 0.60 11 2.2 12 6.0 13 2.2
14 1.7 NsoGod/o4d8dh64.4 19 0.54 32 0.090 34 3.0 77 OPOTBE2008/006023 79
0.14 80 0.23 81 0.37 82 3.4 83 8% 123 0.018 124 0.020 125 0.042

Example No | GRhuFL_FP_v2 (GR-binders)
IC50 (uM)

1 1.4
2 1.9

3 0.40
4 0.064
5 0.64
6 0.7
7 0.70
8 1.2
9 1.6
10 0.60
11 22
12 6.0
13 2.2
14 1.7
15 6.3
16 4.4
19 0.54
32 0.090
34 3.0
77 0.017
78 0.023
79 0.14
80 0.23
81 0.37
82 3.4
83 8.9
123 0.018
124 0.020
125 0.042
126 0.075




126 0.075 WO 2006/ 046916 PCT/ SE2005/001610 97 160 0.096 WO 2006/ 046916
PCT/ SE2005/ 001610 98 CLAIMS A conpound of formula (1): RL \S | ,NLW A~
\ O wher eiwo0 20d5/04691phenyl , napht hyl, pyridinyl, furyl, trcesygbeosioewx@zol yl,
pyrazol yl, benzthienyl, quinolinyl o7 isoquinolinyl, and Ais optionally
substituted by halo, Cl-6 alkyl, Cl-6 al koxy, Cl4 alkylthio, Cl-4
fluoroal kyl, Cl-4 fluoroal koxy, pyridinyloxy, benzyloxy, nitro, cyano,

C(0) 2H, C(0) 2(Cl-4 allkyl) 166(0) 2(CL-4 al kyi.096 S(O 2NH2,| S(O) 2NH( C1- 4
al kyl ), S(O)2N(Cl4ch;d_)_2,__GQ€¥)+Cl_4._aJ—k-yJ—)—Ge©)-NH2—, C(O NH(C -4 al kyl ),

C(ON(C1l-4 alkyl)2, NHC(O (C1-4 alkyl), NRLOR11l, phenoxy (optionally
substituted by halo, Cl-6 alkyl, Cl-6 al koxy, Cl_4 alkylthio, Cl-4
fluoroal kyl, Cl-4 fl uoroal koxy, ni tro, cyano, C(O2H C(O2(Cl-4 alkyl),
S(O2(Cl-4 alkyl), S(O2NH2, S(O 2NH(C1-4 alkyl), S(O2N(Ci-4 alkyl)?2,
C(O(C1-4 al kyl), benzyloxy, C(ONH2, C(ONH(C-4 alkyl), C(ONC1-4

al kyl )2, NHC(O (Cl1-4 al kyl) or NR14R15), phenyl (optionally substituted by
hal o, Cl1-6 al kyl, Cl-6 al koxy, Cl-4 alkylthio, Cl-4 fluoroal kyl, Cl-4
fluoroal koxy, nitro, cyano, C(O2H C(O 2(Cl-4 alkyl), S(O2(Ci1-4 al kyl),
S(O) 2NH2, S(O 2NH(C1l-4 alkyl), S(O2N(Cl-4 alkyl)2, C(O(C1-4 alkyl),
benzyl oxy, C(ONH2, C(ONH(Cl1l-4 alkyl), C(ONC1l-4 alkyl)2, NHC(O (Cl-4
al kyl) or NR16R17), pyridinyloxy (optionally substituted by halo, Cl-6

al kyl, Ci1-6 al koxy, Cl-4 alkylthio, Cl-4 fluoroalkyl, Od-4 fluoroal koxy,
nitro, cyano, C(O2H, C(O2(Cl-4 alkyl), S(O2(Cl-4 alkyl), S(O 2NH2,

S(O 2NH(C1-4 al kyl), S(O2N(C1-4 alkyl)2, C(O(Cl-4 al kyl), benzyl oxy,
C(ONH2, C(ONH(C1l-4 alkyl), C(ON(CL-4 alkyl)2, NHC(O (Cl-4 alkyl) or
NR1sR19) or




pyrazol yl (optionally substituted, by halo, Cl-6 al kyl, Cl-6 al koxy, Cl-4

al kylthio, Cl-4 fluoroalkyl, Cl-4 fluoroal koxy, nitro, cyano, C(0)2H,

C( O 2( Cl-woabéoylsp916S( O 2(CL-4 al kyl), S(0) 2NH2, S( O 2NBCCHEEd00al0bnsh() ,

S(O 2N(C1-4 alkyl)2, C(O(Cl-4 al kyl)9s benzyloxy, C(ONH2, C(O NH(Cl-4

al kyl), C(ONC14 alkyl)2, NHC(O (C -4 alkyl) or NR2OR21); R10 , R11, R14>
R15, R16 R17 R18, R19, R20 and R21 are, independently, hydrogen, dro en Cl4
Y~Y g~ 14 alkyl or C3-7 cycl oal IGIAIME 2006/ 046916 PCT/ SE2005/ 001610 99
Rl is hydrogen, Cl-6 alkyl, phenyl, pyridinylC(O, C3-6 cycloal kyl, (C3-6
cycloal kyl )CH2 or C3_4 alkenyl; L is a bond, Cl_4 al kylene (optionally

substifuted r Cl 4 hal oal kyl), C1_4 alkylene-NH (optionally
substi t ut edA%éH@%aﬁdgf% B(I)Cl 4 hal oal kyl ), CH2C(O NH, CH(CH3) C(O) NH,

Cl-4 al kyl ene-O (optionally ﬁUbStl tuted by Cl-4 al kyl or Cl-4 hal oal kyl),
Cl_4 alkylene-S (optionaply substituted by Cl-4 al kyl or Cl-4 hal oal kyl),
Cl-4 al kyl ene-S(O (opti L sWbstituted by Cl- 4(1pl kyl . or Cl-4

hal oal kyl ) or Cl-4 al ky!A - S(O2 (optionally substituted by Cl-4 al kyl or
Cl_4 hal oal kyl); Wis cycl dbexyl, phenyl, nethyl enedi oxyphenyl, thienyl,
pyrazol yl, thiazolyl, isoxazolyl, pyridinyl, pyrimdinyl, pyridazinyl,
pyrazi nyl, whgtesutri azi nyI 1 2 3- triazinyl, 1,2, 4-triazinyl,

Doz ot ur A BB, BB BRI o A Ak ).

t et r ahydr oqgiRelinylor ﬂsoklﬁ@quhﬁodﬂdna( Ils oftibnaldx albstiftted lq,uhaia,z@ltd atigtl, Ci6

ci nnolinyl, = phthal azi ném&[ 1,8]- napht hiridinyl, [1,6].-naphthiridinyl,
1

(j llfll_ noldl n- I2( :alﬂcpxysr@lm alkyl AdluprRaliyy thoa%%may% PYIIOH DSPZAAY-,
i ndazo [
3, 4-di hydr)c/) : %nghr&gd;jég %’@ﬁ(}ﬂ“ %:@02 roﬁﬁ%}?\lﬁcﬁ(b .rll\h? @)?I;IHC()% t1onal | y

substi t ut ed alkyl)m{@)aN@Ja -s@llgi)syC(O) L rLallaylld(2)NEL; @(C@)M!}(Qh rtyDC1- 4

o o bt ik S oSO B B ok Py

i begﬂ}ﬁchgaua/gtdf §RbY 1 IS . bl @ DthRoallh5) bl 4
cyano, C(0);H, C(0)(Ci.4 alkyl), S(O)2(Ci.4 alkyl), S(0);NHz, S(0);NH(C1.4 alkyl),
S(0);N(C1.4 alkyl),, C(O)(C1.4 alkyl), benzyloxy, C(O)NH,, C(O)NH(C1.4 alkyl),
C(O)N(C.4 alkyl),, NHC(O)(C1.4 alkyl) or NR'R"™), phenyl (optionally substituted by
halo, Cy¢ alkyl, C1.¢ alkoxy, C1.4 alkylthio, C;.4 fluoroalkyl, Cy4 fluoroalkoxy, nitro,
cyano, C(O)zH, C(0)y(C).4 alkyl), S(0)2(C1.4 alkyl), S(0);NHz, S(O),NH(C1.4 alkyl),
S(0);N(C1.4 alkyl),, C(O)(C1.4 alkyl), benzyloxy, C(O)NH,, C(O)NH(C.4 alkyl),
C(O)N(C1.4 alkyl),, NHC(O)(C1.4 alkyl) or NR'*R'), pyridinyloxy (optionally
substituted by halo, C1.¢ alkyl, Cy.¢ alkoxy, Ci.4 alkylthio, C;.4 fluoroalkyl, Ci4
fluoroalkoxy, nitro, cyano, C(O),H, C(0)(C1.4 alkyl), S(O)(Ci4 alkyl), S(O);NHz,
S(0),NH(C1.4 alkyl), S(0),N(Cy.4 alkyl),, C(O)(Ci.4 alkyl), benzyloxy, C(O)NHy,
C(O)NH(C1.4 alkyl), C(O)N(Cy.4 alkyl),, NHC(0)(C1.4 alkyl) or NR'*R") or
pyrazolyl(optionally substituted by halo, Cy.¢ alkyl, Cy.¢ alkoxy, Ci.4 alkylthio, Cy.4

_ fluoroalkyl, Cy4 fluoroalkoxy, nitro, cyano, C(O).H, C(0)2(C1.4 alkyl), S(0)2(Ci4

alkyl), S(0),NHa, S(0);NH(C .4 alkyl), S(O),N(C1.4 alkyl)z, C(O)(C1.4 alkyl),
benzyloxy, C(O)NH,, C(O)NH(C1.4 alkyl), C(O)N(C1-s alkyl),, NHC(O)(C:.4 alkyl) or
NRZORZI) :
R R!! R™ RY, R R RIS RT R* and R are, independently, hydrogen, C;.4
alkyl or Cs.7 cycloalkyl;



al kyl') or NR12R13; R12 and R13 are, independently, hydrogen, Cl-4 alkyl or
C3-7 cycloalkyl; or a pharmaceutically acceptable salt thereof. 2. A
conpound wO 2bewoawdia (1) as clained in claim1l wherei n Apcs/spb@msybicio
(optionally substituted by hal ogen, 91-4 al kyl, Cl-4 hal oal kyl, Cl-4

al koxy or Cl-4 hal oal koxy), pyridyl (optionally substituted by hal ogen,
-4 alkyl, Cl1 4 haloal kyl, Cl-4 al koxy or C 4 hal oal koxy) or pyrazolyl

(optionall yRé isdsidrdgened,. zylkﬁll, pldenyl lpytidinGlIC(©)hE} pafdtadlkydy (Csphenyl (it sel f
optionally substltut edwf\f gl n, Cl-4 alkyl, Cl1-4 hal oal kyl, Ci1.4 al koxy
or Cl-4 hal 6%9 %6916 PCT/ SE2005/ 001610 100 3. A conpound

of formula azo?é?& l(%'ﬂﬁﬁflléﬂ% (Bﬁt?dﬂﬂl} sQJstlg.ltiM@ﬂ; el Qaﬁﬁﬂtl §r OPeRYdalkRY 'd, dy!

i ndolyl, in I nyl I Soqul no A corrpound of forml a
(1) as clai ﬁ]kgﬂenerl\ﬁﬁ éopnohallﬁsxmstlmtadf’n@r(éﬂ 4ra1}dy1|cs Cbpthalmlédyl)yCHsG&)NH uted by

hal
Cabot: tut odCRYCHANSRTEL Brr aleps 0 (pbgmbsub TRy o dgphaf B Eylﬁog?lol)Kle
5. A CO”DOUHQE)%%I {Q—'%lﬁyléﬁé sgéptfdnanfwbshﬂngdw }alk?h 01~°c Orhaﬂm epLis

C3 al kyl ene ed b or Cl1 4 al oal
al kyl ene- NHa](kslmlnsﬁ(‘Dm(c@dlohgllm,lbshtuakilbylClqralm on(halh@]@mkyl))or C@ﬁaﬂi(y@)nNH

oH3) A0 ! t tgg 4 | kyl Cl 4
hal( oal ?<yl )) glé)zgzﬁiq??h%g‘é&gg’(t&l%& d 4C19f¥f a o¥ Cgr4 hal oal kyl ),
C2_4 al kyl eReishySlontOnt pieng], medsuiskioxkypbis 4 4 hal oal kyl
or c2a4 )a/u Eyl ene- é)(h% 2 % ?l One:ftl |y E{Jbss% i tg%)gléll%yl %ﬁlagdgll Eﬁaz%d’ c:1a4Oa v

hal oal kyl ) . isexazaldopyreding, plemtdmhlmfn@azlnﬂspﬂaamwbd ’ﬁrtreazmyﬂn I2.%herein L is

CH( CH3) CH2CH2 CH( C2H5) CH2NH,
CHEC2H)5) cro &%t nygj(g‘%lﬁl& enz‘? % 16%911 ICIIglr%le rl’atlf)n of)a

conpound of gf dlink), iSRRPI, %bﬁbﬁrrﬁﬁliﬁlyl n@neoxag6lyp denghiatolypgabanyl) 1) : O
—V S A \tetralhllc)lroqginolinyl, isoquinolinyl, quinoxalinyl, quinazolinyl, cinnolinyl,
phthalazinyl, [1,8]-naphthiridinyl, [1,6]-naphthiridinyl, quinolin-2(1H)-onyl,
isoquinolin-1(2H)-onyl, phthalazin-1(2H)-onyl, 1H-indazolyl, 1,3-dihydro-2H-indol-
2-onyl, isoindolin-1-onyl, 3,4-dihydro-1H-isochromen-1-onyl or 1H-isochromen-1-
onyl;
W is optionally substituted by halo, C;.¢ alkyl, Ci¢ alkoxy, Ci.4 alkylthio, Ci.4
fluoroalkyl, Ci4 ﬂuoroalkoky, nitro, cyano, OH, C(O):H, C(0)2(C1.4 alkyl), S(O)2(Ci4
alkyl), S(0O),NH,, S(O),NH(C,.4 alkyl), S(0),N(C;.4 alkyl),, benzyloxy, imidazolyl,
C(O)(Ci4 alkyl), C(O)NHz, C(O)NH(C1.4 alkyl), C(O)N(Cr.4 alkyl);, NHC(O)(Ci.4
alkyl) or NR?R*;
R'2 and R are, independently, hydrogen, C1.4 alkyl or Cs7 cycloalkyl;

or a pharmaceutically acceptable salt thereof.

2. A compound of formula (I) as claimed in claim 1 wherein A is phenyl (optionally
substituted by halogen, C;.4 alkyl, C.4 haloalkyl, C;.4 alkoxy or C;.4 haloalkoxy),
pyridyl (optionally substituted by halogen, C;.4 alkyl, Ci.4 haloalkyl, C,.4 alkoxy or C.
4 haloalkoxy) or pyrazolyl (optionally substituted by Ci.4 alkyl, C1.4 haloalkyl or
phenyl (itself optionally substituted by halogen, C;.4 alkyl, C;.4 haloalkyl, Cy.4 alkoxy
or Cy.4 haloalkoxy)).



wherein Y is a leaving group, with a conpound of formula (I1l1): RL 1
NL-W(IIl) in a suitable solvent at a tenperature in the range -10C to
50C. 8. Awphasemaemeti cal conposition conprising a 'conpeagmsgEesoshorenul a (1)
as claimed in claiml, or a pharnmacawmiically acceptable salt thereof, and
a pharmaceutically acceptable adjuvant, diluent or carrier. W 2006/ 046916
PCT/ SE2005/ 001610 101 9. A conpound or formula (1), or a pharmaceutically
accept @bl e atempdverdedifornada ¢) as oleuned in ctdimi Inorl2 wbereinsW is pheydrmpidyl,10. The

use of a Cogr?%qlf di@ézélﬁagﬁ}glgﬁﬁgﬁ?&ﬁ%a?ﬁgﬁh rmaceutically acceptable salt

t hereof, a nufacture of a medi canent for use
in therapy. 11. A nethod of treating a glucocorticoid receptor nediated

di sease state in a manmal, which conprises administering to a manmal in
need of4.suchA tompoundrmf farmas {lpes clabnergimlaim bﬂq%\@h@@uﬁg ipepticsehul a (1),

or a pharmacedtd cal iy afceptablg skt ENLR3Ly. OCE,, phenyl (itself optionally
substituted by halogen, Ci.4 alkyl, CF3, C;.4 alkoxy or OCF3) or C(O)NHo,.

5. A compound of formula (I) as claimed in claim 1, 2, 3 or 4 wherein L is C; alkylene
* (substituted by C;.4 alkyl or C;.4 haloalkyl), C,.4 alkylene-NH (substituted by Ci.4
alkyl or Cy.4 haloalkyl), CH,C(O)NH, CH(CH3)C(O)NH, C;4 alkylene-O (substituted
by Ci.4 alkyl or C;.4 haloalkyl), C,.4 alkylene-S (substituted by Ci.4 alkyl or Ci4
haloalkyl), C,.4 alkylene-S(O) (optionally substituted by Ci.4 alkyl or C,.4 haloalkyl)
or C;.4 alkylene-S(O), (optionally substituted by C;.4 alkyl or Cy.4 haloalkyl).

6. A compound of formula (I) as claimed in claim 5 wherein L is CH(CH;3;)CH,CHoa,
CH(CH3)CH,NH, CH(CH3)CH,0, CH(C,Hs)CH,;CH,, CH(C,H5)CH,NH,
CH(Csz)CHzo or CH(CF3)CH2CH2

7. A process for the preparation of a compound of formula (I) comprising coupling a
compound of formula (II):
ALY

~S (1))
AT

wherein Y is a leaving group, with a compound of formula (III):

R
I

H—L—W (1

1

in a suitable solvent at a temperature in the range —10°C to 50°C.

8. A pharmaceutical composition comprising a compound or formula (I) as claimed in
claim 1, or a pharmaceutically acceptable salt thereof, and a pharmaceutically

acceptable adjuvant, diluent or carrier.



10.

11.

WO 2006/046916 PCT/SE2005/001610
101

A compound or formula (I), or a pharmaceutically acceptable salt thereof, as claimed

in claim 1 for use in therapy.

The use of a compound or formula (I), or a pharmaceutically acceptable salt thereof,

as claimed in claim 1, in the manufacture of a medicament for use in therapy.

A method of treating a glucocorticoid receptor mediated disease state in a mammal,
which comprises administering to a mammal in need of such treatment an effective

amount of a compound of formula (I), or a pharmaceutically acceptable salt thereof.



