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DEHYDROGENASE TYPE 1 TECHNI CAL FI ELD The present i nvention te es to novel
conpounds, to pharmaceutical compositions conprising the conmpounds, to
processes for their preparation, as well as to the use of the conmpounds in
" medicine and for the preparation of a nedi canment which acts on the 10 human
11- - hydroxysteroi d dehydrogenase type 1 enzyne (11HSD ). BACKGROUND ART 1.
G ucorticoids. diabetes and hepatic glucose production 15 It has been known
for .nore than half a century that glucocortiooi'ds have-a central role in
di abetes, e.g. the renoval of the pituitary or the adrenal gland froma

di abet i c INHIBITORSOF 41 BETReHYIIR O35V STEROIDDEN YR OGENNEE, TYPHE pvers
the concentration of glucose in the blood (Long, C. D. an eukl ns
(1936) J. Exp. Med 63: 465 20 490; Houssay, B. A (1942) Endocrlnol ogy 30:
884- 8%2) T%{)%g%ﬁ establ i shed that glucocorticoids enable the

ef fect” of I'i ver. The role of 11HSD as an inportant

regul ator of local glucocorticoid effect and thus of hepatic gl ucose
producfion is well substantiated (see e.g. Janmi eson et al. (2000) J. 25

- Endocr i noThe peesentiinvefiforbfilites Iho s Rdigounds Wol phas@i roved
i n healthy h%tr?i;n vol unteers treated wtﬁh?non spec??%d%%%3gg%?bﬁp

i nhi bi t orCoRPHYRS e ompo\mds;@ prtB;eES&stfoathen(pﬁﬁﬁjahbn, 6l well dsndahe usobf
Met ab. 80; 3158—31 t he expected nmechani sm has_been

est abl i sHEA B 3 i FHECIGIRE ARAEoH e dFeRmiRtioR o Adnsdieamert b hoctom the

ol oo o ucﬁlﬂmﬁs@ﬁm@ Sftdaengsc Sme et BB cyme n

gl'uconeogenesi s, phosphoenol pyruvat e car boxyki nase (PEPCK), and gl ucose-6
~i S SEP 2~n~ ,phosphat.ase (G6Pase) catal yzing the | ast conmon.step. of _
gl uconeogBACH GROTUND ARDenol ysis. Finall y, the blood glucose |evel and
hepatic gl ucose production is reduced in mce having the 11(3HSDl gene -
knocked-out. Data fromthis nmodel also confirmthat inhibition of 11 j3HSD1
will not .5 the basal |evels of :
PEPCK and=&8+: grac s aind IKPaU G SHICQEE UCAIONC ocort i coi ds

(Kot gjsevt sev, . et aL (1997) Proc. Natl Acad Sci. USA 94: 14924-14929).
10 bésity is an inportant factor in syndrone X as well as in the majority
(> 80% Ol hay beewkabwasoi tnore BshrORARh Jenfudy 18R cﬁ:oi'ﬁ’cfﬁﬂs Fﬁv&?ﬁ BEALRAL role
.inmportance. Abdoninal obesity is closely associrated wt ucose

i nt ol er anioaliabstpsre. gldhbu'emwai oftthe pithitalyyorthicddnéeal gmﬂﬁbhm diabetior s of
t he so-cal l.ed, syndronme, X ( . raised bl oog pressure, decreased | evel s of

HDL end iamahalieviatesdhe n&ﬁst wezy sympiamg 0f dabetesamgiomeys the congertzation

e boen SoEow] ﬁﬁ‘l@?i%@@@%&?ﬁ 8 Tl Latias A B Mgl s
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the onental fat depot, i.e esl

Kumar ;. argluébwmsoﬂlmbleﬂ%'éf_febaﬂfighc@g&l oﬁﬂié)h’\'ké’rl?’) :

The role of 11BHSDL1 as an important regulator of local glucocoiticoid effect and thus

_ of hepatic glucose production is well substantiated (see e.g. .Tam1eson etal. (2000) J.

- 25  Endocrinol. 165: p. 685-692). The hepatic insulin sensitivity was improved in healthy
human volunteers treated with the non-specific 11HSD1 inhibitor carbenoxolone
(Walker, B.R. et al. (1995) J. Clin. Endocrinol. Metab, 80: 3155-3159). Furthermore,
the expecied mechanism has been established by different experiments with mice and
rats. These studies showed that the mRNA levels and activities of two key enzymes in |

- 30  hepatic glucose production were reduced, namely the rate-limiting enzymein =~ - -

o

gluconeogenesis, phosphoenolpyruvate carboxykinase (PEPCK), and glucose-6- |




I nhibition of 11(3HSD1 in mature adi pocytes is expect ajStSE’EtQ{M\uate
secretion of the plasninogen activator inhibitor 1 (PAi-1) - an independent
cardi ovascul ar risk factor (Halleux, CM et al. (1999) J. dip.
Endocrinol. Metab. 84: 4097-4.10S). Furthernore, there is a clear
correlation between glucocorticoid "activity" and cardi ovascul ar risk 25

et e Sl g e it b RO LSSt e
e~ al. (1 gW@éfﬁlts ally, 85 bloadelichne)levaddng t enuates .t he

ef fect of ré jnRg_t.0 | ncrease both food intake m%%%cpo%hé?&i}ﬁ I 1S

neur opept i cfgn% %hé’gﬂ}lﬁgbﬂ?ﬁg tiﬁildﬁg{@blanekh@ckﬁL@tpba%%% 3 %

i n,_pronogbmﬁ(&%qimg ke a g ests that inhibition of |ﬁ1tl Oin
the brain mg = ﬂ%"é ééﬁg&llrmmwliseﬂlypo ckhfi 6&0%16 %’{Lﬁ f ood
i nt akes (\WidsasaBebels S Fitp %99 §6§ci ence, 280: 13 -138%). .d%oss F%
beneficial effect on the pCd e rergulateddndependdsilylof ghd hfécﬁﬁf.

mari ne pa(iotelviev( ¥- ¢ i | ucesestinmul ated i nsulin secretion
(Davani, B. et alff((zog%,sg_gygpgp@aat@ﬁ]g‘?%sc A§4: 1A924504929%.841- 4) .-
G ucocorticoids were previously known to reduce pancreafic insulinxelease
in-vivo (;i el,. B, and B.C.J. Sutter (1979) Horm Metab. Res. 11: 10
' 555- 560) . ST HoGuction of abesity and idbBsi  felited EafdiSGadchily SRl er
beneficial effects for diabetes treatnent, besSide 1 oai ver and

fat.” 4: Possible beneficial effects on cognition and denentia 15 Stress and

gl ucd@or tObexi iaﬁfiﬁf,% L1 Live function (de ervain, D.J: F., B

Roozendaaé,pﬂéﬁisé L. @@Bg&%@%xﬁwﬂ @gJﬂ-thefmajoﬁ]jh@ 80%) &8 _

11(i HSDI ddtetichand exfint i coird_acti.on in the brain and thus )

~ contributes to.neurotoxici inyﬂzfl%g?glﬁ%g%{%b%ggw dRpogiancangbdommingbck! , J.
(1996) né%%{;;%ql@&ely&%ﬁatéﬂ;w&gﬂwsé irfoleFaial hﬁ%g%{)h Neur oendocri nol .

18: 49- 9%)9@ {@g}lb] i.ghed results 20 indicate sighi i mpr ovenent

in rats trPesteaYwrLAcIia, drdother facmmﬂmm@éﬁﬁrojﬁx%ghggggﬁ@% al

conmuni C@&é@,ﬁfe d@a.gggeqtgg %b gnd [gn t he known €ffects of* gl ucocorti-Coi ds

in t?lse b;{)a{{n, Ptomay Al so° eo(};]ﬁ@;e%ﬂ @%medﬂGM&bfWﬂ)l}gMUﬁaﬁggl&the

br ai b may)'Relillyi Didbdi@oye-ogk-RR% T he, F et alL (1999) Nature
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i nhi biti- Zelisyha-sdh shvvwh g [ .ad. prevent reactivation of

cortisong,into cartisol and prO&Q?E}ggbﬁbﬁgﬁgt&%'&ﬁ%ﬁg%onmmadrpocytes,
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neur onal ggt% H[,?Pré Iélldi ng cognitive i npai rggnt, epressrom tﬁﬁﬁmental

i ncrease apge_ ITe (1_8‘53 F @lﬁﬂ%’@ujakka,ﬁ.]ﬁ SSERAL)4nd P ReSRbRbhg use of

i mnO;nMM&t@gpqzié_ﬁgMnhl bitors The general perception I's that

gl ucocorticol ds suppress th ne system But in fact there is a dynamc

i nt &%ction between the i mune system and the HPA 5 '

(hypot -hm?-,pi tuitary-adrenal) axis (Rook, GA W (1999) Baillier~s Cip. -

Endocr i .‘lmas.llﬁﬁflsmmﬁﬁm n.the cell-nediated *
| T g5 Dt Cheniclion o

responseqlﬁx%%légé%ﬁtgsptms_es iS(Hg'id €oCo
gl ucocorff I wthibitond <l)st s hdebhes ' Lated with a
huror al Cgﬁﬂﬁ se: Tgtu , %@tipn of )t he enzgﬁeail?m%aﬁgﬁcﬁ%ﬁcmr
suggest ed as n f(‘ tl-@M.H@dﬂeEminh&mb.VM:dmmm%Fﬁtﬁm

" react i onthererig gq,[éa@icgn@ t.s‘%at'e i ncl.udi.ng tubercul osis,” I epra ang’
-pso%isasi s the i nmune reacé |E§?1 egnr?i?%ﬂ%ﬂ?mﬁsé@l?%mgardiumt:alarﬁfskponse
- whed>i n faeto re Sugzesting thait o d be cell. bhased Tenporal = -

i nhi bi tm 11 j3&H§D% , ?E?é?ﬁﬁ‘?egﬁsﬁt%‘%%?mﬁgOﬁe#fw Vﬁﬁﬂ@i’é@emﬁmkh t he
i mrune B oetale B398) dypatasiasyprEA-: 94 nol ogy
Today 134 57 5965 95 gé al supra). An%a#%%ous %ﬂgg'g%gﬁﬁ?%l

i nhi bi t i OF T ERSIPRSS: 1364-k368)or al , woul d be to booster the irmmune response
~in association with imunization to ensure that a cell based

%drenalectomy attenuates the effect of fasting to increase both food intake and |
. hypothalamic neuropeptide Y express_ion. This supports the role of glucbcorticoids in -
- bromoting food intake and suggests that inhibition of 11BHSD1 in the brain might
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20 response woul d be obtained, when desired. 6. Reductifog %P :ZBM aocul ar
pressure Recent data suggest that the levels of the gl ucoOcOrti d target
receptors and the 25 11(3HSD enzynes determ nes the susceptibility to

gl aucoma (Stokes, J. et al. (2000) Inyest. Ophthal nol. 41: 1629-1638).
‘Further, inhibition of 11~HSD1 was recently presented as a novel approach

to | ower tihereasesatiebuisd I oster. P3-698 at the
Endocri ne soci et rr?ejti ng Jﬁfﬁ’g@@df\é\%%&&&%gﬁ%ggg%ﬁo e?ﬂgé@?%%g%nce,

car benoxol2§ﬂé,13%g/-ﬂ383)speci fic inhibitor of 11(3HSD1, was shown to 30 reduce
the intraocul ar pressure by 20%in normal subjects. In the eye, expression
of " 11(3HSDl is confined to basal cells of the corneal epitheliumand the
non- pi gnent de bl 2 ithelialiumof the carnea (the site of
-aqueous pfoau 0 ot S-S EHETEd t o t he sphincter and dil ator
‘muscles of the iris. In contrast, the distant isoenzyme 11(3HSD2 is highly
expressed in the non-pignented ciliary epitheliumand corneal endothelium

None of t Ishibitipnefs! 1FHEDUME iadlatddem -mpshwar:k.. the site of S

dr ai nage. ﬁghus,e‘i.l[3I—_%I-[I)Sl iqglgﬂggeste ﬁ?@%ua\@ﬁeug&%ﬁjrmgﬁ%éﬁﬁ ucose-

roduct i oftimplatedinsuliarsedragion: tB.igt al, shy- , j hs is b

Ent erferi Eg %&%cti vation o'g?ﬁghjél uc%g});{%?%%sﬁi%bztwpaghgﬁgpti coi dy

recept _orl; ? ; Hﬁh@#ﬂé@@@ﬂ&hm@zﬁ?ﬁs@hﬁﬁﬁﬁfd i‘sﬁﬁlbélgaﬁb%@ﬁ@n I

essenti al ;4018 .l a vel. nt..an unction but are detrinmental in

excess. tfgicg%5?@?%%?%1?#35@%352%9%@Ci:-l- Setar(d879 xtormaMeta Reac 11: via -

i nhi bjgi op ' Lon i LnGl ud S ressi on of osteobl ast

prol i Ter ac; oncand st PBbls of IASHSDR: ficdiote 36 wiald dber hynoiel effestsic m

- (1999) J.fdi’aﬁalmﬁﬂ@#hﬂélt,%idéyéﬁ'ézs%n]ﬁ&e?ﬂ}fﬁ?ti ve effect on bone nodul e
y I'c '

formati on coul d be bl ocked by the non-speci nhi bi t or car benoxol one

suggesting an inportant role of 11[iHSD in the glucocorticoid effect

- (Bel l ows, nd Heersche, (1998) Bone 23: 119-125). -
O her dat 2=-sRgHhs peReliGiabel 3a@Rition andodeuésting sufficiently high

| evel s of -active glucocorticoid in osteoclasts,, and thus in augnmenting
bone resorption 20 (Cooper, MS, et al. (2000) Bone 27: 375-381). Taken

t oget : ' : : t that.inhibition of 11(3HSD1' h
bonef el ai:%f%?%ﬁ%ﬁ%ﬁé?ﬂ%éﬁgﬁg%&ﬁéq@% HHoRiGh BiedvaiechdrPorbuor ki ng.
[ 'l efbasl) hh 8 IH, | Lnot hi .
: zhf)gr ? ors ?)Zf cy??i n&ggﬁe%gﬁlggg%?@ﬁ%@ﬁ#%&%@ﬁ%ﬁ%&”@ azeg{.@H%Qlused
agai nst cegntuls thedevelotsginoscatidoRl Adtiontih the biRik a838ha¢ dostibalasgs an

anti bacterial, pteparation or_ bactericide conprising 2ani-I nothiazol e
derivati ﬁ“&ﬂ@?‘&ﬁl&é&d%&&&“ﬁ&@aﬂa aud JRABEcIALY. (AD96) Neemoscience 16:

benzenesytq. ] riyativ vi ng 5-1ipoxygenase inhibitory activity.
Addi ti on;ﬁ 4 3§?$ééﬁa:ﬁ§ﬁr ﬁ@?@f&fe C@péwmmﬁng& 49-99)i Yopahiishied mesults
Anal gesi Gndf ; j . -clpyridjnes. Fr. Addn. (1969); 18 ,
Addn. to Fr. afl‘ﬁ%% 4ﬁﬁ6 5&_%%@91#%&%@@%@@5 #fgr eﬁ@%@@f;@u& EAN'S%QQ dé@%ﬁl\sl{
+1970: 1006GRhibABP(1/Se epdnal ﬂlfﬁ'ﬁﬂ i Qth
4,5,6,7-Tet rahngrJot k?ik%gjol o[ 5, ggc pyrf}ﬂ?or{l 'sBa%dtﬂl.e a&ﬁaﬁmfll ?h’@g’npp _
CODEN: - affecrmviiglnceantizeiiadi ahe braiaN: 68459 Be sﬁ@kés@&ﬁtha‘l%ﬁﬁﬁib LUS. FR
2384498 dfl%ﬁéﬁfs t hi azgl o- benzenesul f onam des whirch show antibacterial,
‘n the brain may result in reduced anxiety (Tronche, F. et al. (1999) Nature
Genetics 23: 99-103). Thus, taken together, the hypothesis is that inhibition of
25 11PHSDI in the human brain would prevent reactivation of cortisone into cortisol and
protect against deleterious glucocorticoid-mediated effects on neuronal survival and
| other aspects of nguronal_function, including cognitive impairment, depression, and
increased appetite (previous section). '
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5 antifungal and hypogl ycaenic properties. W99/ 28306 $hfdSEP MsL9 681 A2
relate to thiazol obenzenesul fonam des which can be used for treating

neur odegener ati ve pat hol ogi es, such as Al zheiner's di sease. 7P 7149745 A2
and JP 7149746 A2 both describe 2-amjothi azol e derivatives as esterase
Inhibitors. Nothing is disclosed about inhibiting 11[3HSD1. JP 7309757 A2 .
rel ates t$ Roseibléd o per s odi sease. using N 10, .
(5-vitro-2-thi azoﬁflb o Stram- o=+ i’ SNBINDIHr esent s
preparation of di phenylthiazol es.. These conpounds are used as
anti-infl tories, analgesics, anti allergy agents, uric acid

| er at ohsgenemalneseaptivmisahat ' Lahibi EP 0 790_057 Al
accel era ezptin gl&@@écﬁﬁ%bicﬂ%upg}r’é‘ﬁp iﬁé’fxﬁm?ga System, Bk in fact

di scl osesyan .antj bacterial or bactericide col sing a
deri vati VB8 dyngesic guerassion bagween tee imenae ayitem Aid the HPA

t hi azgl o onanni deg, 15 such as

5 br onob e ERER G- R SES (Reck, &AW (1999) Baillised 0Egd about
i nhi bi ti Eadbetihe I RBapN§lg N4 | utd ¢ use, of such substances is

di scl osecéil. Hg\;veﬂile_lr, nghgsb?7§ ?@@E‘g‘%&baﬁ%@e‘ﬁa@@%@g@lﬂmﬁmﬂmmms
accor di ndrumwralvespomeses ié mdHenti pv L USE 4 f. he treatnent of
di abet es, besity]!w | aucons, Zoﬂo t%g{ﬁ)%ér"%g{"éldgc‘g&%’f& ogpHE#ad aetivityynune
di sor der SUChataifanisel stressCismeociertwith b ifor: rékpﬂﬁfed %nﬁgi&%gg%%nds

Vo | At o |

that are e}seful iﬁéﬁg@t]{jﬁ&gﬁg of_sdlingbetagz, obesi ) _
ost eopor : _ 2 s Sﬁsctﬁfﬂn'ﬂﬁigfkﬁ
Dl ng)sug%e@:balﬁfﬁé@l‘\:lﬁEml ON The coggounds according to gq‘giﬁr@?é%%ar%%

i nventi on sol ve BBve problems and enbraces a novel class of compounds.
whi ch has been devel oped and which inhibit the 30 human-11-~- hydr oxyst er oi dj
dehydr ogenase type 1 enzyne (il-(3-HSDI), and may :.,vV ~ G SEP 2004

t her ef or &n bertaih diseasé Statdre kI8 ' rs._such as .diabetes, obesity,
gl aucoma, oSt eopor osi s, é@%&?ﬁﬁ‘gﬁﬁ&ﬁ%ﬁ@éﬂfﬁﬁﬂﬁ@w&wmm _ :

depr essi Biclomes royneady bidsedhtowards € himio bkl nd of the
f or mul a’ %%b S wherein T.is selected fromt @%&ﬁ%ﬁb@ﬁ%ﬁ%ﬁ@l’ﬂ@ﬁe or
mor e of ﬂ'ﬂﬁe‘?fﬁ‘ﬁgr ,G@bbmmeﬂm@skmhihiﬁdn%fﬂgﬂm@floal ‘?SB?% T.is
pheny , ffﬁ“@ﬁ%%&&‘% %heﬁﬁl is substituted with one or rore of pf '5%}?’- and
pheniyl - 0 push the immune system into the appropriate response (Mason, D, -

- (1991) Immunology Today 12: 57-60; Rook et al,, supra). o

An analogous use of 11BHSD1 inhibition, in this case temporal, would be to booster

- the immune response in association with immunization to ensure that a cell based
20 response would be obtained, when desired. |

6. Reduction of intraocular pressure

Recent data suggest that the levels of the gluéocorticoid target receptors and the
25 118HSD enzymes determines the susceptibility to glaucoma (Stdkes, J. et al. (2000) |
- Invest. Ophthalmol. 41: 1629-1638). Further, inbibition of 11BHSD1 was recently
~ presented as‘ anovel approach to lower the iﬁtraocular‘ pressure (Walker E. A et al,
poster P_3_-_698 at the Endocrine society meeting June 12-15, 1999, San Diego).
Ingestion of carbenoxolone, a non-specific inhibitor of 1 IBHSD 1, was shown to
reduce the intraocular pressure by 20% in normal subjects, In the eye, expression of * N

11PHSD1 is cpnﬁged to basal cells of t]n: corneal epithelium and the non-pigmented
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- ring. Speci

b) T is phenyl substituted with chloro in position 3 anﬁﬁ‘rﬂm? i position
2; 15 c) T is phenyl substituted with chloro in position 2 and g,ﬂ and

met hyl in position 6; d) T is phenyl substituted with brono in position 4
and fluoro in position 2 and 5; r e) 5T is phenyl substituted with chloro in
position 2, 3, and 4; T is phenyl substituted with chloro in position 2, 4;

! d 5; ! b t t th b t 4 d t hyl
posl 11 on Ditb5HaRuR e St ehel b of aquson DrausRicR) ol ailipysimscieaad snd 6.
T d 6; T
phemyl *slbat T netés Sidgilttr hicles §£§fﬁﬂgn@9§4¥&s‘é&hsﬂ§%¢wa§wm& 5. A Ls
oot onal 1y 28 ot 1sihighlj’rleﬁtﬁré?,§e&1ﬁlt1ﬁé%h¥ ight positi oné&l?ﬁ%&u £70331%a]each

optlonally 25 substituted in one or nor

~other by ewlethslion. MName oftl éndymdsds ey shét
Cl ~-all Z vitr ~-al | coxycar bonyl, éﬁlg?gabe&{lléi’*nsu Hg %‘$%9§| am. no
or aryl o@énﬁa%ﬂ%hus, ABHIDI dxsugpestetido tive al@eleqntaq@lﬂéﬁé producﬁ’&ﬁ éﬁPer2004 8

substi tUttﬁﬂlb(’ one % oy e g05| tions independently of each other by
hydr ogen Al ut itgsipgessatly smknowndhihiy iy by interforinGiwitteadtivayioarorany |

or is |i ered aromatc _or non-aromatic ring; as
wel | as Ip-gguar mace‘% P%&%X%E@S‘gg?%ﬁb léiarF?‘?Pm‘h@H:b%s and sol vates thereof.
It is preferred that:. 10 Ais selected from 1-benzothien-3 yl,
3-(2,5-dimethyl furyl ) pyridinyl; thienyl optionally substituted with one
or nor e Qk dosten st | fony'l ; phenyl optionally substituted with one
rrﬁ e of ethoxycarbonyl, vitro, fl u_oro, met hyl , met hoxy, acetylam no,
chI o] 4- chl oroph’enoxy trifluoromethyl; 15 B is selected from hydrogen,

carbetho | ed to At ive a 6-nmenbered aronatic or. non-aromati c
“’l%% f@&z%ﬁ il melle inskeletal dgvelopment pnd fandticnrinentre on

Et h
gr ? [(3-¢ ﬁ?}gr oe%taln]ent %X‘fesﬁ en hfcjog W@ﬁ?fﬁ%q dong logsds derived, atdeass in parovia
b I ibition of b
N[ 4o (3 ni v ropnenyl) fopmatlon, Sbich incfudss suppression of ﬁé&e&blaéﬁamsrm
N- ( 4- ph <ol @leymhemﬁ (¥lixn; € | Oh&ie
N-E4 §4e?§ 3 henyl ) Hg@!{@ﬂhl azol - %ﬁsﬁszkgirﬁo nzenes | ¥onam de
(4 Aot fis 7%&%@ ﬁe&atgfﬂtqﬁqﬁ enbpng mpdulq&onwhbnmahbwbloehedrweme 25
3 Chl Or Oy %ﬁi’i‘c 1 tro enyl)-1, 3-thiazol -2-yl ] benzenesul f onam de,
3- Chl or 073" %& lﬁH % @ﬁ%ﬂ%@%%@t@@ oIS in the :
3- Chl or Oﬁnesﬁzﬁoﬂ Hﬂfegf.e éﬁ‘&%}'sy leEF X! et HaIR! Mﬁ{%el]scﬁe (1598) Bone

met hyl be onam
: . 23; 119-125) Other data suggest a role of 11 BHSD1 in providing sufﬁczenﬂy high

levels of active glucocorucmd m osteoclasts, and thus in augmentmg bone resorption
20  (Cooper, MLS. et al. (2000) Bone 27: 375-381). Taken together, thése different data

suggest that inhibition of 11BHSD1 may have beneficial effects against osteoporosis
by more than one mechanism working in parallel.

WO 99/65884 discloses carbon subtituted aminothiazole inhibitors of cyclin dependent -
25 | kinases. These compounds may e.g. be used against cancer, mﬂammatlon and arthritis.
US 5,856,347 discloses an antibacterial preparatmn or bactericide ¢ compnsmg 2-
aminothiazole derivative and/or salt thereof, Further, US 5,403,857 chscloses
| benzenesulfonamlde derivatives having S-hpoxygenase inhibitory activity. -
~ Additionally, tetrahydrothlazolo[S 4-c]pyndmes are disclosed in: Analgesic .
30  tetrahydrothiazolo[5,4-c]pyridines. Fr. Addn. (1969), 18 pp, Addn. to Fr. 1498465, **
- CODEN: FAXXAS3; FR94123 19690704 CAN 72:100685 AN 1970:100685 CAPLUS



_|de

2,4,6-Trichloro-N-[4-(3-nitrophenyl)-1, 3-thiazol -2- yI]bﬁBzSEBsgﬂﬂr,onam de,

30 2 4,6-Trichloro-N- (4 phenyl-1, 3-thi azol 2 yl)benzenesul f onam de,

2,4, 6- Trlchl 0X0- N-[4-(4-fluoro-3- rrethyl phenyl )-1, 3-t hi azol - 2-yl ] benzenesul f
~onam de, ~ 6 SEP 2004

©2,4,6-Trichloro-N-[4-(4-net hoaryphenyl) 1, 3-thi azol - 2- yI]benzenesuI fonam de -

\ (hz[ oheinfl4ys. §W?Pﬁ?‘ﬁ®%@’fﬁf*@?ﬁﬂ@&? Nt Bl 557, 3 pp. CObER:

PAZRES 5%3%;6%;95%@@70@@@%@49@ 58 45 CAns e oner

yl][I.,1"-bi phenyl]-4-sul fonam de, .
24D|ch ro- 6- rrethyl N-[4-(3- nltrophe 1)-1, 3-thi azol 2y|]benzenesu|fonam
lf%rg A8 diseloses thiazqla-henz mﬁ/fpaamhtﬂmhmh-shbwbﬁﬂmomﬂf onami de, .

24 D$ hﬁ@ﬁ@;@i 354 fivpuiicocrs properties WObD/I8506 and 1P 0819 481 A2 relaie to
2 4 D‘ ch 'ﬂﬂ&?olb'bé&e%sﬂﬁbﬁw&@%cﬁ chn Beludbazs: trgaﬁ'né neurgﬁ delba.eé]\;ee nesul fon .

N- 4 2- tamd
V15 poogep s e s 77 esti o I o0

N- [ 4- ( 2- Osasibe-Zaniinothpmely derivativéshiseosterast stihjbifors. rmﬂhﬂg waaﬁéﬁéd abasi de,

N-(7-met hqi.yy-4, 5-di hydronapht ho[ 1, 2-d] [ 1, 3] thi azol - 2-yl)
pr opyI beﬁgqga’égxﬂ 7D30975 A2 relates to treating Alzheimer's dmease using N-

N[ 4103 Kol fﬁ”fﬁ)éume wpiinges IR 3 5T RS proswsis pepsioat
.“E;‘nféeﬂ*é%ﬂéﬂ‘a‘%&%%% TR L BRER A s a0y blath b didit Shazoli b dphepy 19
L T or catlotgy! At Wi acid accelerators and blogd Ph%tglsgflggzegﬁonzw&wseﬁge%esu|f

onani de; 780 087D difbcwsesmﬂmmbaéteimﬂ ohbaterieidet d@ﬁiﬂrxs@n@ h[oladlddth@zele 2
yl)-2net yI benzeize)iul f onam de;

3- cg| or o 9RRYHIYS Lon2si62. 087 demﬁqe)sihe Broparaticmof thiadolelnzendrylfoanmsdesul f on
3- Cnior oSHeH 35 Thremobrpgmesylipramid-frmstylthiszole. Nofhingsisiselesed-hautonani d
N- [ 4- (2 ﬂh(lgmilgG“tBH%% 0%%%W?E%WJW|¥§WH§}@¥3§Q§SHF quﬁdyl )phenyl Jac -

et am de,
2,4,6-Trichloro-N-[4-(3-pyridinyl)-1, 3- t hi azol - 2- yl ] benzenesul f onam de,

2,4,6-Tr Hmmeo, mqmﬁmecaﬁm@@imemihel@xéé%&ﬁﬁmlaﬁoﬁigwwew' fo

- nam de,

2,4, 6-Tr P@ﬁ%frl@yﬁn‘(lmth@arqsezfosﬂm mmnapﬂdiabpﬂqszeu@q’@, glavicbamg| - 2
I bs, d SEP 2004 2,4,6
?/ )bl @ﬁgﬁﬁﬁbé‘%gﬁmﬁf’%we)‘ﬁ S WW.GAW Wﬁﬁﬁﬁ@ﬁﬂ%cet ani de,

[4-(3-pyridinylrl,3 thiazol-2-yl][1, 1 -biphenyl]-4-sul fonami de, 5 ' }
[ 4- (2 chl oro- 5- nltrophenyl) 1, 3-thiazol-2-yl][1, 1 -biphenyl]-4-sul fonam d
N (

Gensapently, thede FM neBaRE el dorfclids Bhi dtearseful 40 Yhe frbatment of

- bi phen | ]-4sul onam de,
[ 4- (5- dmbctas,g esitye gldiebnia; dstenpo Fosis, xcbg{:iuﬂe dibordesy) Yinknfresdikbrlesd] ahel
4 (2-ghl oraphenyl ) -1, 3-t hi szol 2-yl ] [1,1"-Dbi phenyl]’ 4 sul fonam de,
q Epression. | )
25 . _
- DISCLOSURE OF THE INVENTION =~~~ -

- The compounds 'ac_:cording to the present invention solve the above problems and
embraces a novel class of compounds which has been develdped and which inhibit the
30  human II-B?hydrcxysteroid dehydrogenase type 1 enzyme (11-B-HSD;), and may .=



10 N-(4-12_1fl2 a_~t;~r,~",." ¢ ... ~L_,, .. ___yl)prleausﬂrazmamde,
2, 4-Di chl or o- 6- net hyl - N-[4(3 pyrldlnyl~l 3th|azol
yl ] benzenesul fonam de, ., ~ ,t_, ,~ ~ ._ _ _ met hyI benzenesul f onam de, 15

met hyl benzenesul f onam de, 7
"2,4-Dichloro-N-[4-(5-chloro-2-thienylrl,3-thiazol-2-yl]-6met hyI benzenesul f o

nam de, Zhdefr I-3fu J:r 1, 3-thiazol-2-yl]-620
met hyl benzen?sslmf onam dh %ﬁ%wgﬁg 5? fhclhasdiabetes, obesity, glancoma,

I , 3- tolsteapotosts, Ve r uI f onani de, .
: Kl-j)4 (3-chl o?o 2- t)rﬁogﬁi;/t}) (?S&ﬂ%ﬁl azo (?ijdgfé é‘?‘gg 58§98 nesul f onani de,

. 3-Chl oro N-[4 (3-chloro-2-thienyl)-1, 3 th| azol - yI] 2- et hyl benzenesulfona

m de, zb -ENFChl 0-N-f4-13-chlorn-2_+h; A". , 25
-2, 4- Di chi‘OFR f(0 9H¢%WﬁOEmmcmmMMEIomﬂaqmﬁt hyI benzenesul fo
namde ' EthyI 2-(((1,1 3-Chloro-N-[ 30

N-[4-(2-{[ (4-Brono-2,5-difluorophenyl)sul fonyl]am no}-1, 3-thiazol - 4y|)pheny
| ] acet amyde, - ]Jﬂs SEP 2004
0 2,3,4-TritR| 4-

245Tr|g/:¢§%l\l-[ 3-ch

2 3 4-Tri chl or o- N-[
de, .

4- Br ogro- N-[ 4- (3- chl or o- 2 t hi en?l) 1, 3-thiazol -2-yl]-2,5- d|ffuorobenzenesulf
onam de, 5

4, 5- Di chispegsift ( 7- met hoxy- 4, 5-di hydronapht ho[ 1, 2-d] (1, 3] t hi azol -2-yl)-2thio
p.henesul fonamde, 4,5-Dichloro-N-f4-C2-cl,i~r~nha",>r~_12 +1.:.. ..~ n _.n
n w , .

N-[4-(2- ,}[(2 4,5-Tri chI or ophenyl )sul fonyl ] amno}-1, 3-thi azol - 4-yl ) phenyl ] ac
et ani de, T is selected from

2,3,4-Tr orp- N\-| hoxy- 4., 5- di hydr onapht ho[ 1, 2- d][l 3] t hi azol - 210
y| ) benzé ﬁé@g}l ﬁ geél Wltil one or more of bromo, chloro;

4- Brgo ﬁhf"ﬁ%h hl or o- 2-t hi enyl) 1, 3- t hi azol - 2-y| ] - 2t hi ophenesul f
onam de, rgﬁn%t@l_u[e%%%ﬁ 7 ~ert". ... wr ow, , ., ..

t'hi ophenesul fonami de, 15 N [. I

| or ophenyl ) -1, 3-thi azol - 2-yl ] benzenesul f onanai de,
ro-2-thienyl)-1,3-thiazol -2-yl]benzenesul f onam

ro-2-thi enyl )-1, 3-thi azol - 2-yl | benzenesul f onani

a) either T is phenyl, wherein the pheny] is substituted with one or more of propyl and
phenyl; . |
b) T is phenyl subsﬁtuted with chloro in posmon 3and methyl in position 2
15 - c) Tis phenyl substltuted with chloro in posmon 2and 4, and methyl in pos1t10n 6;
R d) T'is phenyl substltuted with bromo in position 4 and fluoro in posn:lon 2 and 5;
¢) T is phenyl substituted with chloro in position 2, 3, and 4;
) Tis phenyl substituted with chloro in posmon 2,4, and 5;
g) T is phenyl substltuted with bromo in position 4 and methyl in posﬂmn 2;
20 | h) T is phenyl substltuted with chloro in position 2 and 6;
i) T is phenyl substitated with chloro i in posmon 2,4, and 6; or

| j) Tis phenyl substituted with bromo in posmon 4 and chloro in pos1t10n 5

| A is selected from an aryl ring or heteroaryl ring, whlch can further be opuonally
25  substituted in one or more positions mdependently of each other by hydrogen, Cg-

alkyl halogenated Cl-ﬁ"'a]kyl, ]_Elalogen’ Cl —6"a]-kﬂxy, Bltl'(}, Cl.ﬁ' aIkOXYGaIbOHYL Cl.ﬁ-' o
alkylsulfonyl, acetylamino or aryloxy, wherein the axyloxy can further be optionally



2, 6- Di chl or o- N- [ 4- (3- chi or0- 2-t hi enyl ) - 1, 3-t hi azol - 2- y| H{fp8Ef 884 f onani de,
2,4,6-Trichloro-N (7, 8-di net hoxy-4~5-di hydronaphtho[ 1, 2-d)[ 1, 3]t hi azol -2yl )
benzenesulfonan1de 20

2,3,4-Trichloro-N-{4-(2-chl oro-4-(4-ghl orophenoay) phenyl ]-1, 3-thi azol 2yl } be
nzenesulfonan1de

2,3, 4- Trlc -N-{4-[2,6-dichloro-4-(trifluoronethyl)phenyl]-1;

3-t hi azolS¥ ﬁt}l m@mﬁmonmdepeﬁdéﬂﬂymﬁba@hfdmr@pﬁm@ﬁ Ind

3- th'a20|a§%% ] - 4- propyl benzenesul f onam de, 25

4- Br ono 2-chl or 0- 4- (4- chl or ophenoxy) phenyl ] -1, 3-t hi azol - 2-y|}-2,5

di f f uor obenzenesul f onam de, ~ - 4- Brono- N- f .
4-12,6-dichloro-4-(trifluoromethyl)phenyl]-1,3=thiazol-2=yl}-2,5difl uoroben

dh ch - G-
yil 230 1 ﬁﬁ*‘é‘ﬁ%ﬁﬁ?ﬁaﬁ”%m‘@“g B IR BRRERY Wl e 2

4- Br ofro- snemnbered ﬂlﬁplpatl{:mﬁomamin@,tlefﬂtg,trl t 1 uor orret hyl ) phenyl ] -1, 3-t hi azol -
2 yl }-2thi ophenesul f onam de, 5 .
2, 4-Di chl oro- N—[4 (2-chl oro-6-fl uorophenyl)-1, 3-thi azol -2-yl ] -6net hyl benzen

esulfona

2,4,6-Tri chI oro- %a{r%afiu%ca&]y&ﬂ‘:@@blﬁ salis, hY%FQ?rﬂé@ﬁqut@ﬂ;dr@eﬂ 3-thi azol - 2

yI ) benzenesul f onam de; 4-Brono- N-[ 4-(2-chl oro-6-fluorophenyl ~.1; 3 t'hi azol -
y1] - 210 net hyl benzenesul f onam de,

2,4, 6- Trifdhmfﬂmdd{thaﬁz chl or 0- 4- (4- chl or ophenoxy) phenyl ] - 1,3-thiazol-2yl}b
enzepesul.f.on 1V-14-(2- f

[ (4-B ondhi558 chabfrom b@nmt)lmﬂ-ii-gnlﬂ{mﬁ-Metﬂyﬁmtyﬂy pyeidifyl ) pheny! ] acet am)
de, i5
'3-eCh: or o- If}ﬂ @WXPBPW@?@[W@@[OI IaptﬁabﬁnhIMOamdthﬁsu]ibnﬁrret hyl benzenes

ul f onam

2,4, 6- Tr* ﬁi 5 nﬂ?ﬂyﬁu%ﬁ%’&m’ﬁlléﬁsmrém&nfﬁhqmmmm ﬂ}ilo)‘da.enzenesul
f onam demetiryl4 t hi

e femeti s dsc e o] L TASSRABY, ity
2,4-Dichloro-N-(4,5-di hydrot hieno[ 3, 2-a][1;

: 3] b ot hi.azal - 2-y| ) - @net hyl benzenesnl f onanm de, |
(50 S aleeist it )’@I@gqn;caqhaﬂqubrmﬂﬂikeatnlﬁtcﬂgrvtéfé)@fﬁ&ﬁBéﬁﬂesu' f onam

|de '

3- Chl or o- Rﬂag%%%?@}l(%% -sul f onyl ) - 4, 5- di hydr ot hi eno[ 3, 4-a] [ 1, 3] benzot

hi azol 2 yl]-2-net hyl benzenesul f onani de; 25
N- [ 6- Chl or o- 8- (et hyl sul f onyl ) - 4, 5- di hydr ot hi eno[ 3, 4-a] [ 1, 3] benzot hi azol - 2-

yl ) - 4pra$pdcllﬁmempldsfdﬁb@iﬁ1ﬂﬁn
-2, 4-Di Cgét%rf %6 chl or o- 8- (net ﬁﬁcg%ﬁdfno%tq Shegrgseéltﬁm{ﬁp&%@ﬁ'o[ 3, 4e] [ 1, 3] ben
zot hi azoPy. 91’ [%-chbmsa-wﬂzsdphmylbmmﬂ@mm henyl 13- dgflﬁ
N[ %cm oI lé t hyl sul fonyl) - 4,5-di hydrott ueno[ [ enzot hi azol 2-y
][ 14 K4 phenyl ] - 4- sul f onani de,
. N—[4-(3-n1tropheny1) 13-thmzol-z-yl]-4-propy1benzcnesu1fonam1de
N-(4-phenyl-1, 3-th1azol-2-y1)Afpropylbenzenesmfonanude, .
N—[4-(4-ﬂuoro-3-methy1phényl)—133-thiazolf2—y1]-4—propylbeﬁzenemﬂfonamide,
| N—[4—(4-methoxypheny1) 13-thiazol—2—yl]-4-'pr0pylbenzenesu1fonam1de
: 25 3- Chloro—Z-meﬂ1y1—N-[4-(3-mtrophenyl)—l 3-th1azcl—2-y1]benzene51ﬂfonam1de
_ 3-Chloro-2-methyl-N-(4-phenyl-1, 3-ﬂuazol—2—y1)benzenesu1fonamide
. —Chloro-N—[4—(4-ﬂuoro-3-met_hylphenyl)-1,3-th1azol-2—yl]—-2_—
B meﬂlylbenzenesdfonamlde _

24 6-Tnchloro—N-[4-(3-mtrophenyl) 1 3—th1azol~2-y1]benzenesu]fonam1de _
30 24 6—Tnchloro-N-(4-phenyl-1 3-ﬂuazol-2-yl)benzeneaﬂfonam1de - E -
24 6-Tnchloro-N-[4—(4-ﬂuoro-3-meﬂlylphenyl) 1 3-th1azol—2—y1]benzenesulfonam1de




AP 2p04 13 5 p
$(§ {[(g Chl or o- 2- et hyl phenyl ) sul f onyl ] am no} napht ho[ 1, 2- d’ﬁ Zﬂﬂ hi azol -
RN ' [ ht ho[ 1, 2-d] [ 1, 3]t hi azo
2- 4- Propyl phenyl ) sul fonyl ] am nay - 4, 5- di hydr onap , 2- : az
':\I:éyl %g(cetam gg p5 I\I¥(8 Ni tro-4,5-di hydronaphtho[ 1, 2-d][1, 3]thiazol-2 y1)-4

I b T A
BNty THenRAe N methomphenyr 3y iazels ryogppenlionamide,
N -bggﬂg@;ﬁﬁgﬂo&ﬁ gove-ﬂfﬁg?&%m leﬁg)h%hxgﬂﬁﬁ@f nds descri bed
‘gggee_ carNt{4- &heéﬁbﬂéiﬂhazm-yﬁgls,lbbim@nﬁ[ngsﬂfoﬂﬁ gk, one of the following

pling by reacting a 2- amnothlazole with a

d
-:Ejlefgnyl ?ﬂ%ré‘ %glFP gwm -hﬁ-ﬁu&m&é—yl]{a lld%ln h&l chrgﬁlﬂc;% ?ﬁﬂt ing by
at i v sul fo
L?ggteggg Ig-f'[a_@base Hlkéiﬂgﬁfl}g'é éﬁa%?l“ Lelz IlﬂleﬂYHtj{ Bl;lfwlm;mden? aﬂ y a
l.aket ormatio
L g

hi 52?2'?‘.‘%‘“"‘?‘3&?& S BB IR 1 HBERS Te imemtfo i

the pres&at héno-réameﬂwlaN:(ﬁtljmyj.qrg.ﬂﬁgzélrﬁ?pﬁaﬂgngé ! IO o
- di abetes drone_X, obesity, glaucoma pI peryl yceuii a,
hyper i nsi ‘i‘ry@ﬁ{ﬂ@m%l{ﬁﬂfﬂmﬂﬁ-niﬁﬂhadpheli)dylsi"-ﬂﬂ%lﬂelﬁﬁ;%’l_ virus diseases
yg in ory di rder: sai-d nethod. conprising adnm nistering to a .
?rgrrrrél %&ﬁ%e%%/ sneed of such treatnment an effective anmount of
a COWOUtht-TﬁcﬁIB?o N’r[ﬁn(ll %éth})xyphenybtslglztﬁmzo -2-yl}- 6-methy1benzenesulfonam1de |

o N—[4-(2-{[(4~propylphenyl)su]fony1]ammo} 1,3-thiazol- 4—y1)pheny1]acetam1de
4-Propy1—N—[4-(3-pyndmyl) 1 3~th1azol-2-y1]benzencs1ﬂfonam1de
N-[4~(2-chloro-5-nitrophenyl)-1, 3~thiazol-2-y1]-4-propylbenzenesulfonamide,
N-(7-methoxy-4, S-dihydronaphtho[1,2-d][1, 3]thmzol-2-yl)-4-

15 propylbenzenesu]fonamlde : | _
N—[4-(5-ch]oro-2-th;eny1)- 1,3-thiazol-2-y1}-4-propylbenzenesulfonamide;
N—[4-(2-chlorophenyl)-1 3-thiazol-z-yl]-4-propylbenzénesu1fonamide
N-[4-(2-{[(3-chloro-z-methylphenyl)sulfonyl]ammo} 1,3-thiazol-4- -
yDphenyljacetamide, '

20 -Chloro-Z—methyl—N—[4-(3-pyndmyl) 1 3-th1azol-2-y1]benzene31ﬂfonam1de
-Chloro-N-[4-(2-chloro~5-mtropheny1)-1 3~ thlazol-Z—yl]-2—
methylbenzenesnﬂfonamlde
-Chloro-N-(?-methoxy—4 5-d1hydronaphtho[1 ,2-d][1,3]thiazol-2-y1)-2-
methylbenzenesdfonamxde -
25 -Chlom-N—[4»-(5-chloro-2-th1eny1) 1 3-ﬂnazol-z-yl]-z-methylbenzenesmfonamlde
3 -Chloro-N-[4-(2-chlorophenyl)-1, 3-thlazol-2-yl]~2-methy1henzen€su1fonam1de
N-[4-(2-{[(2,4 6-tr1chloropheny1)sulfonyl]ammo} 1,3-thiazol-4-yl)phenyl]acetamide,
- 2,46- Tnchloro-N-[4-(3-pynd1nyl)-1 3-thiazol-2-yl]benzenesulfonamide,
24, 6-Tnchloro-N-[4-(2-chIoro-S-mirophenyl)-1 3-thiazol-2-yljbenzenesulfonamide,
30 24 6—Tr1chloro-N-(7-meﬂ10xy-4 5—d1hydronaphtho[1 2-d][L, 3]thiazol-2-
yDb enzenesulfonamlde

..
EH



mA B wherein T is an aryl ring or heteroaryl ring, opth®rSER 2004

I ndependently substituted by [Rl~, 5 wherein nis an integer fl-5 and Ris
hydr ogen, hal ogen, Cmallryl, and aryl; Ais selected froman aryl ring or
heteroaryl ring; which can further bggoptionally substituted in one or nore
positions independently of each other by hydrogen; C ~al kyl, hal ogenated

Cl ~-al kyl koxy, vitro, Cl~-al koxycar bonyl Cl:6 10
al kyl sul f%%ﬁﬁ&?&%&é @ﬂomﬁ%thlepyl).c\nen@jﬁol_bre?giﬁ %ui urét her be
enden Q‘B‘fm

h ot her

- optionall or .nore position
bs Lydro%gﬁ;{gﬁh q\ir[‘ﬂt%"?rig Jﬁ%&@iﬁhﬁzﬁﬁ&u@oﬁmﬁi&%’xycar bonyl
I d-{n Q d t t
arel : SasI ph;(r n%cg(g% flcgﬁjh\éﬁgg ﬁ%@fogy%gaj 1, b szh;f}ghgizogﬁgam%] gof 2

gl auc

T?%?glﬁﬁ%@% Tfé'%glﬁlvrlplggéﬁglegleg?ﬂﬁ[sl Q%JI)HQIDP gﬁéﬁ&@dﬁwth one or

T 2?8?560*“ ra@mr:fﬂgfnmﬁt L bR BPRAGR S G2
ma

a madl ¢canment

rotlerodSwmitoplmyd)- Qla#ﬂﬁ@di-z-gggf @QM%} ost eopor05| s,

nor e of ﬁﬁaﬁamg#j or o; 16 SEP 200 is phe I-oha S Ttuted with

one or m)Nr«e of chforo, net hyI propyl, phenyl brom) fluoro; . Ais

sel ect ed ﬂ[m-bhlm'bmﬂﬂb ylfiuyl), pyridinyl; 5
ﬁﬂﬁéd{h‘i‘%ﬂ%rﬁ]ﬂ %qtﬁﬂaﬂ-fi onammids hy| sul f onyl ;

t hi enyl

phenyl

| I :, :1191; norﬁ?@l{[&g‘a&cﬁ@ Wt alr;hr;n?lbﬂﬁﬁ'&%ﬂ

ogﬁ%%%%ilinﬁe;ﬁ&?u.uaam& oxycgy bonyl, vitro,
LT CoU R A e

AfiR |sI|nkedtoA
~to give glg %@ g& } 10 aromatic or non- ar%rrat F)?efr’?%yazégélmflc exanpl es}
of conpo r? F 10 the present invention are: Ethyl :

5 ol LB DTN PO LSRN Siacing berdaecizonnidd, onar de.

15
"Et hyl

Eth

' 2,4-Dichloro-N-[4~(2- 5.
4- Chl oro-'N-(4- (4, 5- d[ |%]?18r° > %FQPWS[YQ 1331@?’%9102“5’11%] benzenesul f onam de,

methylbenzenesulfonamde

2- {[1$4 @4%10 Ol_o){N)(%ul fonyl]am no} - 4. - phenyl - 1 3-thi azol e- 5- car bo~cyl at e,

-methoxy-4,5-dihydr -
2- {[(3 Cﬁi@thg %P?%%@Fﬁég sul fon';il ]Ogap%tél}o[%ngg Siﬂ“fzﬁl‘?rﬁ’%?a e- 50ar boxyl

ate N-[4-(

»3-"'thi azol - 2-yl ] -4- propyl benzenesul f onam-de, 20

- N-(4 Mbhlbr&Ni[h-ﬁ(SSHh]&o\[é‘%ﬁf yﬂxigetrﬂfaez% sul fonam de,

20

25

30

N-[4-(2-

- .y ...6..
methylbenzenesulfonamde .
2 4—-D1chloro-N-[4-(2 5-dunethyl—3-ﬁuyl)—1 3- thlazol-z-yl]-G-
methylbenzenesulfonamide
N—[4-(I-benzoth1en—3-yl)-1,3-thiazol—2—yl]—2 4-d10h10r0~6—methy1benzenesr.ﬂfouanude |
N—[4-(3-chloro-2-thieny1)-1 3-tbiazol-z-yl]-4-propylbenzenesulfonamlde
3-Chloro-N-[4- (3-ch10ro—2-th1enyl)-1 3-thmzol-z-yl]-z-methylbenzenesulfonamide
2,4, 6-Tnchloro-N-[4-(3-chloro-z-thlenyl) 1 3—th1azol—2—yl]benzenesulfonam1de
2, 4~chh10ro—N-[4-(3-ch10ro-2-th1&nyl) 1 3-th1azol—2-yl] 6~ |

e

: methylbenzenesulfonamlde . ST
-2 4~D1chloro—N~[4-(2-chlorophenyl)-1 3

-thlazol-z-yl] 6-methylbenzenemﬂfonam1de
Ethyl 2-[([1,1 -blphenyl]-4-ylsulf0nyl)ammo]—4-pheny1—1 3-th1azole-5—carboxylate
-Chloro-N-[4 -(4-methoxyphenyl)-1, 3-ﬂuazol-z-yI]-Z-methylbenzenesulfonanude

{{(4-Bromo-2 S-dlﬂuorophenyl)sulfonyl]mo} 1 3-th1azol-4-
yl)phenyl]acetamlde

.



N-[ 4- (4-fl noro-3-net hyl phenyl ) -1, 3-thi azol -2-yl ] -4- propyplpesgpgﬁ@ Ifonam de
, N-[4-(4-nmet hoxyphenyl)-1, 3-thi azol 2-yl]-4-propyl benzenes
3-Chloro-2-methyl -N-[4-(3 nitrophenyl)-1, 3-thiazol -2-yl ] benzenesul fonam' de,
3-Chloro-2-nethyl -N- (4 phenyl -1, 3-thiazol - 2-yl ) benzenesul f onam de, 25
"3-Chl oro- 5#[4-(4 fl uoro- 3 rret hyI phenyl ) -1, 3-thi azol - 2-yl ] - 2net hyl benzenesul
f onam de, 2,3 4~Tr!ch20r6rlﬁ- -I#I-n itr 1)-1, th| azol -2

yl ] benzen suI fonam dg\l[ r| C &ﬁ £§ Bﬁéﬁiﬁ/ sulfonantid:

vyl ) benzenéudIarchiaroaN- 4-(3-chlor0-2-th1en -

2, M.4- f | uor o- 3- met hy I } flglflm%}lemﬂ%enesul fo

2,4,6-Tri
am de. gBJ A I;ch)mﬁc;ro--N--[4—(3-ch]oro-Z-ﬂuen yl)-1, 3 thJazol-Z esulfon

; 4, 6- Tr| 44 o yphenyl ) -1, 3-t hi azolyllbequ%enzenggﬂ%’onam de,
16 ; SE-B[ 4041)15 Eﬁgﬂr opl:] ﬁw&" ﬁﬁﬁ%‘ﬁlﬂ)‘ll B.Q:QI{-Z-yl]—2 5+chﬂﬁmdﬂlenéixﬁééhflf H@rm&ég

: z - en sul T onam de,
N-[ 4- (4-Fl uor%mbrﬁgNme&é (\%yﬁ &&?ﬂ][LBfﬁmﬁh@qﬂypA sul f onanmi
de, N-[4- plmubﬂﬂfmiami -1, 3-thi azoI 2 yI][I - bi phenyl | - 4- sul f onani de,

2,4-Dichl 6- et hyl N-[4(3 ni trophenyl) - 13th|azol 2
yl ] benze ‘gégﬁ)wbln;ﬁw

4-(8~chl - Dl
2, 4-Dichlygrig: 6 {Eﬁ a L ( g:qf)ﬂ"é’r?ﬁ Ylf Y3 Huazal-2 p1x t?‘é’é’r??‘e‘ﬁ%’éfﬂ“ﬁﬁﬂﬁ?n de,
2406 erzz : -Trig8losopbens)splfony Hxinind) -3; &ﬂnmlzr—%t)ﬁhénﬁ]acetamde

2, 4-Di chI or - t"@ I(J@N ﬁ?ﬂmwmhmmwwdl}d}ﬂLQ]Mthyl benzenesul f o

nam dé, m%ﬂ%yl phenyl ) sul fonyl Jam no}-1, 3-thiazol -4
yI)phenyI acet am de 10 Propyl - N-[ 4- (3-pyridinyl)-1;

3.t hi azoM-Brempifecile 4Q3mmm~2%lfe§¥§21§%&8[§_yﬂ brophenyl)-1;

3-thiazol ropyl benzenesul f ona

N-( 7- thﬁA@HH{; dmapht ho[ 1, 2-d] [ 1, 3] t hi azol - 2-yl ) - 4

propyl ben Z8 N-[ 4- (5-chl oro-2-thienyl~l,3-thiazol-2-yl]-4
pr opyl benze@ﬁﬁf’ %ﬂ -ﬁg(%yyetbpm 4¢3-dittydvonayithalil| 2—d][133]tﬁlhﬁc¥[02-yf).z-

yl]-4-pr gy ﬁ%!ni am de,
N-[4-(2-{[( glir;él%sg?g hyl phenyl)sulfonyl]am no}-1, 3-thiazol -4

- bh&nyB N-[4-(>..
AR tidlde }Bﬁ?ﬁ%ﬂﬁo?ﬁ( H(2-chloropheny])-1 3-thiazoli2-yllc2 -thiepbenesslivnamide; de,

- Chl or oM S elnloboptny DRBID Narhinbil 1s o lan L e Macotmide,
fll be@ﬁ ﬁecjﬂgqow M-%ﬁéﬁéﬂ@-?ﬂbcmeﬁﬂfma%i& t

l2°£r§t11y benzenesul 0 @%ﬁ&@{l{;ﬂ(ﬂflgﬁmbngi
ARt @&ﬁm@ Yylich

hi a zoyl-Belyje}l h@enzenesul fonam cTe,
fﬂ(}j i;(Z 4,6-trichlorophenyl)sul fonyl ] ani no} 1, 3-thiazol - 4-yl )phenyl ] ac
€, 4

i chl ’%ELH[GZIOIMR ?f%%ofo-f'(s4‘°1ﬁbr°zphfmﬁx¥lpf’ﬁgﬁg iddhiaeghan e,
, 6- Trﬁéﬁ ﬂﬂ-? hl or o-5-ni trophenyl ) -1, 3-thi azol - 2-yl ] benzenesul fo

(EjseTrzl g EPS}JJIQF?'N r{éfwoﬂl-&(hyﬂmmnmdﬁhﬁﬁﬂan&iplblﬂﬁdgo@pz oI 2

enz &y EBe e ﬁeﬁq !&‘.H;
GT?chloro (% c’hloro 2th|enyl) 1, 3-t hi azol - 2

g(2F |
zgnﬁ_?ﬁghr(gr@émﬁf?-geﬂgerg lhen%la-l 3"%&31'%3#]744?8?3’1@39{5‘]’%%%@@&,onanl i de,

4-Bromo-N-{4 [2‘°h1°1'0'4'(4'0h10r0phenoxy)pheny1] 1 3-th1azol-2—yl}-2 5-
dJﬂuorobenzenesulfonamlde - -

ngamgw
QQ”

:|9)'_"_“_'

t

a

-b"’-hg-b

N<N<mjmmm
-hl—l

4-Bromo-N-{4-[2,6- dlchloro-4-(mﬂuoromethy1)p]1enyl] 1 3-th1azol—2-yl}-2 5-
dlﬂuorobenzenesu]fonamlde :

4, 5-chhloro-N-[zi-(2—ch10ro-6-ﬂuorophenyl) 1 3-th1azol—2—y1] -2-
- 30 th10phe11esulfonam1de ' '
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N-[4-(3-pyridinyl) _1,3-thiazol-2 yl][I,I -b| phenyl] 4- sul f onam de,
N-[4-(2-chl oro-5-nitrophenyl)-1,3-thiazol-2-yl][Il,1 -biphenyl]-4-sul fonam g
e, ,.T _._ _ sulfonam

N—[4 (5- chl’ oro 2 th| enyl) 1, 3-t hi azol - 2 yl1[I,1"-biphenyl]-4-sul fonam de,

I4 -(Ij_lr \(I:vh: \(I)vr ﬁ*%mﬁﬁ'ﬁfﬁhg eny!| %‘ I# F@%@Fﬁ%% ﬁmor?Ph‘:’%WAE]%ﬂﬂYﬂ -}i3~thiampl Ragldt 2 de,

10 thmphenesuifonamde

2, 4-Di chlgro 6- met’h [ 4- (3- pyr| di nyl)-i, 3-thiazol-2-yl]benzenesul fonam d
romo-S-chi/oro—N-

e, {4-{2,6-dichloro-4-(trifl oromethﬁl) he
2,4-Dicli =~(2-chtoro-5-niirophenyl gzo]ilyg ? %ﬂ%lf% H)ghzen
esul fonan#hgép(il 4 f “"e"r‘{iiénesul fonam ge >1/5)' ']ﬂ“ Y ‘

2, 4- Disohl h 2-1 1,.3- thl azol - 2-yl]-6net hyl benzenesul f
. gg ?ﬁ%iﬂﬂo‘i‘o(ﬁ (4" 620 cl?loro-G opi]e nyl)-1, 3-’chtazol-2-y>ll]-]6- Y

2, 4- Di chlmeﬂtylbdnieﬁgm@f | yl -3-furyl)_1, 3-thiazol - 2-yl ] - 6nmet hyl benzenesu
Ifonamde N-[4-(1- ben%@g§3vll-13thla~~t- "n_~~a;,.,., )

20 N [ 4- (2&4&: tchlozo- N {4 §-dich :@m enesyl fonam de,
3- Chl oro {’4 (3-chl oré £ hi eny(l)i;&? | azoelltﬁé)@ﬁ%%i ﬁétﬁ%zﬂz enesul f ona
mi de,- %W@@ﬁlﬁf@amﬂe, (3-cht~r" ~

2,4-Di chI | or o-2-t hi enyl ) - 1 3 th| azol L 2- yI ] 6rret hyI benzenesul f
onami de, ‘8—?901%[14 [£1 S 01‘0-6-ﬂu0rophenyl)-1 3-thiazol-2-y1]-2-

2, 4- Dpchlg, ¥ oﬁhenyl )-1, 3-thiazol -2-yl]-6-net hyI benzenesul f ona
m de, Ethyl2 V¥l - 4 -Vi~"ifs'<mz<, i, ...,

- - = 46«-

N-j \éllv (2- {2[;( Br%%ﬂgﬁg'ﬁgl %%%or owe%JH@iﬁBhﬁ?’aﬁP%t}ﬂ-léM 4yl ) phenyl I )

acet am dé& }lm)lzenesulfonamlde '

2,3,4-T 4- (2-chl h 1)-1, 3-thi | -2-yl]b | f d
rﬁ'&‘flgﬁ'{{[@' (2-chl orophenyl) - i azo yl ] benzenesul f onam de,

2,4,5-Tri Iom-mhlnro-%thlhnﬁm(ﬂf Bmiifib BA0s Ryl henzenesul f onam
de - 16 @i 34Tr|chloro N[ 4- 30h|0?§2-%hleiﬁ§|) 1,3-thiaw -2

yI ] benze el’hl ophenesul f onam de,

ﬁchlsocmo%JNﬂ,_(,ig &ﬂ&@%ﬁﬁ b-e]][lsf’» hi az&laz%l-}/zl-%r ? ‘t hi ophenesul f onam de

_ N—[4 (2- me(tﬁylbeﬁzeﬁresﬁh‘b@j@mbenyl ) sul fonyl ] ami no} - 1, 3-thi azol - 4-yl ) phenyl ] ac
et am de,

2,3,4-Tr ziﬂaﬁﬂf&hi@rp?Nn(dLﬁdxhydkoﬂﬁeﬁb[Brygj[qrﬁggﬁztolﬂﬁgﬁogzd] F1,3]thiazol-2yl)b

enzenesul i)%ggzrgnesulfonam:de

Yﬁ]?e 11

| N-(4,5-Dihydrothienof[3, 2-e][1 3]benzoth1azol—2-yl)[1 1'—b1phenyl]-4-sxﬂfonam1de

20 2 4-D1ch10ro—N—(4 S-dihydrothienol[3, 2-e][1 3]benzothlazol—2-y1)—6—
methylbenzenesu]fonmde ~
N-(4,5-Dihydrothieno[3,2-e][1 3]benzoth1azol—2-yl)-4-—propylbenzenesu]fonamlde
3- Chloro-N-[6-chioro-S—(meﬂiylsulfonyl)-4 5-d1hydroth1eno[3 4-e][1 3]benzoth1azol- :
2-y1]-2-methy1benzenesu]fonam1de _

25 N-[6-Chloro-8-(methylsulfonyl)-4 5- d1hydroth1eno[3 4—e][1 3]benzoth1azol—2—yl]-4-

: propylbenzenesulfonamlde ' : T
2 4-D10h10ro-N-[6—chloro—S«(methylsulfonyl)~4 5~d1hydroth1eno[3 4-
elil, 3]benzoth.tazol-z-yl]-6-methylbenzenesu]fouam1de
N—[6-Chloro-8—(methylsu1fony1)-4 S-thydrothmno[S A-elll, 3]benzoth1azol—-2-y1][1 1

30 b1pheny1]-4—sulfonam1de '

.



4- Br ono- 5-chi oro-N-[ 4-(3-chloro-2-thienyl)-1, 3-thiazol - Zfﬁl ﬁEleM

t hi ophenesul f onam de, 3-BTOYO-5-chlnrn-TM/"'7_.,.aa,..___ ~ ~n,. , ~.

- tliiophenesul fonam de,

3- Bronp- 5- chl or o- N-[ 4- (2-chl or ophenylﬁ 1, 3-thi azol - 2-yl ] - 2-t hi ophenesul fona
"m de,

N-[4-(2- | or gphenyl ). sul fonyl ] am no}-1, 3-thi azol - 4-yl ) phenyl ] acet a
. Eje ( {ILI(& ﬁ(?(fhrioro-ngeth))/rlphenyl)su]%onyl]ammo}naphmo[l 2-d][1,3]thiazol-6-

2,6-Di Ohlﬁﬁ&e%n(n‘&e(?’ chl oro-2-thienyl)-1, 3-thiazol - 2- yI ] benzenesul f onam de,
2;
46Tr|chN 0. ?ﬁ% r ] ] 2yl ) be
nzenesul f o[r:l(aang [gh-@?oﬁylﬁhEﬁﬁl nﬁ”lﬁnﬂhg}/—q 5)%&?4&1&0[? i &]ﬁ 3]&1 (i 6-

2,3, 4- Trlylbdoatamj&e{4 [ 2- chl or 0- 4- (4- chl or ophenoxy) phenyl ] -1, 3-t hi azol - 2y| }b
enzenesul f onam de; 20

lz}g 43T | Kﬁﬁlﬁw{ﬁdﬂw@mwﬁﬂiﬂcﬁ-dl[dlilthﬁmﬁmyfoﬁwmﬂzbnés@fdnhnﬁa@' -2y
: enzen

B oo SRUBRBRE A by sronmnbooll SoiAS Tssei-dy DIk I bipheapli-ailfonamide.

yl } =2, 5di f f uor obenzenesul f onam de, 25 ' - :
4- Brom) N-{4-[2,6-dichloro-9.-(trifluoronethyl )phenyl ]-1,3-tbhiazol - 2-y| }-2,

5di f ht or ohastherebiect OREHE . B
4,5-Di chTor o- I\I-[AIié (2-chl OQ@ sentfulntrj%lrngrl)lﬁsacio)mpo?dt%%ezsgﬁlb?i a]?ﬂvezﬁoﬁ%eﬁjﬂ%ﬂesul
f onani de,use.

4- Bronp- 5-chl oro-N-{4-] 2- chI oro-4-(4:.chl orophenoxy)phenyl] 1, 3-thiazol-2-y
'1}-23¢ t hi ophenesul fonani de; .,v 16 SEP 2004 19

4- Brorm- hIoro4 irifl ororre hyl ) phenyl 13th|azol

2-yl}-2. & %‘%ﬁﬁ%‘b‘i‘%ﬁéﬁ#ﬁ@g 3501‘899 Sd%?gnﬁﬂgm]g tléastone -
2,4, 6-Trighher @h,{@ dlchloro4(Irlfluororrethyl)phenyl] 1, 3-thiazol-2
yl } benzenesul fonam thp@ :

4- Br omo- N[ dulfnarhidercouling by reabieAy h b+ dmiutiihadie with ¥ shiBRFl g RRFaRES Y |

onami de,
2,4,6-Tri chPIﬂSQnW{)ﬂabase;hl or 0- 4- (4-chl orophenoxy henyl ] -1, 3-t hi azol - 210

1}b |.f
KI—%4 {38u Onamdgmpbnsbyﬂenc@g/aﬂsamm@ﬂya;@lmdm}vauysmﬂmzm 4y1) pheny’

| ] acet am de

3I fChI or o- N-f%@y&‘(\m&d&]ﬂlﬂé%meﬁﬁc%ﬁﬁb%ﬁ%enzot hi azol - 2-yl ~_2met hyI benzenes
2 a6 Tr | Dpjormation of a thiazole ring by reasting an optionglly sub t'ﬁ'l“s%lfﬂ°2{ﬁa)‘ﬁlethzﬂ@nesu|

f onami de, I\Ietélmltikﬁohy,dr ot hi eno[ 3, 2-e] [ 1;
3] benzot hj azol - 2-yl )éﬁﬂyl - bi phenyl ] - 4- suI f onani de, 20

2, 4- Di chi®r formagio &demgdg{&aéﬁﬁaﬂnamﬁhmm&ﬂ
: yI ) - @Et hyl benzenesw f onam de,
ro- N-[ 6-chl or o- 8- (et hyl sul f onyl ) - 4, 5-di hydr ot hi eno[ 3, 4- a][l 3] benzot

' Rll- gé()lcm s 03%3172 ?}ﬁ?#ﬁ% @I%rlﬁ'g neiul f on.aog 1€g meztﬁod for the treatment or prevention of '
propyl benfishegsd! :
2,4-Dichl oro- I\I—[S chl or 0- Sb?sm?’ r%}?“""n"?%h}’i’?‘h?‘%e’ﬁ‘ahhéiPe’ig}X"er%‘f‘a 4e] [ 1 3] ben
zot hi az0Ihy?evmulﬁlamhamepmsﬁswﬁ@aﬂm@edeﬁibsk@o&dwardisé%sés amrl: .. 1o
LW~
mﬂammatory disorders, said method comprising administering to a mammal, i

25 including man, in need of such treatment an effective amount of a compound of the
formula @ ‘ AR .




30 bi phenyl ] - 4-sul fonam de, 1~ "~ - -

ey -T,. , I l'ycuul | apnm)l | ,i-alll, 3~thi azoﬁ-%gap} 280t ani de, ~

6 SEP 2004 zo

N-(2-{[ (3-Chl oro- 2- et hyl phenyl ) sul f ppyl ] am no} napht ho[ 1, 2-d] (1, 3]t hi azol -6

yl ) acetam de,

N-(2 {[ (4-Propyl phenyl ) sul fonyl ] am no}- 4., 5-di hydronaphtho[ 1, 2-d][1, 3]t hi az
- 6yl )ace]; am de,n 1 henyl ] - 4- sul f onani de. Anot her obj ect of the

pr esent invextien i i cal conposition conprising at 10 | east

one conpoume ) as defined above, and a pharmaceutically
accept abl @Tarri nds according to the present invention nay be
used in several indi :

i ch involve 11-j 3-hydroxysteroid
dehydr ogenase type | enzyne.

“invenfion may be used against d ntia (see W97!07789), osteoporosis (see
Canalis E 1996, Mechani sns of gl ucocorticoid action in bone: inplications
to gl ueoadetdigoi d-i nduced osteoporosis, Journal of Cdinical Endocrinol ogy

the -15 conpounds according to the present

and Metabolism 81, 3441-3447) and may al so be used disorders in the inmmune

system {see Franchinont et al, "lInhibition of Thl imune response by 20
gi ucocoi @I .coi ds:  dexanet hasone sel ecti veI y i nhi bi ts I'L-12-induced Stat 4

phosphor SAR 3Ryl rmgor;lmkmmyiﬂng, hll 8

wﬁyﬂg@;}%pages 1768- 74) an aI so |n %e abo mlflg s ylp;@?gaf ::gtn!s
Si

'The anduteges Op%raadR js lyrdtopen, deldsRa | LH]\H’ hgrabode
~definition of the 25 conpounds having tﬁ formul a (l'% !I’?n%e eXxpl ai ned.

The term"aryl" in the present,description is intended to include aromatic
‘rings . [ r..picycdic) having.from@ to 10 ring carbon atonms, -
such as %gﬁf}@f%B%oﬁamp %&angd{h@ ﬂgﬁlm I"‘Shl%mﬁlrﬂldnslwdpﬂ@dﬂ?y- )
O ue- al kynbstifated il 68 enzyl, . and

- 2-net hyl phen s g%&ﬁgﬁ?ﬁﬁﬁfﬁeﬁﬂéﬁﬁp&io EEthmg@& piresent

| .
descri pt é natpdlﬂ)pf,- | [ I y one
rin 0ne alromatl c). havi ng% to 1 q%?é’r ﬂwﬂg]’@% oﬁf fir6 at ons'
suc @YsaCWMOnmglmpwhetemmeagﬂ oy 65 fixfher te'b ﬁ“”ﬂ?ﬁ one or
ns_are other than carbon, such as nitrogen,” su X

.nor e of H é%ﬁ

oxygen and sef ent urm® BxGif5e BgmGPn%MPﬁ@d@tbaoi]eauhl other by bydeetsd

i m.dazolialogelt ophene, furan, thiazole, "isothiazole, thiadiazole, oxazole,
i soxazol e, oxadi azol e, pyri d| ne; pyrazine, pyrimdine, pyr| dazi ne,
pyrazole, triazole, tetrazole, chronan

Bis selected &om hydrogen and Cl.ﬁ-alkoxycarbonyl or is linked to A to give a 6-
15 membered aromatic or non-aromatic ring;

as well as pharmaceutically acceptable salts, hydrates and solvates thereof,

These compounds may also be used in the in the manufactme of a medicament for the

. 20 ‘treatment or prevention of diabetes, syndrome X, obesity, glaucoma, hyperlipidemia,

_ hyperglycemia, hyperinsulinemia, osteoporosis, tuberculosis, depressmn virus
d1seases and mﬂammatory disorders, . B

-

It is preferred that:
25 Tisselected from

thienyl substituted with one or more of bromo, chloro;

R T
LU




i sochroman, quinoline, quinoxatine, isoquinoline, phthalazine, cinnoline,
qui nazol i ne, indole, isoindole, indoline, isoindoline, benzothiophene,
benzof uran; isobenzofuran, 10 benzoxazol e, 2,1,3-ben20X33%%§§J§
benzot hi azole, 2;1, 3-benzothiazole, 351,3" ., benzosele iY&7 0 MM
 benzi m dazol e; indazol e, benzodi oxane, indane, |, 2,3, 4tetrahydrogni noline,

3, 4-di hy - 4- henzqQxazi ne, .1, 5-napht hyri di ne, 1, 8= naphthyridi ne,
acridineﬂﬂggﬁg@%ﬂauﬁﬁﬂmﬁﬁﬁﬂﬂﬁﬁEﬂﬂnﬂnﬂﬁmmum&Uf&ﬂﬁhgﬁﬁgmyLzﬁag}qwkﬁsdPresent
descriptnﬁﬂmbsghahgnded to include unsaturated as well™a H)}t al Fy* and
fully saturated noro-, bi- -and tricyclic rings having from4 to 14, .
preferably 4 to 10 ring atons, such as, for exanple, the heteroaryl groups
ment i oned above, as wel| as the corresponding partially saturated orfully

sat ur at e&%&%@ﬂoﬁnlnﬁmg&i@ng?ﬂ grézﬁaﬂﬂéiﬁf ' qﬁﬂer (i[ic rings are
azet i”gi ne,. Mol'i di ne, piperi di.n ., 20Di per az?’r;fy Wﬁne, s

t hi omdr p phanallysubgtitgerdhwith (ﬁ&ﬁ*ﬂbi@bféﬂofd}@n&ﬂgﬁﬁﬁ?ﬁhof fornula (1)
accor di n?h Itcﬂw' r sesré) a&gﬁ{‘i’(cati on, which may be straight,” branched or-
cyclic, 'sh&e iﬁﬂ%&ﬁy stmigdayith omeawphareyofzthytyqurlosms, nigs! ﬂﬁgrq‘ret hyl ,

et hyl, naopstiedy et ¢ -butyl ., sec butyl, tert batyl, pentyl’, 25

i sopentyl, hex%ﬂ‘a,ﬂl ‘?’9}3r?g%k@ﬁ?d%&%‘ﬁ-@ﬁ!ﬂmpﬁlﬁng&famﬂm:mmyuhe conpound
~of formula (1) according to the present application may be straight or
branched,. .is preferably C ~-allcoxy. Exenplary al koxy groups include

met hoxy, Bds 9tedpﬁomdxx¢oganmmm¢ybwsqmed%sw&gﬂiéya§} 8L, |

pent yA ox , | sopent yl oxy, .hexyloxy,” and 1 sohexyl oxV. 6~~' 22
Cl---6¥%03xﬁ?n?a%qt9¥£%ﬁ%¥mﬂéﬂﬂg-formJI a (1) according to the present
application nay be saturated or unsaturated and is preferabhly d ~, -acyl.

Exenpl ary acyl groups include fornyl, acetyl, propionyl, butyryl,
| sobut yr ypecifieeginbles! G I no e..g. 3 butenoyl), hexenoyT (e.g.
5- hexenoyl). 5 Thebterm '@aﬁ%gﬁagﬁ{w{op&@égﬁ%emé%@ﬁﬂpﬂi%ﬁ is intended to

:)P Clj:]dgtggﬁbil H ggl[(?s rreng?the?sﬁ)t heﬁgyesen(lfp-g:‘ej;@]rl?%gll't"gﬂbgﬁ%eox "{agsiloon rrpn_o
|

funcfi N -Clnlorovisthies [ hddrah AdG ly H d
Qe NPt o N T A

het erocyclT Tlﬁgg' s@' ‘é&l@f&éﬂh@ﬂYbyLBdhiaﬁoherylmmhggmﬂaﬁﬁd?r azi ne,
: hol i i | Lch, het cycl i i ng; ti | b
Subst it :%EXP e R ot o rpbedyk bortiaaole Staarbmndatey |
d i ' OB ' Ve t ahl i yative; h

ester or qa)ﬂl o o o AT s o BB lef aiheant-La-tizoboly 1o 1o m

the acti Qi‘ﬁflﬂje,( see Goodman and G'Inman's, The Pharmacol ogi cal basi s of
MGawH |1, Int, Ed. 1992, "Biotransformtion of

Ther apey i 8a' ed., )
ey ot St e e
L 1.32thj 0(!.- X Lo

géneral ['y “saf €,” non- QpyePenzeBesdfonantidenor ot her wi se o
undesi r@[&(@ﬂﬁd@@.@l ﬁbrgq Hgﬁfiﬁl fg{ e%e'ri n}ggy use as well as human
phar rrac':ﬁj%((:gm&lge. "Ph s 92%1' "Xﬁf’ fprereberzenesmlfonamidene present
descrip oxyplesnydy-¢ 3 i4 ceptable, as defined above;
and whi gh‘; ossgss }tqr’\% dggjlreq phar %ﬂ?ﬁ@ﬁé’ﬂ%@?ﬁ%ﬁ%ﬂ%% sal ts include
aci d addr E aFP@ﬂlYﬂdﬁfféﬁ(Bmmbphem)ﬂlQ.gﬁdzdlwgg%gh&&g%&uﬁ%h. as
hydrogegeéﬂl gq_ gne1 ﬁﬁogeq@bromde,' hydrogen | de, _ su tic acid,
phgphorl g:mg 7, Gthydy “f( ! PYb_l,ﬁcﬂltla@flﬁeYBbennﬂtngéulfoL%ﬁi@% mal oni ¢ agl d,
oxagjc ¢ aci,d. triflugroacetic acid;~fumaric acid,
succfi’ ni ?%c %@tﬁ@@-ﬂﬂor&’g.me _Ylgﬁ ny15-1,3- iazol-2-yl]-2-

methylbenzenesulfonamide, . e - - -

2,4,6-Trichloro-N-[4-(3-nitrophenyl)-1,3-thiazol-2-yl benzenesulfonamids,
2,4,6-TﬁchlorofN-(4-phenyl-1',3-ﬂﬁaiol-.Z-yl)benzenesﬂfonamide,
' 2,4,6—'I‘richloro—N—[4;(4-ﬂuoro-3'-met‘ny-lpheny1)-1,3-thiazoI-2-yljbenzenésxﬂfonamide,
‘2,4,6-Trichloro-N-[4-(4-methoxyphenyl)—1,3-thiazol-z-yl]bénzenesmfénamide,
: N.[4‘(3 -mﬁophenyl)- 1,3-thiaz_ol-2-yl][ 1,1-biphenyl]-4-sulfonamide, |

A,

30



23 tartaric acid, citric acid, benzoic acid, ascorbic acid and the fl oe.
Base addition salts may be forned with organic and inorggra' (Sgﬁaz@s, such as
sodi um ammoni a, potassium cal cium ethanol anm ne, diethanol am 4’

N- et hyl gl ucam ne, choline and the |ike. S Pharmaceutical conpositions
according to the present invention cntain a . pharmaceutically acceptabl e
carrier together with at |east one of the conpounds conprising the formula

(1) as dés(dﬂ?h@grlmﬁﬂhﬁzapgl@q)[lﬂgﬁ ee;ﬁ _&g%%‘ﬁd therein as an active,

antimcrobiral, ingredient. I'n""a pr t he therapeutic 10

Conposi thM-(dthmroﬁ*mﬂibgphényIMﬁ%ﬂﬁdﬂélﬁmﬁﬂlﬁl,qd.b%meﬁ HUIBRRRh e for

t her apeut.i u&)?ﬁes, unl ess that purpose i's to i duc% an | mmune T ésponse.

o Theliﬂ?@p&' staexyphenyhh b3 rthisso i-yiﬂﬂl,l:'dliphsﬁlylp-dmﬂm&nﬁwt ains active
understood in the art.

i ngr edi ' I O 4 di sed thergin_is. wel

ITygi ca: %h%ﬁﬁq@‘%‘%ﬁ%ugl‘ﬁ‘é‘ﬁ@@@%ﬁb&%@@i@rﬂ@mpm@ t her
. . . ) h , e

For . it Sl BB R R B S bt taiRamiderg use can

al so be hAdpahbeto-Nf- (8- I1R&th$] € sifihed. 20 The active

i n;r edi ezrat may bg m xe(dJt vﬂuntai;lﬁgi(m p??rllltegw\aﬁl‘f?cﬁ ar (g%bhll(rgdrmceuti cally Y

accept aun@&wﬂaamppadfonamide;h the active ingredient and in anounts.

t her apeuti ¢ net hods descri bed herein. Suitable

i tabl e fqr. h h :
| 'ZsE ¢l EL e?’méﬂéw ,°ef1°laﬁ‘[_téxé‘r'rﬁleﬂ,lomf-@wl)ﬂ%ﬁ%;oh@egﬂ]—ﬁgnethgl%en@?sﬂﬁhhﬁﬁ@é,_ or
mmy. contan-GARH R bbAbeb 5 i lalinS Sk, hisaal4 Siiphenslacstamideng or

l1gi T i 1Fg. i the | khk i ch h th
ST oo | vi-PRORAANIE. (Ppyniltiny B 1 SnBORMLSy i AR ntbabinnide O b0 orocent in
t he comidd4+(RechloRp8+ .d héﬁ)qﬁllyﬂﬂﬁfﬁm-?yﬁ-ﬁgﬁ%ﬂb‘éﬁ&n@é@f?f digmown in the

g queous”so

ark Exenpl.ary of liquid 30 cafriers are steri Ut on% t hat

contain 7@6@1@%-‘155@&3&@@11&0[1}2-td]§1,a§mia@1_2.§1g.gtedi ents and water, or
contain _a buffer surclg. as sodi um phosphate at physi ol ogi cal 16 SEP 200 zs
pH val ué’,mB}%{b?PB‘FI}fﬁ 9namyde.ne or both, such as phosphate-buffered saline.

ﬁ,ltei_l.'_ ?fsqi‘iﬁf@%‘%@ﬁéﬁl@ﬁ%hﬁ%ﬁif‘%ﬁﬁéﬁﬁﬁﬁ‘ seTmmdee.,  pr opy| ene
e R ST B MRET urr

Exenpl al¥-[64#(2s{[(3rchtrtio:2-omethylpheny[Jsubfvag 2 fantins } 9 %@@k vegetabl e oils
such as i)ottonseed oil, organic esters Such as’ethyl ol eate;. and wat-er-oil
“enul si o théylﬂﬂ@ﬁtéﬁdeaceuti cal conposition according to one of the

et et et ARl R4 PR SROR e en SR Ll coouns
o o SRSB4 LRl SO PPN AL PO ol 1y acceptable ©

t he2¢ol mhyllﬁﬁkeﬁés@]foﬁaﬁﬁ&@’r med with inorganic acids such as, for 15 -
exanpl e, hﬁlcérochl ori c or phosphoric acids, or such organic acids as acetic’
T

acid,  t dréhlare-Md7enethanyed, Sadiagddnaphthol B2l djfe3 B8 2t@med with the freg
car boxyl gy S can so 'he derived frominorgani ¢ bases Such as, for '
methyfbiare

exanpl e, BaBRde,anmoni um cal cium-or ferric hydroxides, and

h i i | apa he, .tripgethyl am ne, . 2-ethyl am- th |,
it o SeChlorga TR QoS RR il Eiuniszolzr Wi bmstanlbonsmesuidonainide,
f { i Rl ] ' icallye .,
PL?é;éiﬁ%‘%ﬁﬁ?ﬁwﬁ%ﬁ@?ﬁ%ﬁﬂ?f?-'?&ffa?ﬁfﬁaﬂi%fﬁém@?@riz%ﬁ? pidg,
i nt H[A-424{ (2, 4/6-trivdd TNduMoh Jlagﬁﬁ / :
Issbcu'znejmeousl y{?[( CIJr?er roﬂltoggbﬂmjgl)ch as’l. nO\tf)\/}ﬁ_af%Jr_ @’%@@gﬁﬂ g?%tg.ﬁn(ll% t he
‘art ar e 2rhibriaaghloro-Naf4-(3-piyridimd)l Baittiaadl Byibenasidsioaaaideor di ng to the

i in the formof tablets, capsul es, powders,

o anul &S POIIRE N 4z ehlgrogenionbeny e . ribiazol by libensent ulfomaoiide, or

sterile § R [ ons or suspensions: - Tablefs and capsules for oral
admi ni sg’%? ?fo}%a{lrrg%f g‘fezt##%ﬁ? '3%@?&5@@&3‘5@‘?@?@1@]&%2 ¥r contain 3t)

conventygbgﬁzmegﬁm)ﬁﬁhfdéuch as binding agents, for ‘exanpl e syrup; -acaci a;

~gelatin; “sorbitol, tragafath or polyvinyl-pynol-idone; fillers e.g. | act ose,. .

sugdl , 2,G-dridtdornN-[4-(5-chloro-2-thienyl)-1,3-thiazol-2-ylJbenzenesulfonamide,  ~#
. 2,4,5-Tlichlerq—N-[4—(2-chlorophényl)-1,3-thiaZol-Z-yI]benzenesulfonanﬁ&é,




~ 6 SEP 2004 25 cal ci um phosphate, sorbitol or glycine; bIettlng

| ubricant e.g. nagnesium stearate, talc, polyethylene gli Br 20081 i ca;
disintegrants e.g. potato starch, or acceptable wetting agents such as
sodium lauryl sulfate. The tablets mgy be coated according to nmethods well
"laiown in normal phar maceut I cal pracf ice. Oral liquid preparations may 5 be
in the foN _fgg g@ uspensi ons; sol utions, emulsions,
syrups or_eliXi Ay "g’ ﬂ@]-&ﬁythmzoh-d lﬁphénﬂ%@&gﬂlﬂgutlon

: th vvateN-éF3 yrédin gtﬂéﬁz re S ch d preparation
Vr;llzaty cont n[ c(oﬁi\a/entlgﬁgl %ﬂlsgéﬁ @Uﬁ lﬁlgﬁné’gé SHHi p Iqzlts Ioe g o
sorbi tol Nyl mﬁ’“‘m‘*ﬂf’“"*@"ﬂﬁ%é??ﬂ@yi“@sh%r Nor ogenated |

edible f emul si fyin ent’s e. g,
acaci a, ﬁgi% éﬂdﬁtb{ engpitthofi, Palj[ 1,3 .f_g,l)g irdbrsﬁ% 11649 al nond
oil, fra ;ﬂfaa%& coconut oil, oily esters suc yce YJ opyI ene
egcoI or et al cohol ; preservatlves e.g: nethyl- or propyl

h drox L. esired conventional flavouring or
Eol gur_i N eﬁ?’gﬁoﬁ 2 m%ﬂﬁlzé’a%ﬁ@ﬁgfgﬁlj[é&&@myﬂ%anm to the :

t 2ichlon f at, | t 0.1 ht
 percent Eggngounﬁp%%“n’%’???%%%ﬂ@ma oo sutfngeider ool | O

t her apeu @dorom«mmyg)h%gf\ggggﬁ?ﬂ% rcen} &w%ght of total

conposi t or, exanpl e

conpri si XQBPE%YW% e(|) per 100 grans of total conposition. A suitable -
20 dxaolyzqrgll 1 preferably a human being, may vary wdely
~dependi ng’ on t gﬁ)gg r?gétpﬂ)ﬁ%%'ﬁmﬂﬁﬁ-ﬂ&mﬂeﬂ]heﬂbﬁesﬂfo wgaaund

conpri si 2g-Dichlérer . 0 body wei ght rr’ay be -

appropriate. The corrp |‘t§i|honés 52@@%&’9@»@) lexg'ﬁﬁézcgg?eygrﬁ- I nvention may al so

be used Wethsdb menbgdlﬁmdnﬂaet hus they may conprise a veterinarily

accepta i ent _or- Garner. T e corrpoun s of the present invention in
ﬁ(ﬁ%ﬁﬂ h d f thi

1 abel | e ogN-(7 smcthoxyatlls gnost | c.
. agent . I‘E[ﬁ%e%ou S of, the forrrul a v@ﬁngﬁﬁ%égg?éﬂi ed by, or in
anal ogy 'w met hods, and especially according to or in
anallsgy uiihichigof 200 26 net hods. Further, the
phar macol ogy 1 n- 3.1?11*%%@&%%% ~thiazo}-3+1pGi ng reagents and net hods.
Al | publmeﬂiylbmsemﬁlfoﬁ%i’dé‘erel n are hereby incorporated by reference. By
the 5 )é{;resm on "conprising we understand including but not limted to.
ot

‘Thus; -{Mé,ddmiﬁh .ﬁﬁggy.qg_; Eﬁl#ﬁﬁ &gc€rr| ers may be present.

. The i ﬁ:ﬁ&ibon wi |l . now be descr re o the follow.ng Figures
~and Exa% P@%Fméiﬁ,and Exarrpl es are not to be regarded as. |initing

the sco f e, Pk nvent | on, bnt shall bnly serve in an
T ustrat Bfg&n%%%@@ﬂ’éfﬁ% (Bchlnro-lﬁl-mbthglbéi'fz@ﬁbgﬂ]f phafifgay 15
[1,2Q( nN—{WchrdiblZ-ﬂﬂ?ﬁ‘y %%%h‘g% ?] from mer sham Phar naci a Bi ot ec
Ant i c'ort i sol rmbggf_:ﬁ;na ge Pl eay]-4ar sEnesfenarhide, ned from
| rmunot ckhlgner -Ichl@'bl-pﬂn PA) , bgads codt ed vmth
nonocl 023’ Muse ant i bodi EE %ﬁagﬁf%ﬂé %fhﬁﬁ)ﬁpﬁﬁ%
NADRH, 0 erlgeﬂ‘lt-(fiﬁddoro-}tmenyl)-l 3-th1azol-2-yl]benzenesulfonam1de .

) 4—chhloro-N-[4-(3—chloro-z-ﬂnenyl) 1 3-thlazol-2-y1]-6-

methylbenzenesﬂfonamde

25 : 2 4—chhloro-N-[4—(2-chlorophenyl)-1 3-th13zol-2—y1]-6-methy1benzenesulfonam1de

‘Ethyl 2-[(f1, 1'-b1pheny1]-4—y1s1ﬂfony1)am1no]-4—phenyl—-I 3-thiazole-5
-Chloro-N-[4-(4-methoxyphenyl) 1 3~tlnazol-2—yl]-2-methylbenzene51ﬂfonanude
N-[4-(2-{[(4-Bromo-2 S-dJﬂuorophenyl)su]fonyl]ammo} 1,3-thiazol-4-
yl)phenyl]acetanude
30 23 4-Tnchloro-N—[4-(2-chlorophenyl) 1 3—tb1azol-2-yl]benzenesu]fonam1de :
2,4, 5-Tnchloro-N-[4-(3-clﬂoro-z-tblenyl)-l 3~th1azol-2-yl]benzenesu1fonam1de,

-carboxylate,

)
C oAby

ams of conpound



20- $om Cal bi ochem and gl ucose-6 phosphate (G 6-P) was &8pBEP200bySi gna.
The human 11- (3 hydroxysteroi d dehydrogenase type-i enzyne (11-(3-HSDI) w-
expressed in Pichia pastoris. 18-[3-glycyrrheiinic acid (GA) was obtai ned
from Signma. The serial dilufions of the conpounds were perforned on a Tecan
Genesi s RSp 1S0. Conmpounds to be test®d were dissolved in DVSO (1 mv>) ~g
muted in 50 mM Tris25 HO, pH 7.2 containing 1 mM EDTA. The nultiplication

of pl at es 2% 4-TiickHonmNa Rl I nt, of .Lhe product .
[BED'_CO”QS]%}CH@?&&IE% (% olﬁlbﬁjekbead?ﬁv\gEHQZﬁ é?'%@"f’ﬂl epZenesrionamidecount

m cr opl at &~ HAtahlom:2-ehiea 9ot 8Lthizzd1-2.v1]8 £  The 11-j 3-HSD
enzyne asaay_pugﬁpcaﬁiﬁvd&out in 9 ]:)vvell m c%gtliﬂl gfgsg%@gb%ﬁﬁg@?nmde,
Opti pl ate) ™11 -N~( qthmqr-e;fedﬂxydxmghtho[mla][gssgﬂﬁbﬁﬂiz.gg,w Tris-HCO,
pH 7.2 WW"@W% substrate mxture tritiated Cortisore/ NADPH (175
"nM/ 181 ~, - and inhibitors in serial dilutions (9 to 0.15 ~. .
React i Dns 4,3DécHlotAN-[ AL ifj,on qf hyman | 1-(3-HSDI, either as
Pi chi a palsqt ori Slﬂ([é(gl FL%%%%%?%&%WWL#‘MB} eriiophenesuifehamide, past or i s
(the finaN-Hh2[(204, 5eNiolitey, 1 6d: bet. . 0. 057 0.11 ny/nl). -
Fol | owi ng?gi ‘i(—lfnﬁ%h}t th p(%at egp\%gﬁbéﬁsﬁa‘filgﬂ] crg‘gbﬂ?‘gﬂ%ﬁ'ﬁwdi&nxﬁaemde,
t enper at ufe>"" @Y Pmeﬂsmxy-zt,é:dihy@t@g ' C AL GA stop
sol ution. %%%h rl]ﬁ_{‘ mua&anti body was thgﬁtﬁgg%gg‘iualwg of 4 ~

fol | owed %gﬁ %S LOTmy beads (suspended- according to the a .

manuf act ug. o 7Sy ropriate-controls were set up by omtting
the | 1-( 3?%%?1(1{%%%%#%IH@H@’?@E&‘%B‘%?WY@)‘B@&M@I{Z@H}Z#M ue: The plates:

 wer e I6ovethésbhentdulfdmsiige. fi! m and i ncubated on a shaker -for 30 minutes, at
~15 room tenperature, before counting. The anount of [3H]-cortisol, -bound to;

E:QFCBF_:? i ool @&fg th-e K;_rnggT(zghg forf ?ﬁ’glﬂm%ﬁ‘?‘lﬁ“?ﬂjﬁgwﬁg?%ﬂﬁﬁﬁg’glﬁgﬁ%r of The
CActivity b E@S'Efﬁmamlde,al ue is calculated fromlCso and the Kmvalue is

R i s e A MR ‘If;;“;i&ii?ig;@%i = eéﬂj /-
T U e e T
p7VL_ Il lustrative of the i nverﬁ?ﬁ%ﬁ’? %@%‘P‘?&%ﬁ’ig’%ﬁzﬁ]ﬁ’é@%ﬁe been
determ né{g’ F%Zqﬂﬁ@ﬂf%mldel-j 3-HSDI enzyme assay (see Table I): - Table 1. Ki
o P LA e St b,

' yl}benzenesulfonamide,

20 2,3,4—Trichloro-N-{4—[2,6}dichloro-4-(1n'ﬂuoromethyl)phenyl]-1,3-thiazo'1-2-.

, yl}ben_zenesulfonamide, - ' ' | |
N- [4-(2-Ch10;o—6—ﬂuoropheny1)— 1,3 ¥th_ia2(_)1-2-yl] ~44propy1bénzene51ﬂfonamide, .
4-Bromo-N-{4-[2-chloro-4-(4-ch10rophenoxy)phenyl]-1,3-ﬂ1iazol—2-y1}-‘2,5- N
diﬂuorobenzenemﬂfonamide, ' |

.25 ‘ 4-qu'111q-.1\1-{4—[2_,6-dichloro~4-(triﬂlioroméﬂlyl)phenyl]-1,3-fhiazol-2—yl}-2,5-
- difluorobenzenesulfonamide, | S |
y 4,5-Dichloro-N-[4—(2—0]1101"0-6-ﬂuotophenyl)'-1,3-thiazol—Z—yl]-é-.
- thiophenesulfonamide, o ,
| 4—Bromo-5-ch10ro-N—{4—_[2-chloro-4-(4#-chlorophenoxy)phenyl]—.l,3-thia.iol-2;yl}-2-
- 30 - thiophenesulfonamide, - R | |

al,




General : 5 For preparative straight phase HPLC purificatifpf SEPHE#branex

colum (250 x 21. I mm 10 pm was used on a Glson systemeluting with

et hanol in chloroform (gradient fromO - OG%in 10 mn) with a flow of 20

mLl mi n. Col utm chr omat ogr aphy was perigornmed on silica using Silica gel 60

'(230-400 nesh), Merck Melting points were determ ned on a Gal |l enkanp -

appar at Uﬁ-ﬁfbﬂ@ﬂcﬁloralﬁ- recor ded usi ng a 10 Vario EL instrunent.
(-G ol oto-rifrattugmomethtipheny i,

HPLC anal yses were perfor 3¢thid¥ok-24y1§..20m
3p.) vvltHYuzo phiesesuifordnile/ min on a Waters 600E systemvmth . noni f%?l ng at

254 nm EX% &phase preparatlve HPLC was carried out on a 100 x 21.2 mm
Sp.. Hype ehlare-N-dRrchddno-6-finomh heri 191 3dihgi1-of ?‘V ACN in 95%water to
95% ACN 'lﬂe ter ‘&Z%TFA buffer? oven 10 m'ss flowrate of 20 nmlL.
./ 15 minW ider set at 254 nm Thin Iayer chr omat ogr aphy was
-carrigd . ica,’ F 254 plates (thickness 0.25 m).
El ectros %5%@8& rg@i%%d dlﬁbi anmeﬂwljpheuylwz;a-&mﬂa,mvs
—spectronwﬂﬁjmz&mnm@d up corrpounds were purified by flash colum

chr omat ography usi ng. pre packed silica SPE colums (10 g silica) on ~an

I'sco Fox§-Bomn ViR echboreys-fhitrophsh 18’8 %&Lg%&l\ 0 16.67% ethyl acetate

in hexane | tﬁ easi ng | ncrerrent all'y t et ate. List
ofAbbrev @3’ rAmideor omet hane 25 DMAP = 4-di net hyl ani nopyri di ne

di net sul foxide . ~ s s~P Zao~ 29 EDTA =
et hyI enegqam ne‘?ﬂﬁﬁg @'ﬁ' wC 9“%&‘9&0{»&&0@5@1&%&@& 35hivEh A: 1 Eq of
the B any Mﬁ%ﬂ%ﬁl i ssolved in pyrldlne(OSMsqutlo The
squonerNg[h‘tl_gszkde ‘i was added and the reaction mxture was stirred
~at anbi E(ﬁaBﬂﬁﬂo-lSDéiﬂbrdlt here,f h. The reaction
“mxture %}) pour ed info aqueoug %ﬁ#@”{ﬂs}ﬁ é ﬁéﬁéwao Precipitated i t
was col | catamldeer and washed 10 with aqueous HO (1.-M and

recrysta l%f m et hanoI In case an oil was obtained, the crude was
extracte l{lyﬁ)]banzbihlazﬂ-ﬁ%ﬂ?ﬂéﬁzé}ﬂasﬁlﬁ Qﬁﬁ procedures.
METHOD B dﬁ.} t(|4§1 f th 2-am naot hi azol e derivative eq),

triet hyI am ne

onafgR-el h’a’lbmzoﬂna@olm BeMn@sdlESnAidees
i 25??3?30.“%@’%&%{@%&? @déaﬁéﬁﬁ%h@eq%ge%fi h‘iﬁzgrlei o et at

roomte@@ﬂla(hﬁmemifomme The mi xture was then added to petrol eum et her

(10.ti ctjon volééﬁge After some hours in refrigerator the 20
. super nat I'QhN: wdedthienp[s, 24 dual nmaterials were
di ssol vggi)o ha -acetic agde?gf)%‘) diﬁia%ﬁ%ﬁm_) + 50 pi,) and
purifie y pe °zCIVB(aceton|tr|Ie wat er gradients). The purest
fracti on(p3 hilized. Alternatlvely the crude was
- i sol at ed SSI ng Jr’%g $ a"\@l#’ﬁg Euzothiazeli3-yHil, i\ blpbenyﬂrm-suﬂﬂomdures.
FORBAATI M-Dicmbtd\MSfﬂlh@rothleno[S 2-€][1,3]benzothiazol-2-y1)-6-
a methylbenzenestﬂfonmde

N-(4, 5—D1hydroth1eno[3 2-e][1, 3]benzothlazol-z-yl)-4-propylbenzenesﬂfonamide'
3- Chloro-N—[6—ch10ro 8-(meﬂ1y1511]fonyl)-4 5-d1]1ydroth1eno[3,4-e][1,3]benzothiazol-.
_ -yl]-z-meﬂlylbenzenesulfonamlde

25 N—[6 Chloro-S-(meﬂlylsulfonyl)

| : -4 5-d1hydroth1eno[3 4-e][1 3]benzothlazol-2-y1]-4-
. propylbenzenemﬂfonamide -

-

—Dxchloro-N-[6-chloro-8 (meﬂlylsulfonyl)-4 S-dihydrothieno[3,4-
ejll 3]benzotb1&zol-2-yl]—6-methylbenzenesmfonamzde

B 'N-[6-Chloro-8- (methylsulfonyl)—4 5—d1hydroth1eno[3 4-e][1, 3]benzoth1azol—2—y1][1 i'-
- 30. b1phenyl]—4~su]fonam1de '

£

Ay

\ N—{ 2—[(Phenylsu]fonyi)ammo]—4,5 -dihydxdnaphtl_la[ 1,2-d][ 1,3]ﬂjiaz01-6-yl}acetamide,




METHOD H: To a solution or suspension of a {substituted) t4y '
ethanol (0.5 M, 1 equivalent _ 30 of a-hal oketone was adé&%ﬁpﬁggﬂ

tenperature. The reaction m xture was stirred in a ...-~_ sealed tube at 95

C for 4 h, cooled, concentrated, redgssolved in ethyl acetate, washed 16

SEP 2004 30 with saturated aqueous sodi um hydrogen carbonate, dried over

sodi um syrfatea chromat ogr aphed on silica gel using petrol eun=et her and

et hyl ac-gg.a(?ﬁ@g&g}q}'@%&e h@mﬁsm&@b]amiﬁowh%pltj_mlogggg%@qﬁ (1 ec~
C I Né ? (N1l

and thi Q%T)a@et@&j&ﬂ) in ethanol at 60 1 eq of "iodiné one
portion. The react’ion tube was sealed and the reaction m xture .was stirred

100 CN-Q2-{1@-Peopiip ' . | h i'd
? :[aken' up i-gz [gg:l(%l was helheﬁé\’nl )13 %ﬁ%@%&b&&eﬁgh&?iﬂédﬁ@é%%ﬁf e,

dried w ﬁ’l_)a ddd,um sul fate. Products were purified by chromatography on

S sil i'csa gfﬁ} @J&&g L a grvadlilent ~of petroleumether / ethyl acetate from

8:1 to 27 KT OrY%: iropaphti bRk FPIA Tha1eqr of the follow ng
oL RO fenssh onamida e

Exanpl 244D 246 ally 15

P it it dese e e
Et hyl 2- N2¢8s g sy l)sul f i no}.- 13-t hi azol - 4- anzoate 2
1 24¥A] 2%%%%?%% %8%@5&%%1%@“@%#2ﬂmﬂk%?;gmnyﬂn-sulf;ﬁ;;i;e,

yl ) benzenesul f onam de 20 3 [ 246A] . _
4- Chl or o—; N-! 4- (4, 5-dichloro-2-thienyl)-1, 3-thiazol - 2-yl ) benzenesul f onam de

NOVEL olyieet obtheqpresent $nesit s GOPmAHA s.yere synt hesi zed. _The
y -avai |l abl e 25 conpounds ﬂtclﬁu on ygﬁ#ﬁg SHER comprising at

T B G v o SR 7]

use of s as set out in the appende
SEP 2004’ %ﬁwgsw [ 248A)

Th . . B . . - ) : V
¢ compounds according to the present mvention may be used in several indications

) which involve 11-B-hydroxysteroid dehydrogenase type 1 enzyme. Thus the
. 15 90mp'ounds according to the present invention may be used against dementia (see
7W09.7/07789), osteoporosis (see Canalis E 1996, Mechanisms of glucocofticoid action

| in bone: implications to ghucocorticoid-induced osteoporosis, I oximal of Clinical

| .'jﬂndocrinology and Metabolism, 81, 3441-3447) and may also be used disorders in the

| | lmmune system (see Franchimont et al, “Inhibition of Th1 ilmmme reépoﬁse by

20 qucocqi'ticcids: dexamethasone selectively inhibits IL-12-induced Stat 4

phosphmylaﬁon inT Iymphocytes”, The journal of -Imiﬁunology 2000, Feb 15, vol 164

(4), Pages 1768-74) and also in the above listed indications. | ’

| The various tem use'd, separately and in combinations, in the above definition of the
25 compounds having the formula (T) will be explained. -
- The ten;; “axyl” in the present description is intended to include aromatic tings L
| (monocyclic or bicyclic) having ﬁ-o;n 61to 10 ring carbon atoms, such as phenyl (Ph)
| and naphi_:hyl, which optionally may be substitated by Cy¢-alkyl. Exaﬁzples of S
30 'subsﬁtutcd aryl groups are benzyl, and 2-méthylphenyl. ' | o

A




- as described in the synthetic METHOD

Et hyl 15 GIF

2-{((4-chl orophenyl )sul fonyl ] ami i no} - 4-phenyl -1, 3-t hi azol e-5-car ate

The title conpound was prepared from et hyl

2- am no- 4- pheuyl t hi azol e- 5- car boxyl| a&g and 4-chl orobenzenesul fonyl chl oride
to 5 give a white solid (61.7 ng)

i th puri nfz 423.0. EXANPLE 5 (250A] Et hyl
2415 crl 8 ey ki ansn s iphomhemgiodydid b Aok i Doy

lpﬁfaler ;1/I0t E?tglzl%tilé #gg%gg%%ggﬁ]&%nﬁﬁﬁl@@ﬁd@ ! Oa?o%g)él h@@gge?;']rgéﬁltbdwl chl ori de
ety oC0o O b aldas YCH Y% 080 BF B b i Cuonot or bicyole),
N[ 4-(3- mm@m;meommgamwoméﬂ ro%ﬁ‘éﬁﬁ?@hﬁg an cgﬁdT tltle

conpoynd was re ared from2-amlio-4.-(3-ni

4- npropyl9 Srlewigm. E‘}iamplesiefaac]ﬂhaerc ?; H?ka THCD Bto
ive a d th urit >90/ 1, {ne
0% YR e Aol et iy Soeepgr e 222
es 40 _
RII-\(/4 phe%/nlQ %Xplt' hi azo b%ﬁ% %WSMMHM@MI@ chrarhan,corpound

was prepmoehr(ﬂmmm%mmﬁﬂpq%njﬂﬁﬁﬁ @'ﬁ%ﬁ?—@ﬂﬁﬁ?‘ r opyl benzenesul f onyl
~chloride described.in the synthetl %%vﬁﬂagﬁm ‘E“%"!ﬂoi@e( 29.8

. [22_) wi t hig01a, ispinaoles indplipepispiroline3bdlizdthiopherkd bebotbth, Seotrobiiek ©

| jﬁh benzoxazole,diibeneonadiazols tenzethidzobs, ), | SdaizomihRezepasul-f onan de
Thetltl repar rqm y

2--am no- qu@ga? #ﬂgﬁ%@@ 8‘?@@[‘%%%%@%@50@%&& indane, 1,23 4- o

4-n- pro ﬂ&ﬁﬂiﬁco descri-bed_in the synthetic METHOD B

to 5 give a Whl te so |H§%d3?&g)d%%ﬁb%"ﬁﬁ?nﬁg /‘@a%’l{l@m,)lﬁfz 391. 2..

EXAVPLE sapfhfi5fidine, acridine, fenazine and

N-[ 4- (4- met hoxyphenyi) - 1, "3-t hi azol - -yfb] ' propyi benzenesui f onani de ‘The

- title conmpound was prepared from 4-(4-nmethod phenyl)-thi azol - 2-yl ami ne and
10 tbepzenesul fonyl chloride as described in the synthetic METHCD
flén gﬁ}@ ﬁ./? %F QBY‘FIEF (lszthg Pregenideseriptiontiy intedédto Molideamsatizd 389 2-

3“??5.%?%%%@%@?@@? Yo b rtnrings imvintonn . 14,
I or o 3.met my Beneenach o‘ﬁ%?ﬁ"ﬁ?%?.f S8l 385 BRledesi Bfins mioned
| Z/E‘(I)’HOOD Bhoye g5 vellasthel conresponding FaralBatitfaten Bf‘fdﬂ)y st 9%a AedgogRtic ™ 2
rings. Exemplary saturated heterocyclic rings are azetidine, pyrrohdme plpendme
20 piperazine, morpholine, thiomorpholine and 1 ,4-0xazepane.

j

01_5-a1ky1 in the compound of formula @ accordmg to the present apphcatlon, whlch
‘may be straight, branched or cychc is preferably C1.4-alkyl. Exemplary alkyl groups

o include methyl, ethyl, n-propyl, isopropyl, n-butyl, sec-butyl tert-hutyl pentyl,
25 1sopentyl, hexyl, 1sohexy1, and cyclohexyl.

CI_G-a]koxy, in the compound of fo1mula (D according to the present apphcation may
be su‘alght or branched is preferably C1-4-alkoxy. Exemplary alkoxy groups include

meﬂmxy, ethoxy, propoxy, mopropoxy, butoxy, sec-butoxy, tert—butoxy, pentyloxy,
30 1sopentyloxy, hexyloxy, and 1sohexyloxy




EXAMPLE 11 (257A] 20 ‘

3- Chl or o- 2- net hyl - N- (4- phenyl - 1, 3-t hi azol - 2-yl ) benzenesul foigmsgg %nnﬂg title

conmpound was prepared from 2-am no-4-phenylthiazol e and

3-chl oro- 2net hyl benzenesul fonyl chloride as described in the synthetic

.~ METHOD B to give a white solid (51.82%y) with purity >9p~/a. M5 (pos) m z
36S. 1. 25<EXAMPLE 12 [ 258A]

3- Chi or o- N-pZAY4.11) the conpamat of fohsly! . _2-yl]-2- 0
et h;ﬁgggéﬁéﬁg&onaﬁ&a Threvfti_tle Qn%co%ﬁ%ﬂ%géqb?@fééﬁaﬂﬂl@ﬂﬁmmaybe
2-am no- 4° e &nsa tahglli i L83 d . "

chi or Do PRl CaZplabyt, EXhotaryi aovl sroupgiinciade o 30

3-chl oro_-f?zz-g1 t hyl benzenesul f ony
METHOD B i Jectyl, propionyh|b 9s ' urity>9Q% MS (pos) mz

397. 1. .45 1@ EP 200 33 E%%E c:?ILbs é%%lglﬂ ‘SOVXEW% butenoy] (e.g. 3-
2,4,6-Tri cﬁ‘ley » REFCAOY: {pig 5thw'xbmyl),) -1, 3-thi azol - 2-yl ] benzenesul f onam de
The t§tl e conpound was prepared from 2-armi no-4-(-3-nitrophenyl)thiazole and
2,4, 6trichl orobenzenesul fonyl chloride as described in the synthetic METHOD
B to gi vEhetersl FlgMos&l* Wih purity >g0% MS (pos) mz 465. 9. '
EXAVPLE 14 (260A] 8 ﬂl&%rgSEﬂ%esmpuon 1s mtended to include flnorine i :
2, 4, 6- Tr PiopBe andligdinphenyl - 1, 3- t hi azol - Z-'yl') benzenesul f onam de "Fﬁ'(laortuﬁ’l e
conmpound was prepar.ed from 2-am no-4-phenylthiazole and 2,4,6 10 . ,
tri-chl orobenzenesul fonyl chloride as described in the synthetic METHOD B to.
give a Wi glid (16.0 my) with purity >90% Ms (pos) ml-z 419.0,

421.0, . Z@g’.&’gﬁm enmonosenfi-substituted is meant in the resent descripti '

2, 416- Trﬂlﬁm@jﬂﬂgﬁk@gﬁéé’{i%or O'_hgéi nebtéh | phenyl )- 1, 3- thi 375 description that the B
yl ]benzenesul f onam Wayine sa Bgmndthmdepemmqijc%macyl’ Coe )

- 2- ami no-alkenyl' Cf J-toicho)alkvresy | ) phenyl thiazo) e and

2,4, 6-t rplygrgl or obe%nmw%ﬁ@ﬁ%ﬁﬂs%@ rayelid ﬂngstd%sﬁgﬁ@jﬂgt ic
METHOD ligineg pipestdihe, pipkiBiD| % i thpurity >90% M5 (pos) mz
© 451.0, c@é 0, 455,0; HRI.\/SPI%Z 449%"%9 %&ﬁ?%mmmchms f or
- Cl SH1a Resyshis rig W@bemgdl‘gﬁh'@z}gwge fide conpound was
- prepared from 4-(4-nmet hoxy phenyl)-thiazol-2-yl nd 25 ) -
2,4,6-trichl orobenzenesul fonyl chloride as described in the synthetic

VETHOD  Bhé Gerg et e el l ow solid (58.2 ng) with purity >g0% M (pos)
mz 449.1, 451.%%?‘&&94 in the present description means apharmacologically

accept ivative.
eptable derivative, such ag an ester or an am_ide, which derivative is biotransformed

in the body to form the active drug (see Goodman and

Gilman’s, The Pharmacologj
) - - 1 ) ’ glcal
bas1§ of Therapeutics, 8 ed., McGraw-Hi]J, Int. Ed. 1992, “Biotransformation of

Drugs, p. 13-15). | | |

20

\“\-M ’ .

“P : L) L4 ' .
harmaceutically acceptable” means in the present description being usefil in

. prepari A i iti )
. Preparing a pharmaceutical composition that is generally safe, non-toxic and neither

biologically nor otherwise undesirable and includes being useful for veterinary use as

~well as human phan:naceliti_cal use.
25 '

: ‘_‘Pharmaccutically acceptable salts” Inean m the present description s;tlts which are
fined above, and which 'pbssess the desired -

phmacological activity. Such salts include acid addition salts formed
and morga.mc acids, .sugh as hydrogen chloride, hydrogen bromide, hydrogen iodide
sulfuric acid, phosphoric gcid, '- abeﬁc acid, glycolic acid, maleic acid, malonic acid, :

oxalic acid, me ic acid. tri i
o2 d, gthanesulfomc acid, trifluoroacetic acid, fumaric acid, succinic acid

phanhaceuﬁcally acceptable, as de

formed with orgéiaic

s

30



16 SEP 200 3~ EXAMPLE 17 [263A] N 46 SEP 2004
[4-(3-nitrophenyl)-1,3-thiazol-2-yl][I|,|"'-biphenyl]-4-sul fonam de The title
conmpound was prepared from 2-am no-4-(-3-nitrophenyl)thiazole and
4phenyl benzenesul fonyl chloride as dggcribed in the synthetic METHOD B to
.give a 5 yeIIow solid (2S5.8 ng) with purity >80% M (pos) mlz 438: 1:
EXAMPLE 2&34@% ifsig ci
o Pt st o o o bl dcid and hOIRY s Fiid Lo
_ phenyl t hi azol e and

phenyl'benz nes ﬂm&'h PROgAnd mereanic bases, suchtasspdivie divine drsmiyiiRHOD B t o

gi ve ‘a Wiiotsssh@h i >90% pos) .mz 39372; HRVB niz
392. 065\gp(ta| C. o‘%ln%%% %%@@dﬂ#l b@@é‘s@ caming @AoliAs ahd ,
EXAVPLE 1Be Jik65A] 15

N-[ 4- L4- Fl uor o- 3- net hyl phenyl) 1 3-thiazol-2-yl][I,I"-biphenyl]-4- sulf'onam'
de The title conmpound was prepared from

_ 2-am no- net.,hyl ) phenyl t hi azol e and 4- phenyl benzenesul fonyl
chl ori de%@%ﬁﬁ@%@lﬁ@%mﬁ@mmmeﬂmeﬁumgc@nm e solid (1.5.8
ng) with nmz 425,2. 20 v_EXAMPLE 20 (266A] :

N[ 4-(_4 ?‘E%i%ﬁ?%%%ﬁ CATIr toggther Wlthlaﬂ@ﬂsphanpf]:heﬂe dml@,m de The

I) t hi azol - 2-yl.am ne

Lo, e Rl A ST A oot o

: |Ve a \Amla@tmeglamunmﬂotﬂa]m odi Iyl % 423: 3. EXAMVPLE"
g 2,4 Di.chl oro-6- net hlk:ﬂt Eﬂaﬁrﬁf&%&)@mm(ﬁ)th erapeutlc

[a- (0 bophiions lwmmmuangeme mmmewufwmﬂ&gme&ﬁ&l EhefPRA"Y

was pr ep 2- no-4- (- 3-ni trophenyl )thiazole an
2, 4di chl éés{’r&ﬂﬁﬂs Q%ﬁlﬁ W ugiel Ay imtuuns rebpensd bed in the synt heti c

I\/ETHCD B 30 to. give ayellowsolid (27.3 ng) with purity >90% MS (pos) mz
444.0, 446.0. .. 16 SEP 2Q | 35 EXAMPLE 22 [268A] '

2, 4- Di chiThe preparetidivbf AphdeaRioiydicdr orhPABESH it Lok nzz?crﬁ%se%;'%?lgergtg ° .
dlssolved or dispersed therein is well understood in the art. Typically such |
15 compositions are prepared as sterile injectables either as liquid solutions or

: suspenszons aqueous or non-aqueous, however, solid forms suitable for solutlon, or

suspensions, in lquid prior to use can also be prepared The preparation can also be
emulsified. '

20 The active ingredient may be Imxed with excipients, whlch are phaxmaceutlcally
acceptable and compatlble with the active ingredient and in amounts suitable for usein -
the therapeutic methods described herein. Suitable excipients are, for example, water,
saline, dextrose, glycerol, ethdnol or the like and combinations thereof. In addition, if
desired, the composition may contain minor amounts of auxiliaty substances such as

25 wetting or emulsifying agents, pH buﬂ‘enng agents and the like which enhance the

effecﬂveness of the active ingredient. Adjuvants may also be present in the
composmon

Phaxmaceutlcally acceptahle carriers are well known in the art. Exemplary of liquid
30 carriers are sterile aqueous solutions that contain no materials in addition to the active -

| mgrechents and water, or contain a buffer such as sodium phosphate at physiological



The title conpound was prepared from 2-ami no-4 phenyl t hi add SER A0S

2, 4-di chl or o- 6net hyl benzenesul fonyl chl oride as descri bed in.the.synthetic

METHOD B to give a S white solid (49.2 ng) with purity >90% M (pos) niz

399.1, 401.1. EXAMPLE 23 [ 269A]

2, 4-Di chl or o- N[ 4- (4- f | uor o- 3- net hyl phenyl ~I , 3-thi azol - 2-yl]-6

nmet hyl be nesul fonam de 10 The title conpound was prepared from

2- am no-ﬁﬁ?‘(aj“@’fﬁh)’éﬁg‘ogmahmlhlplo)'fﬁmﬂamiubhiagzpﬂcg Ha%_buffar d saline Qp :

2,4-dic e%uﬁcgﬁ;é‘ | benzenesul fonyl chl oride gs escrl%eaalﬂ?' ﬁﬁg@?ﬂi‘@ﬁet i C

NETHOD £ £0 0TV ieeR SOt Hﬂ;gi] 2o ong) buffehsalt; stwelb A0%Tts\Eh ROS) il

2, 4-Dichi or%?tle\ll%s(%- E % ngﬁﬁ%%?éfﬁs%mwmlsn@ Blxeoly palygttiyideaslpydlbadzspesul f ona

m de Thesoluteke conpound was prepared from . '

4- (4-ret ho~. y- phenyl ) -t hi azol - 2-yl am ne 2, 4di chl or o- 6- net hyl benzenesul f onyl -

chl oride as described in the synthetic METHCD B 20 to give a white solid

(48.4 ng). With purity >90% MS (pos) miz 429.1; 431.1;, HRVB miz 427.9810
"Srialid &

(talc. PYifions fiae slsocontiin Hiykid phRARSTR adliitfsh HARCRIR exbrNPLE 25 °
[271A1 Nfwater. Exe of RIS o - | L
[ 4- (2= {[ (4 r Gy  PIRHADY PE sweladditional tiguid phases are allycbrine) phamblt onsisam, de

25 The tasicotof SSBAONT : eq:,fro ) o
[ 4-(2-amino-1, 3-t hi ag% : 9%‘8%%%%% %%%‘Eé{ﬂ?%?@t%ﬁadwatemﬂmmsinngnesu| f onyl
‘chloride as described in the synthetic METHOD B to. give a yel]low solid

(1.§)rrg}ﬂ]\g h purity>80% MS (pos) mz 416.2.° 16 SEP 2pp 36 EXAMPLE 26
i ot

27 tacal Tompoisiti iBo i s Bk |f 1. de Th
{i tle C ?%gﬁggwwag Br% af?g%:%%c}:?%@%%??%éﬁfﬁ %iﬁ %‘#?‘g-%gﬁg’%iﬂlgﬁggﬂﬁe e(}
4- npr op@_ ELHP PIEANg compousdsiecmprising the fbﬂﬁul%@[ %iﬁ{ahﬁc HOD B t

- T e . ; . : A : _
e P UoS e s o Bl Scnt et s, S
N: [ 4- ( 2Phintnedceulicail{ ' -4, 2-thiazol - 2-yl] - 4- | b sul f onami de
Tht[a ti(t e corrp-ounguivfxgg rep gasglés ﬁcglﬁcilea & acid hd uonpsra?tg%forglréﬁev;]i%? l;he grrézm .

4- ( 2- chilpig grovpsrof] I 10 hydrobrom de and |
(2-c IS Fﬂleplb tlaB} hﬁﬂ%@%ﬁ:\gﬁ]&u}% Oy n;‘@ﬁiag,n&ETHCD B -

4-nz propyl b nzgn&sﬂulfonyl chl oride as _

o bve ¢ Bydegchlori@onphasphotit Achl] bf ¥uctP¥aniEadifPF) allif: 438 2
EXANPLEtagg'-Léy‘g] N-(7. . ) - AR acd,

met hoxy- 4, b- ﬁﬁ@&é’rﬁ. %@@Q%Me.fﬂalhlﬁmbd%ﬂﬂihéﬁ'@e carboxyl groups
propyl b@ﬁ@g@ﬁ_l% g The titl.e compqound was prepared froﬂ

- 7- met hoxy-4,5--§i yﬁrona dppraasichases spehas for exam ensodidr, Potaa and

4- n- pr cpyinoaimanesidhig & .desas described in the synthetic METHOD B
to g!ove a yellow sollf[g%{;%ﬁ{(y%*gﬁ\;mﬁg aﬁﬁfw aganc b@eq%%ﬁppmpﬂmﬁm?ﬁ HRVB

mz 4140Etkylamine, 2-eth ' ' H-N\203S2 gi ve
413201072)-. “EXANPLE 29 [5'21‘;’3”)‘69‘?19%%%&,%08&%“%%& gives

The. preparations according to the preferred embodiments may be administered orally
topically, intraperitonea]ly, intraatﬁcularly, intra-lcranially, iniradelmaﬂy, . ’
intramuscularly, ini:aocularly; intrathecally, intravenously, subcutaneously. Other
routes which are known for the skilled person in the art are thinkable, |

.- 2 5
T_h§ o@y administrable compositions according to the present inverition may be in
the form of tablets, capsules, powders, granules, lozenges, ]jquici or gel preparaﬁons,
such as oral, topical or sterile parenteral solutions or suspensions. Tablets and bapsules

o fqr orgl administrat__ion may be in unit dose presentation form and may contaiix-

30

conventional excipients such as binding agents, fo;' example syrup, acacia, gelatin, - 5
sorbitol, traganath or polyvinyl-pyrrolidone; fillers e.g. lactose, sugar, maize-starch,




N-[ 4- (5-ehl oro-2-thienyl~1; 3-thiazol - 2-yl ] - 4- propyl benzeneglq Wﬁﬂe The
title conpound was prepared from 4-(5-chloro-2-thienyl)-1, Ia -2-am ne
and 25 4-n-propyl benzenesui fonyl chloride as described in the synthetic
METHOD B to give a brown solid (i6.4.,qg) with purity >80% M (pos) niz
:399.2. .~w 16 SEP 2004 37 EXAMPLE 326 [ 276A] The title conmpound was
prepared from 4-(2-chl orophenyl)-1, 3-t hi azol - 2-am ne and

4n- pr opy loskmuerpinsphatey borbitobor glychfe; dﬂﬁ@ﬁﬂgqﬁbh@aﬁt%&y%{lgﬁ# MELHED B to
give a b |tesI|d(309rrg)W|thpur|ty >9p0~0 stegepd

EXAMPLE 386 E?lyﬁgl}dﬁﬂﬁ glycal or silica; disiptgrhmisye. g.aoeitantarle okGcd&stablet | e

conpound 2- 1,3-thiazol -4-yl)pheiryl]acetam de

and, 3- ch|‘%€‘§ @Iﬁ% éﬂ@ﬁ}w @rmtaéktmyhematadmdcbpdmg Rghetic
~METHOD B unt >90% M5 (pos) mz

1221, %ﬁ;‘:‘%@%‘%ﬁ”‘*ﬁm@%%% petice. fpial fiqidpreppraionasuay or

C18H75C1 ¢ forveof 41 :
" 3-Chl oro- 2- ret hyl - N-[4 (g pyridi ﬁ A dzoﬁ%ﬁ%@ﬁ?@ﬁe@gﬂpﬁ%m de

The tit| SUEBHSIRAY DR proseniedrasc 4 <. d-

ATHL s m?:m sy i oo e

NMETHOD le“gg% eﬁe ligaid preparghions mhy pontaiy cob@iftiondS - (pos)

mz 366. ﬁ#

3- Chl or ohﬁw{’%%‘s F%é’ég %ﬁ?ﬁ@nﬁgy sorbitalnsyapp, methyl pelirtoss wlbaoseenesul f
d |

& (2 chl oF o g EorrraEe ngﬂ%wa&?& %&% REASEIRE aesnis ot riinesrbitan

3- chl®r onmnoedéait b o t'het
VETHOD B o' g.‘t“é P nesal et aicons BRIl O K PR cpIB BRI U ReL
8 13.43 il, Eagtgonaged ueccnmsotﬂzoﬂjkld)sterﬁsﬂ& éyg]lym 9 gH;P}’l gl,}{zo??o (dd,

J 1. 1 Hz .90 (d, J=8.8 Hz,
e e’@yf #cggl_%tpre qs|2e 2. mmgt] y]zos prapyl pl?l ofylfehzoate &IﬂbrbiMicid),OS)
m z 442 #nd ﬂf“'&es?red convgn&%pal #HV6uring or colounng agents.

15 . A pharmaceutical composition according to the present invention; may compxlse
typically an amount of at least 0.1 weight percent of compound compnsmg the
~ formula @ per weight of total therapeutic composition. A weight percent isa rauo by _
we1ght of total composmon Thus for example, 0.1 weight percent is 0.1 grams of
compound compnsmg the fomlula (D per 100 grams of total composition. A smtable
20  daily oral dose for a mammal, preferably a human bemg, may vary widely dependin g |
‘_ o on the condition of the patient. However a dose of compound comprising the formmula
(D of about 0.1 to 300 mglkg body ‘weight may be appropriate.

| The composmons according to the present mventlon may also be used vetermmly and
25 thus they may comprise a veterinarily acceptable exc1p1ent or carrier.

The compounds of the present invention in labelled form, e. & lsetoplcally labelled,
- may be used asa dlagnostxc agent, '

3_0 The Oompounds of the formula )] above may be prepared by, or in analogy W’lth, W
- convennonal methods and especially according to or in analogy with the following




- METHOD B

38 EXAMPLE 34 [280A]
3- Chl or o- N- ( 7- net hoxy- 4, 5- di hyf ronapht ho[ 1, 2-d] (1, 3] t hi azpg-SEP 2004
yl)-2met hyl benzenesul f onam de The fide conpound was prepared from
7- met hoxy- 4, 5-di hydronaphto(1,2 5 D|[.1, 3]thiazol - 2- am ne hydrobrem-de and
3-chl or o- 2- et hyl benzenesul f onyl chi o de as described in the synt hetic
METHOD B t i ite solid (30.7 ng) with purity ?90% Ms (pos) mz
421. 1. Em%gﬁiﬁwgsla%ifAﬁlelmaacology in~vitro was stdied ysi . |
3- Chl-or o- NujddmergeRy] or o- 2-thi enyl rl, 3-thi azol - 2- 3(/1161 -%%W%’@ﬁﬂ@gﬁsagdWam
ide The title conpound was prepared from : _
4-(5-chloro-2-thienyl)-1,3-thiazal -2-am ne and : :
3-chl oro- g%’bﬁé;lgéé&enzenesul fonyl chloride as described in the synthetic

ansi mentierddy, with purity >90% M5 (pos) miz
405. 0,5 40@5 - HRMNG, mlz 403. 9278@’2&%@?@3@%@&8 §6i by refisrenterBy the
1

C, qH1pCl2 300 PO MBI 28 e andeXeivil. ﬁﬁﬂi‘ e |
3- Chl or o- bhdriohi@aGibarophenyl) - 1,.3- thi aiﬁg - -%?’ﬁ%‘-’h’é@ﬁ?dﬂedi&u&m&m de

The title corrpoung. \/\ggn‘gqse Y€ ovoarriers may be prese '
4-(2-chl or ophenyl ) -1, 3-t hi azol - 2- am ne- and gchl or o-rbt'

Z- et hyi benzenesul f onyl
~chloride gs described in the synthetic METHCD B to 20 give a white solid
(45. 3- ny) +4F tevemtontwilbAGYh .mz 399.1, 401.1; HRMS mz 397:9711
(cal c. “ofpnpnoj stjtopic rrasgh%g’ﬂ@%ﬁi sopsthefollowing Fifdikg ang EXAMPLE
37 [283A]" Wﬂ%zﬂ?i@%tmﬂkﬂhg&g%ﬁ(h% | £ onyl &m’ no) -1, 3-thrazol -425
yl ).pﬂg'ny|ﬂ1@<b?é%ﬁ%de The tjtle conmpotind "Was g elﬂ)%ﬁ:@. d as limiting the scope of
[ 4- (2- ani noF1 3 fﬁV&HPnAbutwb;aﬂrmny@mqhwgﬁﬁsﬂgv
~2,4,6-trichl orobenzenesul fonyl chloride as descri CUT2RNE synthetic ’}
METHOD B .to give a yellow solid (2.S ng) with purity >80"/u. M5 (pos) nmlz -

476. 1, 4MERMNTAL ' g? EP 2004 EXAMPLE 38 (284A]
2,4,6-Trichloro-N [4-(3-pyri

yl)-1;3-thi azol - 2-yl ] benzenesul f onani de The
title conpound was prepared from4-(3-pyridyl)-1,3-thiazol -2-am ne and
2,4,6tri SQI %@Paggnz&e;ne;su_l fonyl chloride as described in the synthetic METHOD
Btogiv e Ty yAs6@p. 3 ng) with purity >90"/. MS (pos) niz 422.1;
" HRV3gm z 418.9134 (calc. of nonoisotopic mass for C14HBC13N3QZS2 gi ves
418.9123). EXAMPLE 39 [285A] : : : -

2,4, 6-TrikI¥gy.o3 -t 2-chl oro-5-nitrophenyl ~l , 3-thi azol -2- . .10 '

yl] benze[nlgs_lg I)f,ongﬁcég‘ﬁ%(g Was parchasnsofiont Amrﬂfaﬂ??h&ﬂn%g{ig B; ..

4- (2- chlmmsa-mbhbﬂbnahﬁfj?ﬁé a!in%# hirci\zol - 2-am ne hydr obr om 8‘éecg.nént[-

ony ¥

2,4, 6-trg chl.or obenzenesu B SR G136 Fowas Db’ﬂlﬂldd"ﬁ‘bﬂf[[ﬁﬁ%% '
METHOD “t‘%ﬂ@w&p@éﬂimsggy (@A}geg’dmatg&th purity >90"~O0. Hf%gga)“dmz

._ Ve %gﬁbg TN B with moneclonal antimouse
. | fr t?les' were from Amersham Pharmcia Biotech. NADPH, tetrasodium sali was
- Irom Calbiochem and glucoseﬁ-phosphate (G-6-P) was supplied by: Sigina The - |
. . ) ) - . }

human II-B—hydroxysteroid dehydrogenase

' type-1 enzyme (11-8-HSD;) was'
expressed in Pichia pastoris. 18- P-HSD,) was

S | -glycyrrhetinic acid (GA) was obtained from Sigma.
. u@ons of the Compounds were performed on g Tecan Genesis RSP 150 |
- --ompounds to be tested were dissolved in DMSO (1 mM) and diluted in 50 mM T ,

" I‘ls..

25 HCLpH72 containing 1 mM EDTA_

30
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EXAMPLE 40 [ 286A]

2,4,6-Trichloro-N-(7-methoary-4, 5-di hydronapht ho[ 1, 2- d](§G3BEP|m1 -2yl ) ben
zenesul fonani de The title conmpound was prepared from

7- met hoxy- 4., 5-di hydronapht o[ 1, 2- 202P] [ 1, 3]t hi azol - 2-am ne hydrobrom de
“and 2,4;6-trich|orobenzenesulfonyl chloride as described in the synthetic

METHOD B;ﬁo ﬂ:‘—_éi'l yellow solid (10.1 nmg)wth purity >90% MS (pos) mnlz
477.1. E QMQDIQ&say was carried out in 96 well rmcro iter
} en eﬁ]&]ﬁlrfonam

246Trqhdg %chtoroZthlenyl -1, 3-thiazol - -y
- de The ti gll veobpag Gﬂ%ﬁmh andcontamedSOmMTns—HCl, pH7.2"

4- (5-chl gg rﬁl{)ﬁ L) -~hi azol - 2- am ne and o
2,4,6=tri c% enz ﬁeé Srate nevnbee) teibiated @mcnﬁNADPH(HSW/qqll c
VETHOD . urlt >90% 1vlS (pos) mz
461. 0, 4'6%%9} P ?6*%@3%8@“@3 ‘%}R ?‘i’é 5 uM). Reactions were
2,4, &T mrh#tedtbyl’dh I azol 2-yl ] benzenesul fonam de
The tlt{ﬁgconpoun éé/ggl%%drﬁem;gr 5 %rﬁm h{ﬂ]}’aﬁoasﬁhﬂazol 2-am ne

d 2, 4, Bempgetdte ophdeig djn the synthetic
%ETHCD Bto ge%\ée a whi ??EF%%%WPI%E\A}% :(heygg@d%ll Ot SpOS) n;z |
453.0, 497y was dedhSwkan (RO
N-(4 {2#&}1 1. - bi 1](1154 vyl sﬁl[fonylcgg#no%/mL%FPHO%%%’Mﬁ)Saceta
mide . ¢ fhiaken 6”&%@8{91 FriBuies @p zoand tempérahPreaThe eeabiidnk Ridé Q&Jémﬁn -

yl ) pheny, *‘{h? @E W%@ntd 4- henyl benzenesul fonyl. chloride as descri ged I'n
t> ggqsylnt 1 808 S, tH’MM@@O enalonouss antibodySwagthew ddde@ (10 t Y
[4- ((g oyrid Aok ﬁ&ﬁ%@ ?1’%"‘{%%99%’&105%Efiibe%gp@éﬁm}iechamurdmm fle 15 The
title c om4 3-thiazol - 2-am ne and -
4Lheﬁyl'mon)ﬁm{ﬁg} é@s@%ﬁ&%"‘?ﬁ’iﬁ Wiélpshbml stmgﬂsem@ B.to

: S De taithe: 80% M5 mz 394. 2.
EXANPLE 45 | S99A B Qi"“dsﬁek‘ﬁwb@ﬁ? vt~ pes) e

N (4-(2- chlor05 ni trophenyl)-1,3-thiazol -2-yl ][I, -blphenyl]-4-sulfonarﬁd'
e The ti npound was ared from
4- ( 2- chI Wﬁfssﬁswﬂ)mﬁ

plasticdini aid mmb@teﬂxﬁ@mék'& %Fﬁ&j"

4-p ny fonyl.chl or| de as described,in the synt hetl c
gi vgga ?@%&W ﬁEg) UiRg, The amounoodf; I'W@O('mi)bﬂﬂml th/the beadd

EXAVMPLE wf3 ¢ iL.h napht hoj |, 2-d
[1, 3] f h| azol - 2- yl)(?\lld%pﬁgu 1 qlﬂﬁgﬁqﬂ@ﬁﬁmlgguq’qug titl ]e corrpound was

~ prepared flrom 7- et hoxy- 4, 5- d| hydr onapht of 1, 2D [ 1, 3] t hi azol - 2- ami ne
hydr obr de_and_ 4- phenyl benzenesul fonyl chloride as . 30 described in the -

i é 8 '([)/h et ldepaioutition f)tbglKllafamedﬁ)i' ﬂle’ﬁiﬂlﬁ%ﬁ%ds(bérﬂlﬂédr@ ué’% 5PAct1Vltj[() urity
0
VBab& e ﬂ Faltic 36 calculated from ICs and the K, value i is calculated using the

- 20 Cheng Prushoﬂ' equation (with reversible inhibition that follows the Michaelis-Menten
equauon) K Ing(1+[S]/Km) [Cheng, Y.C.; Prushoff, W.H. Blochem_ Pharmacol
11973, 22, 30993 108]. The ICs, is measured experimentally in an assay wherein the

decrease of the turnover of cortisone to cortisol is dependent on the inhibition potential
of each substance. The Ki values of the compounds of the present itvention for the 11~
B-HSD1 enzyme lie typically between about 10 nM and about 10 uM Hlustrahve of

.' the mventlon, the followmg Ki Values have been detennmed n the human 11-B-HSD1
enzyme assay (see Table 1):

25

' _'I‘ablé 1: Xi values determined in the human 11-8-HSD1 enzyme assay.
30 - .



16 SEP 2004 EXAMPLE 47 (294A] N-[4-(5-chl oro-2-thienyl )‘E$ gEE%ﬁ%Ol 2-yl ]
(1, 1' - bi phenyl ]-4-sul fonam de The title conpound was prepa
4-(5-chloro-2-thienyl)-1,3-thiazol-2-amne and 5 4 phenyl benzenesul f onyl
chloride as described in the synthetihbg METHOD B to give a white solid (4.3
ng) with purity >80% MS (pos) nfz 433.1, 435.1. EXAMPLE 48 [ 295A] _ ;
N—[4(2-@n,ﬁ NERTEE biphenyl]-4-sul fonam de 10 The

[”I AZ0=2~ Y11

title crmoound was prepaﬁgd from 4- (2 chﬁ]gr@ﬂ)snyl) 1, 3-thi azol - 2-am ne Jand
4phenyl héAzenesul fonyl chloride a5 descrihge-i-r—the-—synathetic METHOD B tp
give a Wai-te salid (31,8 ng) with purity 1;630% VB (pos) mz 427:1. E~1MPLE

49 (296/\]2315 14
¢h-ehloro-6-net hyl phenyl ) sulif onyl | ani no} - 1, 3- t hi azol - 4yl ) phejnyl

N-((2-{ ST
] acet am The title conpound was preparieq N
[ 4- ( 2- armrmo=—t3=thiazel—4-yl ) phenyl ] acetlani de and

2, 4-di chi or o- 6 nethylbenzenesulfonyl chloride as described 1T the ymntteti c

iz 20 %Wolﬁﬁﬁ?ﬁ%%ﬁﬁéﬁf%%“ L) W thpurity 280% WS (pos)

"y, -1~ ~~_pyrlanyrl, 3-thiazol - 2- yI]benzenesquonam de The title
--corrpound was prepared from 4-(3-pyridyl)-1, 3-thiazol-2-amne and 2,4 25

d| chl orGenenst hyl benzenesul f onyl chl oride as described in the synthetic
Bﬁwz)gl ve a yellow solid (17.6 ng) y~th pity >90% MS (pos) -nlz

[ #00 igparative straight phase HEXAMVph#
2, 4- D1_ch (19H€Lilﬂgﬂé chl o?&éﬂnltrophenyl) 1, gﬁ%lllﬂoaz%?xﬁowg‘ﬁ&’ﬁ%ﬂenzene
sul f ona a1sed son systemps
4-(2- chI ro- ri y:ﬁp 1, 3- thggol 2{%%?gﬂig@tﬁ?/ndplolﬁlr%lrlﬁrggo%ggadmm }
2, 4- di c %F‘gﬂﬁ@ﬂﬂimﬂuﬂmwaﬁﬂhﬂ,ﬂnﬁﬁ eshfns ehtdifsto gng%g/,ew nt heti ¢
I\/ETHCD %%ﬁ‘sﬁg’ﬂ I te- g}{lowsolld (18.4 nmg) with purity®> (pos) _
mz 478 %5 Nl ek Siliep 500 (295420 pieany, Ovlerclk. (Melil pRRtts were
4, 5 di h I 3] thi I 6
| hyidteRAReY 5k G@lléyk[afn ; ot Efementai analyses were recorded usinga
10

Vario EL i mstrument. HPLC analyses were performed using a Hypersil Elite column
(150 X 4.6 mm, 3j1) w1t11 a flow of 3 mL { min on a Waters GOOE system with
monitoring at 254 nm, Reverse phase preparative HPLC was carried out onal00x
21.2 mm, 5y Hypersil Elite column eluting with a gradient of 5% ACN in 95% water
o to 95% ACN i in 5% water (0.2% TFA buﬂ‘er) over 10 mins at a flow rate of 20 mL/
15 ‘min wﬂh the uv detector set at 254 nm. Thin layer chromatography was carried out’
usmg pre~coated sﬂlca gel F-254 plates (thickness 0.25 mm). Electrospray MS spectra
were obtained on a Mlcromass platform LCMS spectrometer. Crude, worked up
compounds were purified by ﬂash column chromatography using pre packed silica
~ SPE colummns (10 g silica) on an Isco Foxy 200 Combiflash system, and a gradient of
| 20  16.67% ethyl acetate in hexane Icreasing mcrementally 10 100% ethyl acetate.

List of Abbreviations e -

_ DCM = dichloromethane
25 DMAP = 4-dimethylaminopyridine
DMF = dimethylfonnenﬁde |
'DMSO = dimethyl sutfoxide

.
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met hyl benzenesul f onam de The title conpound was prepared firorBEP 2004

7- met hoxy- 4, 5-di hydronaphto[ 1,2 D] (1, 3]thi azol - 2-am ne hydr obrom de and

2, 4-di chl or o- 6- met hyl benzenesul fonyl chl oride as described in the synthetic
"METHOD B to give a white solid (16.391g) with 15purity>90% M5 (pos)

m z' 455. 1, 457.1. EXAMPLE 53 [ 300A] _

2, 4- D chEDT: N Lero-2-1 hi.e -1, 3-thiazol -2-yl]-6net hyl benzenesul f
onani de 20 The %F@e(gg&p ﬁtﬁﬁaé% Fﬁ}é ared from

4-(5—ch| or o- 2- th| enyl)-1, 3-thiazol -2-am ne (METHOD H) and '

2,4-di chloro- th%l benzenesulfonyl chloride as described in the '

synthetl COURLEVGS te solid (19.5 ng) with purity >90% M
(pos) ntz 439.0, 441.0. 25 EXAVPLE 54 [301A]
2,4-Dichloro-N-[4-(2,5-dimethyl -3-furyl)-1, 3-fhi azol - 2-yl ] - 6net hyl benzenesu

Ifon gg[EﬁlﬁOp | e conpound was prepared from

4- (2, 5-dr nmet -3-furyl)- 13th|azol 2y|amne(|\/ETHCDnand

2,4-dichl L inB e f o Jorld r|bed|nthe30
synt heti ¢ THO%EB to give a%‘ﬁ i élvsllg %iﬁ% 9suﬁonsvy1 VS
(pos). @Oﬁﬂ(hﬁgq}lﬁaéhﬂdéd andmel%%euaﬁﬁﬁxéﬁ @8@'\&%&1%&5{ 4m3|91é‘:fi] —

' nzot hi en

_3 th az tFeZl‘ldéﬂ gematfirosphgtefoni s freAGB Riony coppound
was :ore g ﬁ JE nzot hj en- %ﬂ yl) - 1m§q?hﬁlrgzol 2-am n@eﬁrﬁ/@#@lﬁ{@

- 2 4 d'| c%?’é‘? “%H@( M bpl;empmtamtdmsamﬂéemdrmbsﬁheﬂaﬁ@Wam het ic

wth purity >g0o~o. MS (pos) nlz

455 o ig,e? 8%%@5%{'“%‘% %&’&;ﬂﬂsg rom ethanol, In cgseLatuoil Tes dbitdihed,.

"~ conpot varl W{md [ t.hi azol - 2-am ne and
4 gpprlopyl benzegﬁesul fon&f o@ge ag{}og%%‘l @Q@ﬁ‘%‘é‘?ﬁﬁ“sﬂ&ﬁ% gard VETHOD B

to gi ve pao¢adwres. r ed SO|Id (5.3 mg) with p~~, >g0o~o. MS (pos).mz 399.2,
401. 2. EXAMPLE 57 [306A]

METHOD B:.

15. A solution of the 2-am1110th1azole derivative (1 eq), methylamme 2 eq) and DMAP (1
eq) in DMF (1 M) and DCM (0.225 M) was dispensed into a redction vial. The
_ sulfonyl chloride (1.2 eq) was dissolved in DCM (0.33 M) and added. The reacuon
- mixtures were kept at room temperature over night. The mixture was then added to
petroleum ether (10 times reaction volume). ‘After some hours in reﬁ'lgerator the
20 supernatants were decanted and (a portion of) the residual materials were dissolved i m
- DMSO-methanol-acetic acid (300 ML+ 500 pL + 50 plL) and purified by preparative
LCMS (acetomtnle~water gradients). The purest fractions were collected and
- lyophilized. Alternatively, the crude was 1solated usmg extractive work up and
purified usmg standard procedures ‘ '
25_
 FORMATION OF THIAZOLE RING: s -

METHOD H: |
- To a solution or éuépension of a (substituted) thiourea in ethanol (0.5 M), 1 equiiraient |
30 of a-haloketone was added at room temperature. The reaction mixture was stirred in a .
‘sealed tube at 95 °Cfor 4 h, cooled, concentrated, redissolved in ethyl acetate, washed




S .wWUWvVvI1i11111Ue The title conpound was pr ep éls
4-(3- chlor02th|enyl) 1, 3-thi azol - 2-am ne and 'S ZRM
3-chl oro-2- met hyl benzenesui fonyl chloride as descn'bed in the synthetic
METHOD B 20 to give a white-yell ow sg}bld (7.6 ny) vvith purity >90% M5
(pos) mlz 405.2, 407.2. EXAMPLE 58 [307A] - ~-,~_r....... u~, a. vaaanuuc The

fitle cowmhwaﬁn- hIor02 h|e I) 3-thiazol - 2-am ne
and 25 2, - r?%ﬁlzﬂ{ o@gﬁg‘g‘%{éﬁs’g@‘ﬂﬁggﬂ §?ﬁb(9piat?e d5'§d SE pPdine sulfate end

1) St kst gl ) G (7

2,4-Dichloro-N-[4-(3-chloro-2-thienyl)-1, 3-thiazol -2-ylj-6nethyl benzenesul f
ouam de %Wnﬁ conpound was prepared from 4-(3-chloro-2-thienyl)-1;
3-thi azol™-2- and 5 2, 4-di chl or o- 6- net hyl benzenesul fonyl" chl ori de as

y Z T |l lid (9.4 h
I A R el el) oot o

ronol Sot o wsadde i oré BBLENFHE rofbeth e 434 2R and' e E&%ﬁh‘fn&%ﬂe

2, 4- Di chW@S‘%ierKIﬁtl(m 2@ for A taivd, ] | benzenesul f ona
‘m de The %#I tle, Cfarapound ovas prep)szEtéaeé.?e;“’?gbladﬁ%hc&‘ﬂ{lé soﬁreﬂﬂhryre uewas '

4- ( 2- chl BFILR Y wvashed with sataratetcaguedus sodlum drog[;:n ntaﬁ .
2,4- dlcwvﬁﬁ %lg? ‘ti&gze ‘ﬁllfonyl chl ori de as deScri dc e sy heiic
L\@H%D B'to g Hﬂ e miied by chromatpgrasiiy onilica g8 usthg

Et h>}12- (3 1&% prBE%WE%%&#}Y@ﬁWWﬂBﬁM s hyfor elutiophi azol e- 5- car box

ylate The title conpound was prepared from }
2-.am no- 4 - phenyl t hi azol e=5- car boxyi ate and 4 20 bi phenyl sul fonyI chl ori de
as descrKl¥ XAMPJHESetic METHOD B to giv_ a a white solid (21.7 ) '
with purity >90% LCMS (pos) mz 465.2. EXAVPLE 62 [ 313A]
"3-Chloro-N-[4-(4-net hoxyphenyl) 1; 3-t hirazol - 2-yl ] - 2- et hyl benzenesul fonam d -

e 25 Thery, ep red from 4-(4-nmet hoxy-phenyl)-thiazol -2

yl ani ne anﬁ@%@%ﬁﬁ Fflofﬁﬂ‘g‘bh-}?dﬁz&jmmg:odﬂnm1 in the

(pos) s YeL gh @%9?&%%%25%?%@9 Sl and 5) or Miybridge

:\I]-[4 gz{EﬁMpErS)nD 2, 5-di fI uor ophenyl ) sul fonyl ] am no) - 1 3-thi azol - 4y| ) pheny
acetam de

1 [244A] Ethyl 2—(2-{[(4-chlorophenyl)sulfonyl]ammo} 1 3-th1azol-4—y1)benzoate
, 2 [245A] 2 »9-Dichloro-N-{4- -(3-chloro-2-thienyl)-1,3- ﬂuazol-z-yl]benzcnesulfonamide

20 3 [246A] 4—C1110ro-N—[4-(4 5-dichloro-2-thienyl)-1 3-th1azol-2—yl]benzenesu]fona,m1de

R

NOVEL EXAMPLES

| The following specific compounds were synthesized. The commefciaﬂy available
25 compounds thits only form embodiments, as indicated earlier in the description, as

~ pharmaceutical preparatlons and use of said compounds as set outin the appended set
- of claims..

o
aly



The title conmpound was prepared N B
[4-(2-am no-1, 3-thiazol -4-yl)phenyl]acetam de 5 (63 ny) angB SEP Zﬂ%

4- br ono- 2, 5-di fl uor obenzenesul fonyl chloride (79 ng) as described in the
synthetic METHOD B to give a white yg/low solid (6.2 ng) with purity >90%
M5 (pos) mz 488:3, 490.3. ' EXAWPLE 64 [313(C] 10

2, 3 4-Tr chl or ophenyl ) -1, 3-thi azol - 2-yl ] benzenesul f‘onan‘i de i
. 'The twgﬁé%s prepared from 4-(2-chl orophenyl)-1;

3-t hi azolg -t rjchl orobenzenesul fonyl chloride (7?6
ng) as desc la{)néggl l‘I:J‘tZ) ﬁgﬁgeﬁqﬂ%’?f iag, ‘é‘PbeQerbﬁathmmle-Ssmﬂnbdxy&éeB ny)

wi th pur Th 3. A57 2 EXAMPLE 65 [ 313D
2,4, 5pTr| C%Wﬁ@]ﬂ@%& pRparéPioth efiy2- ~amno-4-phenylihiazo 3'5‘03[1’13‘033?1;1‘33

[ 4- ( 3- chped d-chlotobengénesilfonyhélaaalc 2s é t

corrp d wasés‘gj eoarﬁ,d d fiom 4?(3 chl oro-2-t wnyﬁgﬁﬁﬂéj‘ﬂ%&@ﬁéﬁihtﬁe (59
13 ébgrmghusthpmtybm%dhcm gﬁ&)@g&@g glescribed in the

-synthetlc 20. METHOD B to give a white solid ng) with purity >90% NS

(pos) mz 459..2, 461.2, 463.2. EXAMPLE 66 [313

2,3, 4- TrEmMPQ;E\BK%ség chl oro-2-thienyl)-1, 3-thiazol - 2- yI I benzenesul fonam

'de 25 The title co oun was prepared from - :

2 éf’f?'rFi‘ﬁ?‘?r‘o%ﬁfgﬁtﬁrégf@‘ﬁﬁﬁylﬁﬁm%@w&e%am1.35@%%%

synthetl‘éa ¥HabeB to give a white solid (5.0 ng) with purity >90%
(po 4&8 46 463.2. -t ~ SEP 2Q~~ 96 EXAMPLE 67 [ 313F] _ _ _
4- Br m) ?ﬁomwévza& Pﬁ@ﬁ;ﬂd)ﬁﬂm&thﬁlbammﬂﬁﬂe@ltﬁfhzbl&gr%ﬁ}gsuI fo

Za?n 3d§h|T‘g1?oj lz"i‘jt‘ﬁ. ?ﬁﬁ)ﬁ%ﬁ egﬁlg‘ﬁ)ﬂié Cghmte asdesegibed imthe synthetic

4-b ET d bed in th
Syt et S BB AR £ RS il pheihe s R S o 1
(pos) m4374¥1.2, "473.2. EXAMPLE 68 [313GF 10 '

4,5-Di chl oro- N-(7 met hogy- 4, 5- di hydr onapht ho[ 1, 2-d] [-1, 3] t hi azol - 2-y1~2t hi op
henesul fonani de The title corrpound was prepar ed from

7- nqghomﬁ{ ﬁgpht ho(1, 2D) (1, 3)thi azol -2-ani ne hydrobrom de (85

ng) “and phene-5-sul fonyl -chloride (68 ng) as described in
the synt we solid (16.4 15 with purit >90%
VS (pgs) Z(QWJE’Q gﬁﬂkﬂﬂtghg‘ﬁmmﬂ e(llmanesulfonrtasngnr)n:de P Y

4, 5-Di cr‘m;erm;}d\bdlﬁ 6 azZ nesul fonam de
“The title conpound %‘ghﬁaﬁgﬁﬁgd# oni 4 ﬂ? '%T(grlﬂﬁﬂébﬁ'ﬂﬁ%@d% 11-2 am ne

benzzngsulif .
((:IZcrz?bEg%l))ﬁl %apggntﬂgl??awﬂé@r%@gctﬁg%wgﬁi Ite gﬁfﬁfﬁg t@% Ani t h

A s, e e oot e o L0 HE R
| ves
(31 (@????%wﬁ’ﬁgj(sﬁlf’cﬂf Bionpisetapi suass dor C) iy NeD,Sh, civesH08:0060)4 ~

yI)PhenyI]acetam de The title conpound was prepared fromN [4-(2-amno-1,3
thi azol - 4yl ~henyl ] acetani de (63 ng) and 2,4, 5-trichl orobenzenesul f onyl
chl ori dEXARIPRD 74253@]described in the synthetic METHOD B to gl ve a
V\,hlteyvallow solld£50ng)vmth '

-(4-phenyl-1,3 hlazol-Z-yl)-4-prupylbenzenesulfonamlde

The title compound was prepared from 2-ammo-4—phenylth1azole and 4-n-
25 propylbenzenesulfonyl chloride as descnbed in the synthetic METHOD Bto gwe a
 white solid (29.8 mg) with purity >90%. MS (pos) in/z 359.2, ~ -

o

'
e




purity >90% M5 (pos) mz 476.3. 478.3 1 ~ SEP 2004 EXAB#SEP 2004 313. T] _
~ .y~~,"~sLaa@J - Gyl ) benzenesul fonam de :5 The title conpound was

prepared from 7-met ho~. y- 4, 5-di hydr onapht ho( 1, 2D)(1 3)thiazol -2-am ine
hy~. obrom de (85 ng) and 2,3,4-tri oh[,%rohenzenesul fonyl ' chloride (76 ng)
. as described in the synthetlc METHOD B to give a white solid (13.1 ng) ~~

pity >909 s) niz 475.3; 477:3 10 EXAMPLE 72 [ 313K)
4- Br ono- m&%‘mi‘i&]s chl oro-2-thienyl)-1,3-thiazol - 2-yl j - 2t hi ophenesul f

onarridelgh[g@{llec ound was prepared from
4-(3-chl T Y HPES "ﬁl ethylphenybsl -zthmuiél-yﬂgﬁl-pgbpﬁbdnzenesulfona
4- br ono-py %Bﬁgge‘g -2-sul fdﬁg chl erd 80 ng) as descri be d’ I'n the.
15 synt het | C ﬁ/ﬁﬁh SgPR?Barz? -3ghn ﬂ@mqﬁ'-matﬁylhuhanyﬁﬂm&@% VS
o] N1 ghd4b: _
.(-.pi; oy auéi%glﬁ) pbikohy W&Eﬁ%ﬁéﬁ%ﬁs SyTEt MEFHRD& o
Eive awy 3351&%)%{1&@9&52 2- ani
ﬁ;gfo[)(raom de (85 ?%) and 3-Drono-5-cC %gfb%hrﬁ§gk°§&]@§%f#onsp gﬁl oride (80
ng) as descri bed |n the synthetic METHOD B to give a white solid (17.8.ng)
~~ puri EX@&% - mz 491.3, 493. 3. EXANPLE 74.[313M
‘thi ophenes m title corrpound was  prepared from '
4- ( 2- hI 30 d
3- l(or o?m H?ﬁ ﬂl or o%lt %h%ﬁmfétﬁhf‘%’r@T %‘tﬂ"&@ﬂtgg)zﬁ&ns‘d&mde bed in the
~~ o~ Hitle? 06mp rggar%/g I 43, th
purlééy iI?O% VS (pgg?dﬁdz?’ %4&4 %%&%so gijp’&ﬂmﬁ rT%\I "
4- -peopylbanzenesutf SdBriel- t
Eie The{1L I‘gﬁi c%y d vvasogjrd)e%glrngg@?# gm ke kﬁhﬁéﬁé Iva’?[‘i—IbiBeﬁ'Yo la‘r%e am}
[ 4- (2- afk tqsﬁtf Z2ang)y wt}lmmbm&&tm@mslﬁ%Mpnd :

2, 6‘d|chlorobe|~zenesulfonyl chloride (66 ng) as described in the synthetlc
METHOD B to give a white solid (5.6 np) W|th purity >g0% M5 (pos) mz

442.2, $5ANIPLE 10 [256A] . o
S-Chloro-z-methyl-N-[4-_(3-nitrophenyl)-1,3—thiazbl-2-yl]benzenesu]fonamide
15" The title compound was prepared from 2-a1ﬁind-4-(—3-ni1mphenyl)thia201e and 3-
| chloro-z-methylbenzenesulfonyl chloride as described in the synthetlc METHOD Bto
give a yellow solid (36.0 mg) with punty >90%. MS (pos) m/z 410.0.

_ EXAMPLE 11 [257A] _
20 3-Ch_loro-z-methyl-N-@-pheny1-1,3;thiazal-2~y1)ben’zenesulfonamide "
The title compound was prepared from 2- -amino-4-phenylthiazole and 3-chloro-2-
meﬂlylbenzenesulfonyl chloride as described in the synthetic METHOD B to glve a
white solid (51.8 mg) with purity >90%, MS (pos) m/z 365.1.

e

25 EXAMPLE 12 [zssA]'
3-Chloro-N-[4-(4-fluoro-3-methylphenyl}-1,3-thiazol- 2-yi}-2- -
‘methylbenzenesulfonamide
‘The title compound was prepared from 2-ammo-4 (4'-fluoro-3 -methyl)phenylthlazole
B and 3-chloro-z-methylbenzenesu]fonyl chloride as described i in the synthetic
30 METHOD B to give a white solid (39.7 mg) with punty >90%. MS (pos) m/z 397.1. % -




10 EXAMPLE 76 [313C 16 SEP zuq%
2,6-Dichloro-N-[4-(3-chlora..2-thienyl)-1, 3-thiazol -2-yl ] benzenesul f onam de
The title conpound was prepared $om

. 4-(3-chloro-2-thienyl)-1, 3-thiazol - 2-3m ne (59 ng) acid

2, 6-di chl orobenzenesul fonyl chlori.de (66 ng) as described in the synthetic

15 METHOD EXAMBLEeI R [28410w sol i d (34.5 ng) with purity >90% M (pos) iz
425. 3, 427.3; HR M m 123 8730 (calc. of nonoisotopic mass for C'S H~

L M U stz 5

‘ &
t7)egz§Ir1 (ransa'tJ Iﬁg&ﬂ- é%l?;;;;lzsn quitg‘ﬁg fn ho 1ﬁ2;dle;s Weﬂ” f %%;ﬁ%ﬁeﬁﬂw@l%mzr@@
synt hesi zed "acc Rﬁil‘lﬂlégn s desEribedl inethb eyythets T@QQ
escri fhsivea

2,4,6-5ri ¢k %%1}2(? onyl orlde 213 ) as
synt hefi ¢ METHOD H’@i

hl
mgHUeRigh a purity of 86%
 MB-ES (neg) mz 50S.1 : - 1 6 SEP 200 4g EXAVPLE 78 [313Q |
2,3,4-Tri r
{4-j2-chl E%g-mw&ﬁl[aﬁmpenoxy) phenyl]-1, 3- th| azol - 2yl } benzenesul.f onani de

Thetltlec was_prepared from

4-[2-chl of% g_p‘?q i) Wny}bmmhkonz.}?w@ﬁ&%& %ﬂ@g (91 nmg) and
2,3,4-trigh &wne ul fo chl ori de - ( as y d in the -
synt heti c odma R @le-dnﬁn@-zEghm)yl ézﬁlé)é%%%ﬁ g90% M5
DOS)IWZhﬁh%rbbeﬁhegu]fé{ﬁcﬁl l\(/ls 3 mz 577.5; 579.5 5. EXANPLE 79
313R] 10 oride as described in the syntheuc METHOD B

[

2.3, 4- Tr i whitosoli 1801 Cif 4 U Y ohenyi ] s aogives )

yl Ybenzenesul fonglr{n de e tr e o%p?ét{élm %r@g%b% 0F 4210, 423.0.

4-[2,6-dichloro-4-(triffuoromethyl)phenyl]-1,3thiazol-2-amne (85 ng) and
2,3, 4- tr| %&Zﬁf& &]fonyl chloride (76 ng) as described in the

'synthetlc @ e a white solid (94.0 ng) with purity 15 >90% M5

(pos) m (neg) mz 553.4, 555.4; 557.4; HRMS nlz

553. 826222 2ﬂ}mhﬁéoﬁoﬁ“%t‘%BP'@*M@thﬁpha}ﬁl)msﬂﬁzﬁﬁzNz Oz SZ gives

553. 8365yl beksMrbdultih 5] N

[ 4-(2-Chl oro-6-fluorophenyl)-1, 3-thiazol -2- yI] 4- pr.opyl benzenesul f onam de

20 The ' t ilheditioeqmupoundwa ?ja?é '
4-(2-chl or fI u,or ophenylS ?f daﬁ-l azo{&?ﬁlﬂﬁ?@ %@rﬁ‘g%'lﬁﬁ‘fbyl)phenylthzazole

4- n- pr opéit @ @b@rlznéﬂuﬂifongﬂacm e thetlc
Z/EIHSOD 5&(}3@%&' a}’ﬁ:@e Eﬂhéfﬁglﬁng) \;%g &Eé@&?ﬁleéué%@yﬁggy?%;&’g}%?% 5r omo- N

{4-[2- chMSWWbQI@PJ}f@ @Qﬁ)henyl] 1, 3-thi az~t-2-yl benzen

esul f onami d 101S0topic mass for C16H10013PN20232 glves

20 449.9233).

EXAMPLE 16 [2624]

2,4,6-Trichloro-N-
+4,6-Trichloro-N. [4-(4-methoxyphenyl)—l,3-th1azul—2-yi]benzenesulfonamlde

5 The title compound was prepared from 4-(4-methoxy—phenyl)-th1azol—2-ylamme and
25 24

6-u1chlorobenzenes1ﬂfonyl chloride as described i in the synthetic METHOD B to

givea whlte-yellow solid (58.2 mg) with punty >90%. MS (pos) m/z'449.1, 451.1
- 453.1. g |

'
L




The title conpound was prepared

4-[ 2-chl oro-4- (4-chl orophenoxy) phenyl ] -1, 3-thi azol 2-am nei@ﬁEﬁgﬁﬂ&nd

4- brono- 2, 5-di f | uor obenzenesul fonyl chloride (79 ng) as 30 descrlbed in the
synthetic METHOD B to give a white sqjid (46.9 ng) with purity ' ~ s ssP
200 >90% Ms (neg) m z 589 5, 591.5, 593.5; HtM5 nlz 589.8745 (calc. of
nonoi sot QRJ %r@ H11 Br Cl2 FZNZ Os-SZ gives 589.8740). EXAWPLE 82
[313U] 5 k; ﬁés]ul fonam de The title conmpound was prepared

x Pﬁ’ﬁﬁodf ig %eé*e&bﬁg bﬁﬁégﬁ%z%ﬁuﬁ”grkuén%%&'-ﬁéﬁkfagaﬁé”ﬁ. bed 11 t he.
Mefa 10_>90%
%gg) o 2;1:5671 2 Ig%%'ﬁkd Wgs f@%@ﬁ% @#‘?‘%ﬁ?%ﬂgbgﬂﬂ%%&amtﬂwh 83
313
El 5- \E;j c hlpoerncL)y anzelzggulf?lltl)grcéﬂonde ?Jso{rleosp g ﬁ?f IISl ﬂie @’”ttﬁ?%"zl‘@?{% thtohglgﬁ Renesul

f onar deyalowiselid; mg)pathpuritys>80%, MS (pos) m/z 438.1.
- 4-(2-chl oro-6-fl uorophenyl ) -1, 3-thi azol - 2- ami ne (62 ng) and

2, 3-di chl or ot hi ophene-5-sui fonyl chloride (68 ng) as described in the
Synthe“ﬁ%@ e a white solid (46.6 ng) with purity >90% N5
(pos) mz iﬁgﬁg%ﬁm 2; M5 {neqg) mz 441.2, 443.2, 445.2; HRVG-nlz
441. 8657NL ClS NZ OZ S3 gives

441. 8641 @Awpﬂi 84“?%5%?'?% gr%li%hlf#aﬁf title conpound

4-12-chi ouﬂe<o@mqbnm<bwaspwpmamaaaﬁmph§§%§mg?ﬂg (91 25 ~ 1)

and br 5-chl or ot hi ophene- 2-sul fonyl chl o as described in

t he H@Dﬂﬁa 3d cblamleaas/dast:ﬁbs@m the shiKetIOMBYH OB rtbtgivc?%p%
( pos) mzéiﬁﬁ’éﬁ gz .3; . MB é &drdz 593.2, 595.2, 597.2. E|5§
200 - si g ( %@gml purity >90%: MS (pos) m/z 393 2; HRMSm/zss;zosss |

oyt el e RSkl il vy g 90y Pemy! )+ S ezl

4-12, 6- dlchloro 4-(trifluoronethyl)phenylj-1,3- thlazol 2-amne 5 (85 ny)
and 4- br ono- 5- chl or ot hi ophene- 2- sul f onyl chloride (80 ng) as described in

t he syntE&AlMPm}E}pZGSAp give a white solid (65.3 ng) with purity >90% M
(pos) @;@Cﬁ 573:2, 575.2; M5 (neg) mz 569.1, 571.1, 573.3; HRM&6 ' nlz .

569 1569 ty:rq-r%-rmeﬂudphemyl)rﬂ;'i}tlmzol;lzzyl}[d,ﬂb@hénﬂ PulfnPhigh ves
240 ¢ ﬁ%‘? 85 Spalosnd, ey atepated spmhaming-4x(4 fluoreddmatyDpersitigicienzen
esul f Onaéﬂdjf-phenylbenzenesulfonyl chloride as described in the synthetic METHOD B to

give a wlute solid (15 & mg) w1th purity >90%. MS (pos) m/z 4252,

20 - EXAMPLE 20 [266A]

' N—[4-(4—Methoxyphenyl) 1 S-thlazol-z—yl][l I'-b;pheny!]-tl—sulfonamlde ' | "j,
The title compound was prepared from 4-(4-methoxy-phenyl)- thlazol-z-ylamme 4-
phenylbenzenesﬂfonyl chloride as described in the synthetic METHOD B to g1ve a
white solid (17 8 mg) with purity >90% MS (pos) m/z 423 .3,

25 : : _ . _ :

" EXAMPLE21 [267A] - T

2 4-.‘Dxchloro-6—methyl-N-[4-(3-mtrephenyl)-1,3-th1azol—2—yl]benzenesulfonam:de

The title compound was prepared from 2-amino-4-(-3-nitrophenyl)thiazole and 2,4-

_ dichloro-6-methylbenzenesulfony! chloride as described i in the synthetic METHOD B

30 to give ayellow solid (27.3 mg) with purity >90%. MS (pos) m/z 444.0, 446.0. G




The title conpound was 4-(2-chloro-6-fluorophenylrl, 3-thi azol -2 (62
nmg) and 2, 4-di chl or o- 6- et hyl benzenesul f onyl chl ori de (70 MI’I bed
in the synthetic 15 METHOD B to give a white solid (41.6 ng) with purity
>90% MS (pos) mfz451.3, 453.3, 455.3 M5 (neg) miz 449.3, 451.3, 453.3.
"EXAMPLE 87 [313Z7] .

2,4, 6-Trj A -dichloro-4-(trifluoronethyl)phenyl]-1, 3-thiazol -2
-1 20 vyl m#iahéﬁfde The title corrpound was

4-12,6-d azol - ne (85 ng) and

2. 4 611 PEhD e NI Y hlart-doy Dhsuesionamide t no

e vyl B SRS o

(313ZA] meéndbonm@mﬂfm)d Iehitoridetast deseribed enitle syhthetic METHOB) Bto %e a

3-thiazol thyl benzenesul f onam de The-tfitle conpoun

4- (2-%hl B%te FomEhith Ty S1909%0MD(pms) ¥z 889, IygP130 and

“4- brono- 2- nethylbenzenesulfonyl chloride (73 nmg) as described in the
synthetic '9 6 SEP 2004 'sz METHOD B to give a white solid (18.0 ng) Wth
pnri~, >ESAMYS. 3 %é§ 46l . 3, 463.3, 46S.4; M5 (neg) mz 459.3, 461.3;
 463. 3. EXANPLE 89 13 5 2,4,6-Trichl oro- N

4- ( 2- ch2d-Diehl M | f d
gl'he(tl tCI eﬂ;o ognd vvgg(@m[lgﬁg%%ﬁ 'i%%en?#ﬁl’?gtﬁ%gxyyyﬁgﬁnlz]enisu. onam e-
3- thi azomegh g&eﬂﬁe@}lﬂf@ﬁnﬂdd 2,4,6-irichlorobenzenesul fonyi chloride (76
ng) d.?ﬁcr.ldgedlnt nthetlc METHOD B to give a white solid (18:8 ng)
hfbf)ur repayedifiom 2 amingdel ﬂuaazsgmeﬂmmeﬁyaﬁla(zane%zq ,
"(4 (2: {(?‘hd #i%dichloro;6-mo Shﬁb?‘?ﬁegﬁ?#f%‘lﬁlﬁmaﬂq%ﬁ drseribedsin the.mthetip ) pheny! |
t PO t _
?Ze(gmam no-1, 3- ﬁltioagzlg?ﬁ i ; heﬁylfh@t am 3@“{%@9% I\gﬁgpos)m/z 431.1,

4- br ono-43%A! or ot hi ophene- 2 sulfonyl chloride (80 ng) as described in the
synthetic METHOD B to give a white solid (11.7 ng) with purlty >gO% VS
(pos) mz 491.9, 493.9. 20 EXAVPLE 9T (3132ZD] Nd4.5-1)ihvd,..,W.:"....rs

| e conmpound was prepared $om '
4 513 Wﬁ@%ﬁl 3] benzot hi azol - 2am ne (106 ng, .synthesi zed
accordl R4 Letraly t hi.anapht hene)  and
benzenes Ifon EI 4& %ﬁ #@h%@ug‘a&ﬁ‘ﬁéﬂﬁgﬁ’ﬂ aé 25 synthetic METHOD A
to give meﬂtylbenmidsdlﬁﬁ&mmé with a purify >90% ~-Eg . (neg) rﬂz 347. 2.

The title compound was prepared from 4-(4—methoxy—phenyl)-th1azol—2-ylaxmne 2 4-
| d1c:hloro-6-meﬂ1ylbenzenesﬂfonyl chloride as descnbed in the synthetlc METI—IOD B
20  to give a white solid (48.4 mg) with purity >90%: MS (pos) m/z 429.1, 431.1; HRMS
mlz 427. 9810 (calc. of mono:sotomc mass for C17H14C12N20352 gwes 427.9823).

- EXAMPLE 25 [271A] .
o N—[4-(2-{[(4-propylphenyl)sulfonyl]ammo}-l 3-—thlazo!-4-yl)phenyl]acetamlde
25  The title compound was prepared from N-[4-(2-amino-1,3-thiazol-4- _
yDphenyljacetamide and 4-n-propylbenzenesulfonyl chloride as described in the

_synthetlc METHOD B to.give ayellow solid (1.0 mg) with purity >80%. MS (pos)
m/z 4 16 2.




16 SEP 200 53 EXAMPLE 92 [ 313ZE]
3,4-Dichl oro-N-(4,5-di hydrot hi eno[ 3, 2-a]j 1, 3] benzot hi azol - 21/5)§€R2@§ésul fon
am de The title conmpound was prepared from

4, 5-di hydrot hi eno(3, 2-a][1, 3] benzot hkﬁzol 25 amine (107 riig, synthesized
according to METHOD Lfrom 4-keto-4,5 7 tetrahydrotbi anapht hene) and 3;

4-di chl ow esulfoné chloride (127 ng) as described in the synthetic
MVETHOD A ]povvder (62 ng) with a purity > 90% MS-ES (neg) -

1°3] bend R R G aimil A Sethiarele i Breassmrsulizmamide compound vas
d 06
Synt ﬁrﬁih}‘e‘ﬁ s oy %ﬂ#ﬁﬁ%@ffﬁ%ﬂé rvalefzcﬁyl'l‘ﬁ? el amine ”em?uliL 4-n-:g
beree hﬂﬂﬁb_ D 114
tnggrgsydgg:ﬁry:lbed jF?\ t he é?ﬁ%ﬁ%ﬁdg %‘%@@é%ﬂve awmbﬁo% g ( “
wi t h & pwhiteyyelloyoselid/2.Bng)ywith prity 39993. h@@ﬁﬂ-ﬁ/@%@@lﬂq 20

2,4,6-Trichloro-N .
(4, 5-di hydrothi eno[ 3, 2-a] [ 1, 3] benzot hi azol - 2yl )benzenesul fonani de The title

conpoundg | m 4, 5-di hydr ot hi eno[ 3, 2-a] (1, 3] benzot hi azol - 2am ne
(106 ny, mm?‘zgﬂé‘é&dl ng to METHOD | from

Chlor don et eHoS s BRRIRY SRy Coro bR SATOG R a1 o

Jpg\i\g o { The sl oomgformdpwas prepardtfiond B(ESHARB-niitpita 171 ﬁﬁfé‘f&l & diine

N- ( 4.5- Dhyieobsomiderasidd-2-piopyltRnaencsul foi enesulfongt ohlofidelasldestribéd BPgRWyhiHetiy| f ona
m de .30 f@&ﬁp@# corrpound was pr ared rrom : }
4, 5- di hy 3 & Sivap whitg Riragpwith mmmés\omm(pmynﬂhassmd

: accordlngto METHOD 1 $om 4 keto4567 ~ 6 SEP 200
t et rahydr ot hi anapht hene) and 4- bi phenyl sut fonyl chloride (130 rrg) as
~descri begxAVPI® 4} ¢ METHOD A to give a white powder (12 rrg) with a
purity > 9p% Ms- EST% mz 423.3. S EXAMPLE 96 [ 313Z71]

2, 4- D:]?hNQWQgNthWSﬂ-ﬂwmlaﬁmﬁ[lZzﬂ]{113]%&%?Qtj?lDQIZ-O' 2-yl) - 6net hy' benz
enesyl f onanmi de
' propylbenzenesulfonamlde '

The title compound was prepared from 7-methoxy-4,5-dihydronaphtof1,2-
D][1,3]thiazol-2-amine hydrobromide and 4-n-propylbenzenesulfonyl chloride as
 described in the syntheuc METHOD B to give a yellow solid (29 0 mg) WIth purity

. - >90%: MS (pos) m/z 415.3; HRMS m/z 414.1068 (calc of mono1sotop1c mass for
20 C21H22N203Sz glVBS 414 1072)

EXAMPLE 29 [275A] |
N—[4—(5-chloro—2-thienyl)—1'3-thiazol~2-yl]-4-propylbenzenesulfonamidé |
| The title compound was prepared from 4~(5-ch10ro-2-tbleny1) 13 thlazol-z-am.me and
25 4-n-pr0py1benzenemﬂfony1 chloride as described in the synthetlc METHOD B to give.
a brown sohd (16 4 mg) with punty >80%. MS (pos) m/z399.2.




The title conpound was prepared from 16 SEP 2004

4, S-di hydrot hi eno[ 3, 2-e] [ 1, 3] benzot hi azol - 2am ne (10S ng, synthesized
according to METHOD | from4 keto-4.,S,6,7 10 teirahydrothi anapht hene) and
2, 4-di chl or o- 6- met hyl benzenesul f onyl 3¢hl ori de (132 ng) as descn' bed in the
"synthetic METHOD A to give a white powder (21 ng) with a purity > 90%

MB- ES (nelaXAr_]@LEagloF{Z MPLE 97 j3132J] i5 ,

N (4, 5- Dh?%g&gt hi enof 3, Z-e] [ i, 3) benzot hi azot - 2-yl ) -4-propyl | i enzenesul f onam
i de The tiN4 ecliipespitt i d : i

4, s-di hy oeggﬁm[ 3, 2- gd]&?%l% E‘ﬁ%@%‘@%‘lﬁrﬂmh?@zeqmlfny,amiﬁet hesi zed
.accordin THBpound wasmie @ 7, thi t hene) and

4-n- pr op;ﬂ_ﬁl%nz%esul f onyl (?ﬁl%zr&_iédﬁ@%ﬁzn%lgag@%&@ﬂ%"ﬁﬁga'fm@ﬂmﬂlét-i c
METHOD A to @rinenzengsulionyhohleride b8 degdribwidtin the Bisithbc MABPERAS S MB,ES (neg)

Mz 38§9. hi 137K} - . vea
3- ém gr.o-%vr\]ﬂl%%rogﬁ-%@ﬁé‘ﬁh%@m P20%a M3 (Bosdinbz 08t hi eno[ 3, 4a] [ 1, 3] benzot h

“iazol-2 yl]-2-nethyl benzenesul fonam de 25 The title conpound was prepared
from

' 6- chl or o EXAMRLF BIYRTBAY! ) =4. , 5di hydr ot hi eno[ 3, 4-a] [ 1, 3] benzot hi azol - 2- ani
hesi zed according to METHOD | from -

ne (61 t , , . _
1-chl or 3&3 [‘f‘tg‘l{f(ﬁ‘&lﬂmyﬁyﬁlﬂﬂyl@hﬁnﬂ?éﬂfd;@}]{gj{}ﬂ%QIZ g;tﬁ]g%éo?_i@p hen- 4one) and
3--chl or o-ﬁ%bﬁgze esul fronyl chlorid ) ’as rbed in the _
synthetig big B“nge a beige solid (24 ng) wwth a purity >-90% M5 ES
30 (p®s) : s SEP 55 EXAMPLE 99 (313zL] .
N- [ 6- Chl 3%%1-5 %ﬁ’%’%%"wgu W@?ﬁﬁ&(ﬁmm,éﬂuﬁomqmph@gm@zm -2-
DL Dt o o RS e,
 di hydr ot MEHIDD B wjgite alwieie 91 CFE2) 1) WA il >80 W8 (P ahaacr or 4i N
o ' 1,0 . : . 4, :
411'-Ch| O%glﬁg%%pérjfm_ lm/mlflzl.ﬂgﬂgﬁiéé_adm) 5 %@ié%]agpfoﬁ,pmn-4onte)h ?_nd
-n-pro foriyl chloride ng) as desctribed 1 ‘he synthetic
METHOD ?{so‘ﬁ@gﬁgg&ﬁ}%%\v@ﬁ( 18 ng)- with a purity of 90% Ms-ES (pos)
- mz1301. 2. 10 EXAMPLE 100 [313zZM . _ ~
2,4-Di chl oro-N-[ 6-chl oro- 8- (et hyl sul fonyl)-4; o
5-di hydrEKAMBbE&,ZLﬂ’;@A]S] benzot hi azol - 2-yl ] - 6- met hyl benzenesul f onani de The
fide co und D\Q/gznpqrﬁ%ed fBron:h6-chI oro- 8- (net hyl sul fonyl)-4,5 éS g
di hydro &@Mﬂ[ ~‘mefifyl Z ¢ |1 A=A synt hesi zed accor di ng
t o METHQh), from'llélg‘;l or[ggB-?ym?Wsﬁﬂ%f% 1?-%%,"%,323“%“5&“3““33
e e i e e ) L st S e L, | e
synt heti ¢ @TW&%@E}S"W|%@ asgdgseribedry) the symteetiu METHODPRY,

VE- B ( gom)a vélow43lid- 201 |3 _ _
[6- Chl o}ggies-?érret hélalégl(fzoﬁn%?@- i‘é%%%yﬁr%m&n&;@@é} benzot hi azol - 2yl ]
[},]"-biphenyl]-4-sulfonamide . The title conpound was prepared from

6- chl or Q= 8- thyl sul fonyl)-4,5 25 . - o : :
d~ydr ot m&gaﬂ?@ﬁ benzot hi azol - 2-ani ne (61 nmy, synthesized accordi ng
to MET - ‘ o

1- chl olr_ml() %é'(iiﬂ%lf_"s(arqlﬂﬂm‘ﬁfﬂitmmmﬁbﬂﬁaﬂﬁm(ﬂ-_mﬂ]@; [ c]thi ophen-4one) and

4- bi phemstiAbea rh&%ﬁéSZ mg) as described in the synthetic METHOD A
to give a a4 gegés('!(')‘?siﬁy"?'%. ) with a purity > 90% MS-ES (neg) mz 535.2.

The title compound was prepared from 4-(2-chloro-5—ni1:rophenyl);1,3—thiazol-2
hydrobromide and 3 | .

-amine
. -chl.oro-_Z-methylbenzenesulfonyl chloride as described in the
synthetic METHOD B 1o give a yellow solid (16.5 mg) with purity >90%, "H-NMR
_(DMso-dﬁ)_ 3 13.43 (s, NH), 8.46 (d, F=2.8 Hz, 1H), 8.29 (4, j.=2.s__Hz,f 1H), 7.96 (dd,
J=1.1Hz, J=8.0 Hz, 1H), 7.90 (4, J=8.8 Hz, 1H), 7.70 (dd, J=1.1 hz, J=8.0 Hz, 1H),

30 742t J=8.0 Hz, 1H), 7.52 s, 1H), 2.67 (s, 3H); MS (pos) m/z 442.2, 4442,

B 1



- synt heS|

(16 SEF 2004 56 EXAVPLE 102 [313Z0] yl}acetanide The fi dbOcORR BB was
prepared from 2-am no-4.,5-di hydronaphtho[i,2 5 d][1, 3]thiazol-6

yl }acetanm de (100 ng, synthesized according to METHOD | from

6acet ai ni dot etral one) and benzenesul f&nyl chloride (81 ng) as described in
“the synthetic METHOD A to give a cred powder (4.8 ng) with a purity > 90% _
MsS-ES (n m z_ 398. 4. , EXAMPLE 103 [313ZP] yl)acetam de The title
conpound BE&?‘%&&Q&]T]

2- ih ho[ 1,2d][1,3]th | -6-yl t d 100 :
vt hosi 55 REE N Fatetbiomterhbnlihyromagihtho [ Eoal| ookl ée) and
3-chl oro-g F@,ﬂ%&q@ésgﬁsulf nyI chloride (129 ng) as descrl ed in the
synt heti c Jandde, cam powder (1.1 ng) with a purity of 87%
MS- ES

N (2- Enémep?%@cdﬁgeﬁ%%:\@ﬁaﬁgfﬁ#ﬁ? m?‘*so"éﬁ rhylibydronenbiall2-a] [ 1, 3] thi az -
ol - 6y|5) afﬁ][

1<
2- ami no. @B&ﬁ‘(]h hy(?r ggm%% 2d] [ 1, 3| t hi azéﬁ- 2%}%@%@@1{%@%@1@
eﬂzﬁddmgetswnmmmmm&agwmesbﬁ 0 @@?%&@m i

n- pr opyl b;e%z lLoride (101 ng) as describe he" |
: ',I\/ETHCDAto/'e Oré’é?n‘lgéviier (18 ng) vmthapurlty>90% I\/ISES(neg) '
mz 440.4. - 16 SEP Zpp~ 57 EXAMPLE 105 [313ZR] - , ‘

'N- (8- Ni t'ro- 4, 5-di hydr onapht ho[ 1, 2- d]
[1,3]thi MMEBS 8PAY! benzenesul fonani de The title corrpound was

- prepared from 8- V|tro 4, 5-di hydronapht ho[ 1, 2- d][l 3] thiazol 5 2-am ne (100

. $0nt BcChloye-N
3. oy oo e e MO T Rl AR memiae.
METHCD A § Wlecompgind was poemsed ﬁ:ansu(g;cmmnzmnyl)tys&h&m-é}@h'é%nh“eg)

N- (8- Ni t?ocwl\@moﬁ’r‘#‘ﬁ ?Zﬁ%]éfpnyl eloride s descriliedinythy spnitete METPIGNI e

The titl

8- \elltlro zlgégo ﬁ ggonap‘%g%o?ﬁhg?mtﬁlf%}tyﬁg&/&lMsa@l‘)ﬁ)aﬂ(/&GOSrﬂ; 40§;01HEMSZed '
: di 2 403/B7 f |f hli de -
(85 1m) 25 descr | begenot kool thad r Bl AaCLRERES: e fRoasihier (12

(85
fﬁgth a purity of > 90% MS-ES (neg) mfz 386.3. . EXAMPLE 107 [ 313ZTj
N-(8_ Ni tE&ML% Qgiiigngf)ht ho[ 1, 2-d] [ 1, 3] thiazol -2-yl)[1, 1 -bi phenyl ] -4sul f

onam de
' 3-Chlaro-N-[4-(2-chlorophenyl)-l 3-th1azol~2-yl]-z-methylbenzenesulfonamlde
" -The title compound was prepared from 4- -(2-chlorophenyl)-1,3-thiazol-2-amine and 3-
| chloro—z-methylbenzenesulfonyl chloride as described in the synthetic METHOD B to
20 - give a white solid (453 mg) with purity >90%: MS (pos) m/z 399.1, 401.1; HRMS
o m/z 397.9711 (calc. of monomotoplc mass for C16H12C12N20282 glves 397, 9117)

'EXAMPLE 37 [283A]

o N[4-(2-{[(2,4 6—tnchlorophenyl)suifonyl]ammo}-l 3—thlazol-4-
‘25 | yl)phenyl]acetamlde ' - o
The tifle compound was prepared N-[4~(2-amino-1, '3'-ﬂﬁazol-4-y1)_;)héﬁy1]acefamide
and 2,4 ,6-trichlorobenzenesulfonyl chloride as described in the synthetic METI-IOD B
togivea ye]low solid (2 5 mg) with purity >80%. MS (pos) m/z 476.1, 478 1,480.1,

o




The title conpound was prepared from 16 SEP 2004
8-vitro-4,5-di hydronapht ho[ 1, 2-d]j 1, 3]t hi azol 20 2-am ne (100 ny;
synt hesi zed according to METHOD | from 7-nitrotetcal one) and 4
bi phenyl sul fonyl chloride (122 ng) asgdescribed in the synthetic METHOD A
to give a yeIIow powder {4.4 ng) with a purity of > 90% MS-ES (neg) mz
462. 4. VEMOUP gggg%ﬂs of the present invention have been described
above but a person lled in the art realizes further mnor alterations

whi ch mﬂJ%-ﬂ&ﬁéhlbﬂbml[hqswghﬁ@u ?gt%@#fﬂi@ﬂ]heﬁi%% %;Pfoa;;ﬁegrteﬁceit h and

scope of ‘the-present-invention

above- de¥be fils¢ompomid: glﬁ’ﬁﬂ?.ﬂ! onl
accordange the fo ‘I”gsvvl n clcgtﬁ?mihsgrg equa\;}da%%entEgiﬁﬁ!l dy764gEP 200
s8 dai ﬁ?%m CREFRSE Gllﬂfc owide as dedoaibed jin theSsyntthettd MISTBOE %far%véa

chl 10

T e s e
' T
Subst 1 utad e REReBbic TS R ClRRUNADSEERH 418988001 on 5 15 o) T i

phenyl substituted with chloro in position 2 and 4, and nmethyl in position
-6 d} Tnég she | substituted with brono in p05|t|on 4 and fluoro in

positio 3%1285AZI|S phenyl substituted with chloro in position 2,
substituted with chloro in position 2; 4, and 5;

3, and
g Ti s%ﬁ‘@r‘l’yp ﬁlffl-é%rc Qm-ﬁrﬂuh'ophnnyil)si,&thiaﬂl-and met hyl in positi on

2, 2y h)y P&g bstituted with chloro in position 2 and 6; i) Tis
,phenyl y stltu ¥i"“?‘:ﬂ'@‘f“llor0|n position 2, 4; and 6; or j) T is phenyl

substltllflmhﬂttb&nbbaﬁg |00 i n~ S|t Ais selected
- froman aryl ring or hetéekr%igﬁbﬁte (r}?on]éﬁ%fz@ﬂ rP"ﬁ?P?‘ ﬂégﬂ{#@n%rﬁﬂyﬂQS

b dydtobnomide and ﬁﬂ%}? f h
ﬁ;dff)lgten g@mgz . %I ogenat ed d nl;:_ g%%ég%nd&gﬁge‘gt &?y vitro,
~- al kopifiete %ﬁ{t’ B+o give aybﬂuMsahﬂ'(ll@Cmgybﬁmﬁﬁlﬂbﬁ,xJ m@o\gﬁter ein
- the aryllﬁé)ag%a@ §d66h§62 Be opt i onal |y R : _

15
EXAMPLE 40 [286A]

| ,4,6-Trlc!ﬂoro—-N-(7-methoxy-4 S-dthydronaphtho[l,z-d][1,3]th1azol~2—
' yl)benzenesulfonamlde - '
The title compound was prepared from 7-methoxy-4, S-dlhydronaphto[l 2-
; 20  Dj[1,31thiazol-2-amine hydrobromde and 2,4 »6~trichlorobenzenesulfonyl chloride as

~ described in the synthetic METI—IOD B to give a yellow solid (10 1 mg) with purity
>90%. MS (pos) m/z 477.1. '

'EXAMPLE 41 [287A] |
25 24 6-Trichloro-N-[4—(5—chloro-z-thienyl)- 3-thiazol—2-yl]benz‘éhesulfonamld.e
- The title compound was prepared from 4-(5-chloro—2-th1enyl)-1 3-thiazol-2-amine and
24 G-mchlorobenzenesu]fonyl chloride as described in the synthettc METHOD B to
give a yellow solid (24.0 mg) with purity >90%. MS (pos) m/z 461.0, 463.0,




~ 6 SEP 2004 substituted in one or nore positions indeper\qg@@b %ach
ot her by hydrogen and hal ogen; B is selected from hydrogen 00

Cl - s-al koxycarbonyl or is linked to A o give a 6 5 nenbered aromatic or
non-aromatic ring;, as well as pharmacgutically acceptable salts,

hydr at es. and sol vates thereof. 2. A conpound according to claim1l1, wherein

0O Ais s nzoth| en-3 yl, 3-(2,5-dinethylfuryl), pyridinyl;
t hi enyl ?‘Mﬁ% uted with one or nore of chloro, nethylsul fonyl;
phenyl opt4 @OplikcKIoOREI4 . t hoxycar bonyl, nitco,
fluoro, nethyl lk:}firl\et hoxy [4t g gﬁﬂﬁ'(‘ﬁ?&éé l?zakgdq‘i’éﬁuﬁﬁﬂeﬁdfwamlde

~trifl r'lﬁwai tom I ked t
Ato 9383 féﬁmégﬁ’édx%%%@%%n R R S T ppecand
accordin -tecbloroberzensshlémivé dhio;

Et hyl | %3 chl oro- 2- rretnﬁ‘%l phe)ﬁyl )ﬁiﬁﬁﬁeﬁéﬁ%ﬁﬁ&%tf@@#&oﬁ% 5

car boky| $4V & Rihte. sobi rvv!tbpun@f?%%z@ﬂslpad)]m&ztsso 455.0,457.0,
propyl benzenesul fonam de, . N- (4- phenyl -
t hi azol - 2-yl) - 4=propyl benzenesul f onani de

N-[4 (4- mmqgtmbm]enyl) 1 3-thiazol -2-yl]-4-propyl benzenesul f onam de

Ne(daf2- -
N E:f«h (e ﬁiﬁﬁt R i ptehyf-d it i g ?’%%4&3'3@?3@ PRI i e,
chl r?életﬁﬂm tpat
gé;o %_ lI”?Joromwgtlily{: ﬁiw t hi azol@1Dﬁi’lwl"'ileﬁﬂ"ﬁéé‘i?amlde
i ﬂg,ql hgqnzieg nde as described i m the synthetlc METHOD B to

3-
3-
3-
yl
2,

N -

0 4
EXAMPLE 44 [291A]
N-[4—(3-pyr1dinyl)-1 3-th1azol-2-yl] i1, 1'—b1phenyl]—4—sulfonamlde
15 = The title compound was prepared from 4- (3-pyr1dy1)-1 3-thiazol-2-amine and 4-
phenylhenzenesulfonyl chlonde as described in the syathetic METHOD B to glve a
whlte-yellow solid (1.4 mg) with punty >80%. MS (pos) m/z 394.2.

EXAMPLE 45 [2924] ) |

20 N—[4-(2-chloro-S-mtrophenyl)—l,3-thlazol-2-yl][1 1'-blphenyl]-4-sulfonamlde
The title compound was prepared from 4-(2-chloro-5-nitrophenyl)-1, 3-thiazol-2-amine |
hydrobromide and 4~pheny1benzenesu1fonyl chloride as described in the synthetic
'METHOD B to give a white solid (11.9 mg) with purity >90%. MS (pos) m/z 472.1.

25 EXAMPLE 46 [293A] : |
N-(7-methoxy-4, 5-dlhydr0naphtho[1 2-d] [1,3]tmazol-z-y1)[1 1'-b1phenyl]-4- -

sulfonamide :

The title compound was' pljepared from 7-methoxy-4,5-dihydronaphto[1,2-

D][I 3]thiazol-2-amine hydrobromide and 4-phenylbenzénesuifony1 chloride as .
30 described in the synthetic METHOD B to give a white-yellow solid (17 0 mg) with 3

purity >80%. MS (pos) m/z 4492, |

]-
Rl e et i
0

g



,6-Trichloro-N[4-(4-fluoro-3-nethyl phenyl)-1, 3-thi
enzer . ~; ~~~ua, . u,.,,, AFG%EP 2004
-Trichl oro-N-[4-(4-net hoayphenyl)-1, 3 t hi azol - 2-yl ] benzenesul f onam de,
3-nitrophenylrl, 3-thiazol -2-yl J4l,i'-bi phenyl]-4-sul fonam de, N-(4
-1,3-thiazol -2 yI)[I | =bi phenyl ] - 4- sul fonam de, 5
4

- N

@I—I
o A

_

yl-
Fluoro 3- nethylphenyl) 1, 3-thiazol-2

(
|, enyl ] - 4- sul f onam de, :
(4 Mﬁéﬁ?l[ﬂ%ﬁ thiazol-2-yl][I,!"-biphenyl]-4-sul fonan de,

hi h I hi I
(E,)l ngen sﬁq f% Egjﬂ’%éz'?h}eiyé)?)lﬁnltglzgzeﬂgl%] )[1;'-!:;)1 he aE]:—silfon i
Di chlpg, M‘% aﬁ%@té iazol - f In)y enzenesart gﬁam de, ,
i ol Tee r%ﬁﬁ 6% R phlort.23iiisp013 ikl afbine nd

hylSentd-phes;
é cﬁl or o- l\zﬂ[ 4- (4 @? ?sée@rtb?ﬁaa&hemthqmsmmmm@wg%w fon

i de; ~ white solid (431]1 Wlﬂl >R09.
[ 4- (2-{[ (4- propyl phenyl )Stﬁf %w 026, MS (psymf2,433 44 435404 ) phenyl ] acet ani de
4-P opyI N-[4-(3 pyridinyl)-1,3-thiazol-2-yl]benzenesul f onam de, ..
[
7-

(

r

-(2 nyl)-1, 3-thiazol-2 yl]-4- propyl benzenesul f onam de

( mf‘g}g Wronapht ho[1,2-d][i,3]thiazol-2 yl)-4 _

opyl be :

[4-(5- g@fgﬁ% 5 tﬁﬁ‘@i‘n&&n 13sthigrol 2qviH1, 1y ']hllﬂh@nd]ryﬂ-shﬂfmmlﬂﬁw f onani de,

j 4402- etmtb@b b opyi be zenesul f onami de,
[4-(2-{ 33&%2' or O- g}%@%ﬁéﬁnyﬁ%ﬁ (?ﬁg}ﬁ Eﬁﬁ'ﬁﬁ}’)‘lp thigzal-2tamtineGng 4-

.yl) pheny nEengsulfonyl chlorid

3- il or 0y et yk o4 £ 4 S% Dyrid as described,in the synthetic METHOR Bita givasi de,

- 3- Chl oro- Fcisq & Wllﬂlpunm'tem%) MS ¢p égglnﬁ&q 2;y! 1-2met hyl benzenesul f

onanmi de, 3-Chl oro-N-(7-nethoiry-4,5-dihydron phthozf7 :

1,2-d][1,3]thi azol 2-yl)-2ZS nmet hyl benzenesul f onam de,

3--Chl or oENEANIRISE e@? thlenyl) 1, 3th|azol 2
oyl ] =2- et hyI benzen u% nam de, .

Chli)r oN{Q—@-({EﬁQmHma}:@g%éﬂgylﬁh&mﬁg lafonyl alJuno}mat hy! benzenes_ul f onani de

~1,3-thiazol-4-
N- [ 4- (2- Y'[)phenyldacetannuer ophenyl ) sul fonyl ] ami no} -1, 3-thi azol - 4-yl ) phenyl ] ac .

et am de,

2.4, 6-Tr M8 P@F&%mepnepwy-[&@-mwp B-&&dﬁg@éﬁﬁ@ﬁﬂmgﬁﬁ%de 30
2,4,6-Tragdh &lch![o[ré é_%] ro- n| trophenyl 1, 3-thi _
yl ] benzenesul f onam @e yd chloride as described in the synthetic |
246TrMBT[QO@)B~ Y/ i_hy.dr hQ 1,2-d][i, 3]thiazol - 2y|)benz
enesul f onam de. %gﬂ}s'@l%}/ﬁ-}é}eﬁmg S()Ylg (grlalglgﬁ pur_[ty >80% MS (pos) m!z Co
2, 428 Tr4§,5r12,045:81\l-[4 (5-chloro-2-thienyl)-1,3-thiazol - 2-yl ] benzenesul f onani

4-
n
4-
[

4-
b

-y
4.
- [
e
[
]
- [
4
]
4-
4-
t
, 4-

iz?ZEGZ'ZgngN<NZEZgZNNg

'de-'

2,4,6-Trichloro-N[4-(2-chl orophenyl) 1, 3-thi azol 2- yI]benzeneswfonam de

S 4- 1]-4

yl uffo%kﬁ]sit%?/a]zol 4-yl )phenyl ) acet am de,
e

I

y

3- z;z;up = 2- - bi ph | ]-4=sul f d
gz chl olr@ %1?%?%5‘% h@'f‘f P}&/'!'ii Zflllgaq%i]1>/2-§rl]baajérm2;§{)nnéiﬁﬁbf onani d

4-
4-
BT i A i
| t %H% Sm?]t)l/? 1, g t hi az oli Zondﬁas de?‘;nbbedplﬂeth? [s?m@egg MH}FE)QGB

(2 ALt W'Sghd@mﬂn@m@miwmwﬂs]@@smz&oédQb%)l 4yl ~heny

- Di chl or o- 6 met hyl - N-[4- (3-pyridi nyI) 1, 3-thiazol - 2- yI]benzenesquonamd




2, 4-Di chl oro-N-(7- et hony-4:; 5-di hydr onapht ho[ 1, 2-d] [ 1, 3] thj -2-yl)-6
nmet hyl benzenesul f onam de, {%agé)é Zﬂﬂg
2,4-Dichloro-N-[4-(5-chloro-2-thienyl)-1,3-thiazol-2-yl]-6- D

met hyl benzenesul f onam de, Ty -
2,4-Dichloro-N-[4-(2,5-di rrethyl 3-furyl)-1,3-thiazol -2-yl]-6methyl benzenesu .
| f onani d

N-[4-(1- S%WLEHS]S[?S%S)All 3-thiazol - 2- yI] 2, 4-di chl or o- 6- et hyl benzenesul f
onani de, Miﬂ‘cﬁ??&hﬂﬁfﬁgﬁcﬁﬂ)'ﬁ%n}tmpﬁen}t'f) 98 harbl- 5-}%]-6—

propylbenzenesu ona

3- Chl oro- lﬁeth?lbénidﬂeﬁﬁﬁoﬂaﬁﬂﬂsnyl) 1,3-thiazol-2 yl]-2
nmet hyl benzenesul f onam de, ,6-Trichloro-N-[4-(3-chloro-2-thienyl)-1,3

Uhi azol - g Hincompouadiasprobtied Fork: AZoh1oi6-sMhitrbphéngly! 103 Hidzo s Ghthd - L

3 th| zol met yl benzenesul f onam de,

dch ﬁgfﬁg%gopgdg and 2 dndigiero6ymethyThenaenesulfonyl chloride as described in the

il ]suf‘f ony DY SRERAFETRALRR0 £1% o ity elon sl IiAana) with purty >90% s

3- Chl or o~ gymgﬁ h henyl )-1,3-thiazol - 2- yI ] - 2- met hyl benzenesul f onam d
16 SAP 2004 %%b it

[4-(2-{[(4-Bronmo-2,5-ditl uorophenyl )sul fonyl ] am no}-1, 3-thi azol - 4y| )pheny

acet am_de,

,3,4-Tr |mm[2@9Adhl orophenyl ri, 3-t hi azol - 2- y1] benzenesul f onani de,

42Tr|chlﬁ,g 3ch|or02th|enl) 1,3-thiazol-2

i 1béfzefeddpchlor -methoxy-4, S-dlhydronaphthu[l,z -d][1,3]thiazol-2-y1)-6-

] _
3, 4-Tr 'lﬁ@éh%gel&eglés&l}ongﬁ%o 2-thienyl)-1, 3 t hi azol - 2-yl ] henzenesul fonam§
B

rono- 86 robenzenesul fo
am de, %ﬁ?ﬁﬁ%go N %?E?egﬁoég%@}“t'};f“%ﬁ#% ‘bﬁé%hy (21 3] t hi azol -
1)-2 _ thienl2f anars b - -6
Di chl or o; N[ 4- ( 2-, chI or%%}\rg nI;/?I?l-dle a??dtzﬁfladzlolfdoﬁo 6 methylbenzenesulfonyl
2-t hi

A Tﬁrssﬁ Gtethhd Q{]:ltl:letu‘E %/IETIl-I]OD B to}gwe g v;fl%lte sol|1d 16. I3)m tP]
3 Li en sutfonyl ] ani no i azol - 4-yl ) pHienyl ] ac
e, oty $93% B pGnpiaasathdiy e

5-di hydronapht ho[ 1, 2-d] [ 1, 3] t h| azol 2y| )benzenesul f onam de, :

4- Br onp- 5- chl or o- N-[4 (3- chI oro-Z-thienyl)- 1 3-thiazol - 2- yI] 2t hi ophenesulf
onam de, EXAMPLE 53 [:7'700AJ

3- Brono- 5- chl or.o- N- ( hoxy- 4, 5- di hydronaphtho[l 2-d][1, 3]thiazol-2- yI) 2
t hi ophenéﬂrﬂ]xohhmdﬁ-[4—(5-chloro-Z-thlen?rl))-liB-thlazol-Z i}-6- '
3- Brono-5-chl gro-N-[ 4- (2- chl or opheny 3-thi azc}, yI] 2-thi. ophenesulfona

m de methylbenzenesul onam:de
2- D|chlor fonl am_no t hi azol | )phei ryl ] ace

ari %(5 {f&l%%it?e conipoun ¥e13 fl‘Oll)ll 4] (5-ch101}:o-2-th13ny|1) 123-th1azo -2)-a.mmp Ie o .

6- Dchtm r =yl nes de ;,
0 2,4, 6-Tr] CEI:or ff)ﬁp@?%(@f@gﬁ @%ﬂly } P E‘f‘i

| )benzesmﬂhleﬁoMETﬁ@DBto hi

3,4-Trichl oro- N{l4 [2 chl %?Vgaw( f= 50 gr(%);g)henglw)lthh% 1P’]>90|D/ ngocﬁ) 2yl }b
nzenesul¥s{39i0441.0

3,4-Trichloro-N-{4-]2, 6- di chl or o- 4- (trlfl nororrethyl)phenyl] 1, 3-t hi azol -

t
2,
|
Y
2,
e
2,
! 5 yl }benzenesul f onam de;
25 EXAMPLE 54 [301A] _
2,4-Dichloro-N-[4-(2, 5—d1methyl—3-furyl)-1 3-thlaznl-2-yl] 6-
methylbenzenesulfunamlde
The title ccmpound was prepared from 4- (2 5-dimethyl-3 ﬁnyl) -1,3-thiazol-2-ylamine -

(METHOD I) and 2 4-d10hloro-6-methy1benzenesulfonyl chloride as described in the

' 30  synthetic METHOD B to-give a yellow solid (11 6 mg) with purity >90%, MS (pos) =
m/z417.1,419.1.



N-j 4- (2-Chl oro-6-fl uorophenyl)-1; 3-thiazol -2-yl]-4

pr opyl benzenesul f onam de, 16 SEP 2004

4- Brono- N-{4-[ 2- chl or o- 4- (4- chi or ophenoxy~henyl ] -1, 3-t hi azol -

yl }-2, 5di fl uorobenzenesul f onam de, 43

“4- Brono- N-{4-[ 2, 6-di chloro-4.-(trifluoronethyl)phenyl]-1,3-thiazol-2-yl}-2,
5 .0 difluorobenzenesul f onanm de, fi S SEP 200 63

4,5-Di chl chi oro 6- ffuorophenyl )-1, 3- th| azol - 2-yl ] - 2t hi ophenesul
f o Dehl exaipL g 421N

4- Br ono- 4- chl or ophenox henyl ] -! 3 thiazol -2 .
yl }- 2t bi ?Hﬂm@s u‘?&ggﬁ(‘#‘é Y Iﬁsg 3“ﬂ“‘¢‘§01"2'15’1]'2s"i-pd!(ﬂﬂ01‘2)/36Fi "

4- Br onp- dmethydhénAink ?u rﬁ? i&chl oro- 4. - (trlf(uoronet hyl ) phenyl ] - 1, 3- t hi azol
- 2- y::)}5 2t hi ophenesul ona

2. 4- DPchlTdredi Qamp@uﬁmmg?rgﬁrwﬁro%’a-eﬁ-ﬁernlzo et:l{l-b?;ls)-ll 32 thiazol-2-ax

yI] 6net nesut fona amm
2,4, 6- Trw and 2 dedidhiob@-arefiryIbihURAAIE] Bl L yil-1L 3-thi azol -

0 yI Ybeg ctibed in the
4I ]Br gmot ﬁﬁﬁ%’%ﬁ%ﬁm gmcra)whﬁeysblud UBondPgRh p%nty >90%. MS (pos) -
y me 8H: onam de, : v /0. )
© 2,4,6-Trichl Orgﬁﬁﬁ?? [ 2- chl or o- 4- (4- chl or ophenoi cy) phenyl ] -_1, 3-t hi azol - 2yl
' }benzenesul fonam de, 5

4- Br onp- 5- chl or o- 2-t hi enyl)sulfonyl]am no}-1, 3- th| azol 4 yl)phen
yl]a]cé E%é@vm LE 56 [305A] »

3-Chl or 4 é a}dl hydrot hi eno[ 3, 2-¢ej [ 1, 3] benzot hi azol - 2-yl ) - 2met hyl benzenes

ul f onani Igras2 tinen - M 2- a 3] henzot hi azol -20
yl ) benz % N-}(% %Bgmh dr ot ﬁ?‘i‘k}’[@ﬁ&iﬁ Sll{fclma;n? de :

3] benzot hi azo %Pﬁ"ﬂ Was. mpﬁ@dﬁlc]mﬂ—@dbﬁlﬁf@m P 1fh1 01-2- |
2, 4- Di chi-ayg 1opy Iﬂ% cro";]‘gﬂ 3 2-a] jbl 3] benzo?f & oy uazol-2-amine and
y 6et enzenesu ona C1ibed 1 the synthetic

) - hyl'b as described i th syn METHODBtogwe

;II-§4 -5pr-opyl bersglanesu f ﬂ%k‘[vgnﬁbﬁﬁ Zgba%aﬁé (pos)m/z3992 401.2.
oro- N-j 6-chl or o- 8- (net hyl sul fonyl ) -4, 5-di hydr ot hi eno[ 3; 4-a] [ 1,

3]b 2-methyl b | f d ) S
J[EHQW%%hp@&ef o%yl )eniegezrhygpg{nhl gno[ 3, 4- a] [1,3] benzot hi azol - 2-
[1-4 de, -

o CorhRERARIAN L 8f‘-‘a”lzcﬁ@woammm@.pma@;ggn%%&%&ﬁgﬁm!E

-4e]J 1, 3/he titletddniisindAx Xﬂ)regp é&x %‘1? nesul fonam d :
N-j 6- Chl of 0- 8- (Bt I i yl sS4 9?9 fry"«hl%eﬁ-ﬁnm;ﬂ)-zi s3dhibzol-2-amine and -

1, 3] ben?whiorazbinethytbbndent Ui
e stifonyl chlonde as described in the synthetic METHOD B

to glve a Whlte-yellow solid (7 6 mg) Wlﬂl pmlty >90%.

)n

MS (pos) m/z 4052, 407.2.

[EXAMPLE 58 [307A]

2.4, 6-Tr:chloro-N-[4-(3-chloro—Z-thxenyl)d 3

The title compound was prepared from 4-(3
25 246

-thiazel-2-yi]benzenesulfonamide

o -chloro-2-thienyl)-1, 3-th1azol-2—am1ne and

| - orobenzenesulfonyl chloride as described in the syntheuc METHODBto |
_ glve a white solid (5 0 mg) W1th purity >90% MS _(pos) m/z 459, 1,‘461.1, 463.1.

.
Al



bi phenyl ] - 4- sul f onam de,
N-(2-{[(3-Chl ot o- 2- et hyl phenyl ) sul f onyl ] am no} napht ho[ 1i26 cﬁEP 2004

j1,3]thiazol -6yl )acetam de, 5
N-(2-{[ (4- Propyl phenyl ) sul fonyl ] am ng}-4, 5-di hydronapht ho[ 1, 2-d] [1, 3] t hi azo

1-6yl)acetam de,
N-(8 Ni t r BXANMPY iy [w%&nt ho[ 1, 2-d][1, 3]thi azol - 2-yl)-4-propyl benzenesul fo
nam de, N-(8-Nitro-4,5 ydronapht ho[ 1,2-d] [

1, 3] thi azw-nltht)lfoLNl[z}.m.th_i_tﬁ éﬁ)rlj P’ga{ﬂlg‘&?l”%lﬂgdﬁr A corrpound accor di ng

to claim 1- 3, for nmedical use. ocess eparation of a
corrpound metlayl biengenesulﬂmamlﬂes corrprl sing at |east one of the follow ng
st eps: m%b{ionam de goupling by reacting a 2-am nothiazole with a

sul fonyl ¢ 88013%’ a5 preperndcont4-B-bhloro-2ihisny1)-15pidso1oR %,épgngy

reacti deriv with a sul fonylchloride int
pr eser?; g %#Zdlae@bg(gg%%ﬁgﬁ b?ny Qsmbgdbm ﬂm@tﬂm@n

" opti onal IMES[IHJ@D B%?Vé Qlyg %dﬁ&@‘\?\‘ﬂgﬁ h%kOk@ onso%lo fog)r)g&; agg Igf. a

t hi azol e r|n reacting~a thiour

The use d‘|‘4 nwzef37, Qaw, gn. ar I
ri nguor t7e ri ﬁg ospﬁs;nal I ?flﬁﬂrl] é%ééﬁ t%s%ggﬁﬁe@gzéy {Q\ﬁ%‘;
wher ei n nf% Sﬁﬁﬁ)" nteger 0-5, and R is hydrogen, halogen, C, 6-al kyl and

aryl; Ais selected froman aryl ring or heteroaryl ring, which can further
be optlonally substituted in one or nore positions independently of each

ot hengby EX%WEE kyl, hal ogenated C, _6-al kyl, hal ogen, C-~_6-al koxy,
nitro, 6- a oxycg’%é%sl C, .~ 10~ al kyl sul fonyl, acetyl am no or aryl oxy,,
wher ei n a;ﬁi-])iélﬂo@ﬁ;N anat t4 gnal | stituted in one or nore ¢ ;
positions_i ndependenﬂl 5/(2 l%gcﬁhgﬁﬂzjrl %@"ﬂ?ﬂf&gﬂﬁﬁm hﬂdb@gmesulfonamlde
: ¢ title compound was prepared from 4-(2-chloropheny1)-1 3-th1azol-2-anune and
| 2 4-d10h10ro—6-methylbenzenesﬂfonyl chloride as described in the syntheuc

- METHOD B to gwe a white solid (40.3 mg) mth punty >90%. MS (pos) m/z 4350,
15 437.0. :

-

EXAMPLE 61 [3124] ,
- Ethyl 2-[([1, 1'—biphenyl]—4-’ylsulf6nyl)amino]-4-phenyl— ,3-th1azole—5-carboxylate
._ The title compound was prepared from 2-amino-4-phenylthiazole-5 -carboxylate and 4-
20 blphenylsmlfonyl chloride as described in the synthetic METHOD B to givea white
- solid (21.7 mg) with purity >90%, LCMS (pos) m/z 465 2

EXAMPLE 62 [313A]

3-Chloro-N-[4-(4-methoxyphenyl)—-1,3-thlazol-Z-yl]—z-methylbenzenesulfonamlde

25  The title compound was prepared from 4-(4-methoxy—phenyl)—th1azol—2-ylamme and
3—chloro-z-methylbenzenesmfonyl chloride as described in the syntheuc METHOD B
to give a white solid (58.0 mg) with punty >90%. MS (pos) m/z 395 2,




B is selected from hydrogen and C-, 6-al koxycar bonyl or i155I$ER<3@40 Ato
give a 6nenbered aromatic or non-aromatic ring; 15. as well as
pharmaceutically acceptable salts, hydrates and sol vates thereof, 16 SEP
2004 66 in the manufacture of a nedidanment for.the treatnent or prevention
of diabetes, syndrome X, obesity, glauconma, hyperlipidena, hyperglycemn a,
hyper i nSLEXAMfPhE @m@]r osis, depression, virus diseases and inflammatory
di sordershﬁgs( to achieve 5 i muno-nodul ation. 7. The use according to claim
[

6, where -{l (ﬁrﬂronm;ﬁ—diﬂmulmeﬁy?mwgﬂyﬁynﬁ 1 3eRliIERL4.0" Prevention

of tuberc:ﬂ[ﬂl nd psoriasis The useaccording to claim
6-7, whert eﬂ’ﬂ?"ﬁ mide=q from 15 t hi enyl substltuted with one or. nore of

ey e Bt U ok Mooy
1 0
subg? | '? L[( ggm@;aﬁdoﬁr%%o%gg oi’l %ng%%de)SHEBM &ﬂ?ﬁ@f']dy ﬂ}ﬁgiﬂg%sﬁ‘&%&lggﬁl yy '

“subst i tutthﬁjsmtheﬂ@htﬂi'ﬁﬂomfﬁ!t@ vet
met hoxy, - Zﬂzl am chI or o, gl ct?'lhglf%g Hgﬁyy%htﬂé#&@m é%
- sel ect ed Mﬁethoxy or is linked to Ato give a 6 menber ed

25 aromatic or non- aromatlc ring. 9. The use according to claim6-8,
wherein the conpound is sel ected from

Et hy12- (EXAM]?E%QV[QQBE'TW ) sul fonyl ]am no}-1,3-thi azol 4-yl )benzoate,

N 10 2,3,4—Tnchloro—N—[4~(2-chlorophenyl)—l,3-th1azol—2-yl]benzenesulfonamlde
i The title compound was prepared from 4-(2-chlorophenyl)-1,3-thiazol-2-amine (57
mg) and 2,3 4—tnchlorobenzenemﬂfonyl chloride (76 mg) as described in the synthetic |

METHOD B to give a white solid (64.8 mg) with punty >90%: MS (pos) m/z 453.3,
455.3, 457.2,

15 ,
EXAMPLE 65 [313D)
2.4 5-Tr1chloro—N—[4—(3—chl0ro—2—thlenyl)- ,3-th1azol-2-yl]benzenesulfonamlde
The title compound was ‘prepared from 4-(3-chloro~2-ﬂuenyl) 1 3-th1azol-2—amme (59 -
mg) and 2.4, S-mchlorobenzenesulfonyl chloride (76 mg) as described in the synthetic

20 METHOD B to give a white solid 0.2 mg) with purity >90%: MS (pos) m/z 459.2,
461.2, 463 2

EXAMPLE 66 [313E]
2,3, 4-Tr1chlor0—N—[4—(3-chloro-z-thlenyl)-l,3—thlazol-2-y]]benzenesulfonam:de

| 25  The title compound was prepared from 4-(3-chloro-2-th1enyl) 1,3-thiazol-2-amine 59
mg) and 2,3 4~mchlorobenzenesulfonyl chloride (76 mg) as descnbed in the synthetlc

METHOD B to give a white solid (5.0 mg) w1ﬂa punty >90%: MS (pos) m/z 459.2,
461.2, 463.2,

)
EH



2,5-Dichloro-N-[4-(3-chloro-2-thienyl)-1, 3-thiazol - 2-yl ] be nam de,
30 4-Chloro-N-[4-(4,5-dichloro-2-thienyl)-1; Q@Whﬁ@
3-thiazol - 2-yl ] benzenesul f onam de, Et hyl

2-{[ (4-chl orophenyl ) sul f onyl ] am no} - 4gphenyl - 1, 3-t hi azol e- 5- car boxyl at e,

16 SEP 2004 67 Et hyl

2-{[(3- cmmmmhgﬁnyl)sulfonyl]am no} - 4- phenyl -1, 3-t hi azol e-5

car boxyl at e,

N[ 4- (3- A BrambNy[4)(3LeBloirbi enesul f onani de,
N- (‘4- phen I-l 3 t?\q‘ta(zol 2-yl) ?lgbg?gp%/kl}ghﬁogestﬁ%ﬁam de, 5

N-[ 4-(4- rebenzenesulforeamide 1, 3- t hi azol - 2-yl | - 4- propyl benzenesul f onani de
I[gr g@?ﬁg{uox he‘f&@ﬁ?}%&?ﬁ&%éﬂ&@iﬁ progxll,g?nzenesul fonam\gggt&:Jn de

O A W R

N F%“E‘Pﬁ?%“ﬁ@}’?"%%n 19 piys. & White splid (27,3 1) Wit peify 0% MB éhesh de.

y

6-

6- Tr /a3l a; H784.phenyl - 1, 3-t hi azol - 2-yl ) benzenesul f onani de,

6 richloro-N-[4-(4- quoro 3-net hyl phenyl) 1,3-thiazol -2-yl ] benzenesul f
6-

;
[If %ﬂ%ﬁéﬁ;ﬁﬁ%hfﬁyg%?yé) {31 phazol 2 i benzonesul t onam e
h 4- f

1 4 A Rickiar “ﬁ’?mﬁ%ﬂy"% di Baapbetog 2 dlin ABaneta -2 sul f onan

N- [ 4tKié mmm 3-thiazol - 2-yl ] [ 1,1 -biphenyl]-4-sul fonani de,3
Di chl oro 6- methyl - N-[ 4- (3 ni trophenyl)-1, 3- th| azol -2-yl ] benzenesul f onan
Di

20 The title compound was prepared ﬁom 7-metho -4 S-dl?%er(l)lélae%es 0 1 2-

N-
Ch
Ch
Ch
th
4,
4,
4,
nanmni
4,

N-
N- (4
N-[4

de,

d
fOnam de,

ch - {%I - N-(4 phenyl - 1, 3-t hi azo -
I fD| ch )%“Pll ~AORG bmhﬂb;ﬁ&émg))anﬂ,%&dlcmb@éthfopﬂehe.@)ngﬂmﬂ}henzen
ona

Di ¢ P@gﬁdﬁ(ﬁ“@ %49?8@5%%%9 synthetia METHOD A to- giverarwhiteniib(a! f on
" {[g?4 pr pﬁge%% )lg{ﬁ qpé’ﬁ?/ﬂ/?i##’rqé} 4ﬂ933 t hi azol - 4-yl ) phenyl ] acet ani de

N-(4-(2

o 4- Propyl - N—[4 (3-pyridinyl)-1, 3-thiazol -2-yl ] benzenesul f onam de, -
N-[ 4-(
N-

4-
e,
4-
4-
su
4-

4-
5

4-(2-chl oro-5-nitrophenyl)-1, 3- th| azol - 2-yl ] -4- propyl benzenesul f onam de,
7- BX)A,MPIEGEP {318Hpapht ho[ 1, 2-d] [ 4, 3] t hi azol - 2-yl') - 4pr opyl benzenesul f
m d
4-
[ 4-

N[ 4- ( S ‘éaﬁrla!c@l@tq-m-mzjchiqmnhanad)al;magoz@yllmhmmemximm de, 30
N4 (()(2) ¥t BHERBEDOutia wais prepared fiom 4:-chlorophenyl) 1 5-duiazol 2-aming (57
N 0 nyﬁl@ énd E'@g&ﬂoﬂ%’%ﬁ@&@ Byglﬂfo%ri gﬁ%l'ﬂd%%g %g)las?’déshl 2 the

yl) acet am

p L
3o or GsyRtieticMETHOD Bampgiwewmtésaw(wsﬁﬁ@wﬁhéi&pfagmﬂﬁ%ﬂsf@%j“ de, - )

| oro-N-[ 4- (2-chl or o-5-nitrophenyl)
met hyl be‘ﬁé@!‘%@ 4Zh3pEIRMS m/z 423.8737 (calc. of monmsoto ic mass for C13 I){—, CLLN;

3- Chl oroozsg Elvrégtll%xg/?s%f di hydronapht ho[l -d] [1, 3]t hi azol

3-
3-
3-
2,
2,
2,
(0]
2,
15

2,
i

2,
2,
e
2,
a
(0]
SEP

25 EXAMPLET0 B3y .,
- N-[4-2-{[(2,4, S—Tnchlorophenyl)sulfonyl]ammo}-l 3-th1azul—4- :
yl)phenyl]acetamide _
The title compound was prepared from N—[4—(2-amino- 1,3-thiazol-4-
| yl)phenyl]acetamide (63 mg) and 2,4 S-Hichlorobehzéncsu]fonyi chloride (76 mg) as.
30  described in the syntheuc METHOD B to gwe a white-yellow: sohd (5 0 mg) with
- purity >90%: MS (pos) m/z 476 3. 478 3. '




met hyl benzenesul f onanmi de, 16 SEP 2004
3-Chloro-N-j4-(5-chloro-2-thienyl)-1, 3-thiazol-2-yl]-2-nmethyl benzenesul f ona
m de,

. 3-Chl oro-N-[4-(2-ehl orophenyl)-1, 3-t hivazol - 2-yl ] - 2- met hyl benzenesul f onam de
, 10 _

N-j4-(2-{[(2,4,6-trichl orophenyl)sul fonyl]am no}-1, 3-thiazol -4-yl)phenyl]ac
et am de, : '

2,4,6-Tr iEﬁ&MBLE—TM{:’;EHyri dinyl) -1, 3-thi azol - 2-yl ] benzenesul f onami de,
2,4,6-Tr if§I£ ?‘mﬁi [ 4- 267Ch| or o-5-ni trophenyl)-1, 3-thi azol - 2-yl ] benzenesul fo
nam de, “*7 oro-IN-(/-methoxy-4,5-di ' : .

2,4,6-Tr W@%%ﬁ - et hoxy- 4!,;{3- di h'yhé?dé'r?é‘f)’ﬁ'?‘ﬁ‘w@;Zzﬂlij_lp?a],tbqazm-a-zo| -2

yl ) benzeresul T on lamide '
2,4, 65Tr iTHY 9 -(5-chl oro-2-thienyl)-1,3-thiazol - 2-yl ] benzenesul f onaxn
i de. C@bli)éuﬁé “Fas prepared from 7?11181_1]10){)[-4,5- " hﬂlo 1

L | ihydro;

2, 4, 6- Tr LKL 3)thiddo]-2-413i | s, 3-t hiazol - 2¥yl nzen&¥ul f onani de,
N (4-{2- ﬁ |, 1'-bi phe_n[yELH H-!}z’(-ﬁ‘yf}@‘&%%ﬁﬁﬁél mehand 2,3 3t-trichiaroberzank) | ) acet a
" de, N—%’ ‘{fgﬁﬁf pinaghgd JEﬁﬁea%W%ngﬂghtgnw ]--;hslul onam de, .

N-[ 4-( 2- ro- 5-nitrophenyl ) -1, 3-tHiazot-2- ‘ [8tphe mlttile sblriufRoparm d
e, 20 ﬁg)o‘“?hpmw >86%: S (pos) miz 475.3, 4 7.3 | o
N- (7-met hoxy- 4, 5-di hydr onapht ho[ | , 2-d] [ 1] BYthi azol -2-yl)[ 1,1 -biphenyl]-4
sul f onam de, _ : o : ' a
N- [ 41Q S-METQ'W- 1, 3-thiazol -2-yl ][I, -biphenyl]-4-sul fonani de,
N«i[4-(2-§:%orop-geélﬁ>; -1,3-thiazol -2-y|l] ( : ; | l—bi phenyl ] -4-Slﬁ|,foniam' de,
N[ 4- ( 2-¢xramiie-Gi ; - ' -1,3-thi -4 25 .
yl-g ph(enwcet am!- def)%m-%qmm'%mi%"?ﬁ}b-lqu/hillgg?-;-;%].z- , | az.(-)

2,4-Dic Eh@QSﬂlfn-phnﬂdé4- (3-pyridinyl)-1,3-thiazol-2-yl]benzenesul fonani d
e o title o p' . _ o | |
2,4 gn;ihg);i REpAPe R0l e wsgand rom4so oo S4B Sl i 57"
2, 4- Di chl or o-q\l- P 5-%8?‘?1'8@%‘,1130@%?&@!1@1@&& 8d rhePht Bb8% 803 )&1 -6 30
met B bemﬁemwmto .16 855,5,20 )4 69 setibedinthe

2, 4-Di chl or 0- N-[ 4- (5- chl of & 2.3 Wi §P£ {34.2 mg) with purity >90%: Ms (pos)
- 3-t hi'azﬁ/zﬂ-syl]],%l@ﬂﬂt,mwgnzeri esul f onam de, 7 D ,
2,4-Dichloro-N[4:(2,5-dinethyl-3-furyl)-1, 3-thiazol -2-yl]-6net hyl benzenesu
I‘fonam'de,r 5 - _ _ S I
_ C|\)|;1g4r;i_ gémﬂﬁ %][glgl'j -1, 3-thiazol -2-yl]-2, 4- _d'__Chl or o- 6- et hyl benzehegul_f N
N-[4-( 33@@@%5@}_&&]@_— 1 3-thiazol -2-yl]-4-propyl benzenesul f onam de;, )
3- Chl or o- N- [ 4- (3-chl or ox2-1 T":s'ﬂ,lbydmquit 214 I'S‘Tfﬂ? enzanesul fona
m &0  thiophenesulfonamide - oLk, ' Xi&i%ﬁﬁ[ﬁ '
2,4, 6- T,f%chl oro-N-[4-(3-chloro-2-thienyl)-1,3-thiazol -2-yl]benzenesul fonam

jite hii : B e §ﬁ@fmnlgﬁ?g?m b %ﬂ.ﬁﬂem‘s‘%ﬁ:‘%hgafoga%ﬁ%o'(f,ﬁl')}(i63)%133201_ |
2t %ﬁf‘@e-eﬁlfg{m@mm 3 oo eI hdecs TEIE PGS fona
"1 _bi ¥ opsoribed inthe syathetis] MET b .03 b late,
e g oo v MITHHODE 1 gnd BaAfll SARATPRAAE. .

1'-b

Chl opuzity 80%4 - L) 1. 3-thiazol -2-yl ] -2-net

, N—[4-’(9i{[(4- B?%n%,y%-%ﬂ@@%‘gg%nyl') sul f onyl ] ani no} -1, 3- t hi azol -4 15

henyl ] acet am de, - _ T o

, 3, 4= k) r.o-N-[ 4- (2-chl orophenyl ) -1, 3-thi azol - 2-yl'] benzenesul f onam de,

, 4, 5- W@Yﬂd{!mm chl oro-2-thienyl)-1,3-thiazol-2-yl]benzenesul f onam
e N A g | n S o

2,3, 4- :T'rllgr&w_g'ﬁéglﬂlr"( Q‘-NdfltfﬂI-dﬂortiphdiiy@)nyjs).ﬂﬂiaﬁmt_ $iy#Es! - 2-y! ] benzenesul f onan

. .de, ° thi . o '
4-Br om-li.\glf%fl}?sg!igﬁlﬁg}lg-ezt hienyl)-1, 3-thi.azol -2-yl]-2,5-difluorobenzenesul f

~onani dEhe &fle compound

TAgyDicnoro N (7- et oy BEF o d-Crabloroulieny)- B3k hiddiol 5. 657579')-2' §
| Mg - romo-5-chloroﬂnophene-2-su1fqnyl chloride (80 mg) as 'descﬁbed ' =

QNN DO W
S )

inthe ~°



t hi ophenesul f onam de, 16 SEP 2004
4,5-Di chl oro-N-[4-(2-chl orophenyl)-1, 3-thiazol -2-yl]-2-thi ophenesul f onam de

N—[4 (2-{[(2,4,5-Trichl orophenyl)sul fgnyl ] am no}-1, 3- th| azol -4-yl ) phenyl ] ac
et am de,

2,3,4-Tri r.0- t hoxy-4, 5-di hydronapht ho[ 1, 2-d][1, 3]thiazol-2 25

yI ) benzen %&Eﬁ)%@ﬁﬁaﬁ% B'to give a white solid (43.7 mg) with >90%: MS

4- Br ono- Em%u?( %ﬁ §33.5h! oro-2-thienyl)-1, 3-Thi azg ? P? P (pos)

t hi ophenesu ona’m d -
3- Brono- 5-chl oro- N- ( 7- net hoxy- 4, 5- di hydr onapht ho[l 2-d][1, 3]thiazol - 2-y| )-2

t hi ophenesul f onami de, 30
3- Br ono- ﬁXHMPbEI\'FS([Bm]chI orophenyl ) -1, 3-t hi azol - 2- yI] 2-t hi ophenesul fona

- mde, o -
N-[ 4-P2- {IHQ-@-{[H%GMhm:mnuehygbﬁmﬁﬂjﬁfﬂﬁB}-l%—?h:&% !)p%e%y]]phenyl ] aceta

m de, %ﬁ% 2004 % acetamide

2, 6- Di chl'oro- 1¢ fHHpemR M@S@rgparhd&qmy\q 24amingal 3 Qhﬁ%&_?nzenesulfonam de,
2,4,6-Tr 5,;)?5 di hydr onapht fo[ 1 [ 1, 3] thiazol -2

yl ) benzeA&sul 1o A;&n%&%%&deck ?aﬁ/d 2, 65 dlchlorobenzenesulfonyl chloride (66 m Q as

2, 3, 4- Tr ideddrib ibHthé shh hl h |]1-1,3-th 25
yl }benzrengsul fegnam ge %ﬁb‘MﬁTﬁdﬁﬁ Or %?t)é@) de(2y6l]n )mthPlllntYO
2,3,4-Tr8A drMS\([{ofS)ﬂzi’/zMz:mqr@ 4- (trlfl uof onet hyl ) phenyl ] - 1, 3-t hi azol - 2
yI } bgnzenesul f onam de,

N-[ 4= 2- Chl or 0- 6-fl uor ophenyl ) -1, 3-t hi azol - 2 yl]-4- propyl benzenesul f onami de,
-, 4-Bromp 4- (4-chl orophenoxy)phenyl] 1, 3-t hi azol - 2- yI} 2,5
10 art L R A6 s Pk e €]

4- Bt ono- Mﬂi({lﬁoﬁ{ ﬁi‘?'g&glléro(-ythﬂ u ronet hyl ) phenyl ] -1, 3-t hi azol - . 2-yl}- 2 5 -

di f| uor obenzenes ienyl)-1, 3-thlazﬂl-2-yl]benzenesulfonamlde
1 - b chihe Stbscodmiomras reatd BORPILMorb PR 3 20kl s amine (59

t hi ophenesyul f.onam de,

| 4 Br ono-1Bg)} and Egﬁ-mqiﬂex[obemnesﬂfﬁnﬂﬂclﬂ&h&é f@@ﬁ%%g)dg qyed PR s§£' azo I-2-yl

onarmi de,
2 y| b zmﬁémmo{gz? QJ@HOMCMMM m@'ﬁﬂ?ﬁﬂﬁpﬁbﬁ% %grﬁ‘o;)n]j] 34&;“ azol -
2, 4- Di ch O’W(]}/ %E&%@ﬂl@l of mommt))pﬂc,ﬁasshf@:{gg w @1311\12602 Q, glves

met hyl bema | f onam de,
2,4,6-Trichl or - N-{4:[2, 6-di chl or o- 4 (trlfluoron'ethyl)phenyl] -1, 3-t hi azol - 2 7
yI }benzenesul f onam de,

4- Br ono- 4- (2-chl or o- 6- quorophenyI) 1, 3- th| azol 2-yl]-2
net hyl b flanIseg, 25

2, 498- Tii chl [2-chloro-4-(4 chI orophenoxy)phenyl] 1, 3- th| azol -2 |
26" Tl £R PGSR LR
B friditord (2”8“"“‘“'10"3’-4,5-6lhydronaphtho[1,2-d][1 3]thiazol-2-

yl)benzenesulfonamlde

The title compound was prepared from 7 8~d1methoxy—4 S-dlhydronaphtho[l 2~ |
- d][1,3]thiazol-2-amine (100 mg, synthesized according to METHOD I fromi 6,7-

dimethoxytetralone) and 2,4 6—mchlorobenzenesulfony1 chloride (2; 13 mg) as

25 described in the synihetic METHOD A to give a yeﬂow powder (6 5 mg) thh a purity N

of 86%: MS-ES (neg) mlz 505, 1

A
A,



. N

yl
N-
yl

enzenesul f onam de, ﬁhSEP 2[]%

}b
[4-(2-{[ (4-Brono-5-chl oro-2-thienyl)sul fonyl]am no}-1, 3-thi azof*
) ph nyl]acetan1de
(4, 5-D hydrot hi eno[ 3, 2-e] [ 1, 3] benzowhi azol - 2-yl ) benzenesul f onam de, 30

-Di chl or o- N-SIES di hydr ot hi eno[ 3, 2-e] [ 1, 3] benzot hi azol - 2-yl ) benzenesul fo
am de, 78 [SERQR004

3, 4-

nami

3- Chl oro- 53(4?-"15 i_hy drot hi eno[ 3, 2-a] [ 1, 3] benzot hi azol - 2-yl ) - 2met hyl benzenes
u ric

| f onam dés loro—N—{4—[2—chloro-4- 4~chloro hel h '
fzoﬁa% g;|§§b%§)ed\é-s&ffogag{lﬁydrot hi eno[3 ﬁ’ lm3 %%n%n 1111 liilﬁ‘g’l'%'benzenesul
| N-(4 5- Dmg%momﬁﬁgg%pge%eﬁ!zot [1,1' - bi phenyl]-4-sul fona

oro ( —chlorophenoxy) phenyl]-1,3-
> h Dihlthna:zdll-z-zﬂinﬁxsi@lylﬁg%ﬂd Q@Oei-%n@ﬁl%léﬁe::zlm SRy Hi6ridé (76 St hyi benz

enesul f onani de, mg as

(4,5 D1 gsarbied et i METIORY B 7k it dottr QP Y] Re“af“esw fonam
e

3- Chl or o-100%: M (es) 80/ 09,1, 581, 1, 6583, ) ); MSEmdihadz §7i5e599 3, gk] 1. 3] benzot

hi azol 10 2-yl ] - 2- net hyl benzenesul f onam de, -
N- [ 6- Chl or o- 8- (et hyl sul f onyl ).- 4, 5-di hydr ot hi eno[3 4-a] | _

1, 3] benzm { opyl benzenesul-f onam de, .

2, 4-Di chl oro- N-[ 6- chl or 0-'8- (net hyl sul fonyl ) - 4, 5- di hydroth| enol 3, 4e][1 3] ben

ZN?E gllgﬁﬂ)ro 8- (gzmgf?aﬂlw %ﬁnﬁf ?rﬁhgﬁyygpkeﬁﬂlll!é‘]tbﬁ??&%| azoI 2-
KI[] [21[ (le Wﬁ?ﬂfw?\%m 9165 di hydr onapht ho[ 1, 2-d] [ 1, 3] t hi azol - 6- yI }ace'
an hﬁaey titie compxuzlél was prepared from 4-[2, 6-d10h10r0-4-(n1ﬂuorome \A ?

N oo AL s e s e
(2 ; [ (@it iR b VI THRID 9k v oS s0BIRGS, B‘}Lé withpurity

N- (130 t POORMS (s outais5110637.4; 850.4; RIS (hetf thizs94 4, 491 O DRSRg=Y! f o

nam de,
N- (8- Ni t PYZ453.8%63(ealon of monvisntdpid hdss Tht .
N-g8 N:tro 4,5-di hydronaght ho([ 1@1 d] [ ?)3]02[1{1?3?3%?%%??{5;&%&]EBQ‘%@S?‘E
1,1 - bi phenyl ] - 4-sul fonam de. 25 ' 10: A pharmaceutical conpositian

conpri si BXANIPTIERRH gggaforrpound of the formula (1) as defined in claim
1-3, and a pharnace t|c ly acceptable carrier. .AyK<".A<e. A 2

A . Ah. AN-[4~@-Ehlbr \ K#A AAYK A <A A
U A Y. A< IA| gv A@%b %ﬁ‘v‘ﬁ’i"@"lf’ 53@?@%@%{ B OBy eﬂKPﬂﬁsulﬁaﬂawdeA5<

. AH. %, alhatide, momdvas\ prephrediYbi 4’*@21&110% @ﬁuﬁ‘?opﬂ%ﬁy})-f‘%aégfzp\@l A

AYA\VA An63| A. A#b, A#. Ab. A 67
mg) an 4-n-propy1benzenesulfony1 chioride (59 mg)as described in the

| synﬂlettc METHOD B to give a white solid (30.7 mg) with purity >90% MS (pos)
m/z411.3, 413.3; MS (neg) m/z 409.5, 411.5.

el

~—

25 EXAMPLE 81 [313T] | _
4-qumo-N- {4-[2;chlorn-4-(4—¢hlorophenoxy)phenyl]—l_;3#thiaz§la2-yl}-2,5,

diftuorobenzenesulfonamide :
- The title compound was prepared 4-[2-clﬂoro-4-(4-chlorophenoxy)phenyl] 1 S-ﬂuazol- |
2-amine (91 mg) and 4-bromo-2 S»dlﬂuorobenzenesulfonyl chloride (79 mg) as
30  described in the synthetic METHOD B to give a whlte solid (46 9 mg) with punfy

a
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109X& () -v

L109H363&

10ee! k™ # ﬁzﬁtﬁ( i% 560

#%3' $94 [ O~P1! UFO 10%& ?;59 %Yi%@ﬁ%l%{l‘d éS purity 90} MS (pos)
m/z 571.2, 573.2, 575.2; MS (neg) m/z 569.1, 571.1, 573.3; HRMS m/z 5697690
(calc. of monomotppl_c mass for Cy4 Hs Br CL F3 N, O, S; gives 569.7714).

10 EXAMPLE 86 [313Y]
. 2,4-DichloroN- [4-(2-chloro-6-fluorophenyl)-1 3-th1azol-2-yl]—6— |
a methylbenzenesulfonamide
The title compound was 4-(2-chloro-6-ﬂuorophenyl)—1 3-th13zol-2—amme (62 mg) and
2 4-dlchloro-6-methylbenzenemﬂfonyl chloride (70 mg) as described in the synthetic

15 METHOD B to give a white solid (41.6 mg) with purity >90%: MS (pos) m/z 451.3,
453.3, 455.3; MS (neg) m/z449.3,4513,4533.

EXAMPLE 87 [313Z] ,
2,4 6-Tr1chloro—N—{4-[2 6—d1chloro-4—-(tr1ﬂuommethyl)phenyl] 1,3—thlazol—2-

20  yl}benzenesulfonamide o .
The title compound was 4—[2 6~d1chloro-4-(tnﬂuoromethyl)phenyl] 1, 3-th1azol-2-
amine (85 mg) and 2,4 ,6-trichlorobenzenesulfonyl chloride (76 mg) as described in the
synthetic METHOD B to. give a white solid (44.1 mg) W1th purity >90%: MS (pos)

. m/z 555, 3, 5573, 559.3; MS (neg) m/z 553.2, 555.2, 557.2.
25
 EXAMPLESS [313ZA] N
4—Bromo—N—[4—(2—chl0r0-6-ﬂu0rophenyl) 1 3—thlazol-2—yl]-2-
_ methylbenzenesu!fonamlde

| The title compound was was 4~(2-chloro-6-fluorophenyl)-1,3-thiazol-2-amine (62 mg)
30 and 4-bromo-2-methylbenzenesulfonyl chloride (73 mg) as described in the synthetic

a *




ey '() - 8&& (W) x) y) WUGBL 10t.
Tott dy) QBZ&LY??;W%Q &10% ‘t)/%‘p‘()/«)&_(?yy/ 1000 - 16 5EP o4
10t t ! dy - Ty *d* T+, , | M1! 8FcC .

0% L{L& ()-P!r&yd0% ()-Py)2)) A o0& ()- 10%& ()-w
!(‘ig‘ﬁﬁi- (§-E&i ﬁ}éz/f‘gﬁ)ﬂ g:zg%to% & ()-!%D%p& ()-! QCL&LOYE () - (). o ]
lote ROFOF/2[9WIl8Fc ) -1 N) y#&100& () -1 U) y#&10%& () - i
(! +3$10%%M§%%%%e(1%wﬁt%$soﬁd (lgi.Omg) with puri >90%:N{(§@9§&nt/ 461.3,
)-&/7/000 . ' (1 00V E ( ) - HL 110968 ()~ 010%& () -1 f
L e a3, Aele; WS AR 54 B0 () 0107
11111dEPB{18 0'!5 - i110%9& ()-12722 33:4{Y8PB48 1 o '

T R OUER () LT €100 ()~ I\LI &109%& () -1 HLI 8109%+& () -\ |
L! -1 : . : - ) _
B oy et i O 0-S0)610% o
UR' ) - k! i ' ' . WA ‘() - / -=
éo (/ q)&_5(8236%@%—}%‘19!%&7gGszt)lﬂbﬁi-@/ﬁE&llﬁ))‘ophéﬂ(y)%ﬁénﬁiﬁﬁ%hgzol-%- ol
) 6100k aPEZnesHHbgmde ) )5 1008 0vor: () - 1| NCTHIOWKERER: () -11 M 109Y& 0
# : - PP SR
I-\l) M 10%0hé&itte colipo@hd Wfs‘f—'[ﬁyc\:ﬁﬂgr%%(ti-chlorophenoxy)phenyl]-1',3-tbiazol-2-amine
(91 mg) and 2,4,6-trichlorobenzenesulfonyl chloride (76 mg) as described in the |
synthetic METHOD B to give a white solid (18.8 mg) with purity >90%: MS (pos)
10 m/z578.9, 580.9, 582.9, o -

EXAMPLE 90 [313ZC] | ,. o
| N-.[4-(2-{[(4-Brom.o-5-¢hlorb-2-thi¢nyl)su!fonyl]amino}-1,3-thiazol-4—
yDhphenyl]acetamide o -
15 The title compound was prepared N—[4~(2-a;m1'no-1,3-thiazol-4-yl)pﬁenyl]acetanﬁde |
(63 mg) and 4¥bromo-5-chlorothiophené-z-smfonyl chloride(Sd mg) as described in
the synthetic MB'I‘I—IOD Bto give a'white solid (11.7 mg) with puriiy >80%: MS
(pos) m/z 491.9, 493.9. o . : |

20 EXAMPLE 91 [313ZD] o
- N-(4,5-Dihydrothieno[3,2:¢][1,3] benz_o_fhiazol-z-yl)benzenesuifonamide o
The title compound was prepared from 4,5¥dihydrothieno[3,2-e][1,3]beﬁzothiazolQZ-
amine (106 mg, _sjmthesized adcordjng to METHOD I from 4-keto-4,5,6,7- |
: tetmhydrdﬂﬁanaphthene) and benzchesulfonyl chloride (93 mg) as described in the
25 synthetic METHOD A to give a white solid (13 mg) with a purity > 90%: MS-ES
 (neg) m/z'3472. | T R
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10yy! k9D Mﬂ&bﬂiﬁlpoﬁﬂ@%a% fitepared from 4 5-d1hydrothleno[3 2-€][1,3]benzothiazol-2-

5 amine (107 mg, synthesmed according to METHOD 1 from 4-keto-4,5,6,7-
tetrahydrothlanaphthene) and 3,4- d1chior0benzenesuﬂfonyl chlonde (127 mg) as
described in the synthetic METHOD A to give a white powder (62 mg) with a pmty > '

| 90% MS-ES (neg) m/z 417.2. :

10 EXAMPLE 93 [313ZF]
- 3-Chlaro-N-(4,5-dibiydrathieno[3,2-¢][1 3]benzoth1azol—2~yl)-2-
- methy]benzenesulfonamlde
- The title compound was prepared from 4 S-thydrothmno[B 2-e]f1, 3]benzoth1azol—2-
amine (106 mg, synthesized according to METHOD I from 4-keto-4,5,6,7-
15 tetrahydrothianaphthene) and 3-chloro-z-methylbenzenesu]fonyl chloride (114 mg) as

described in the synthetic METHOD A to give a white powder (36 mg) with a purity >
© 90%: MS-ES (neg) m/z 395.2. |

EXAMPLE 94 [313ZG] |
20 2,4,6-Trichlord-N—(4,5—dihydrothie1io[3,2-e][I,S]benzothiazol-z-

yl)benzenesulﬁmamlde ,
The title compound was prepared from 4 5-d1hydroth16no[3 2-e][1, 3]benzoﬂ:uazol-2— _
amine (106 mg, synthesized according to METHOD I from 4-keto-4,5,6,7- |

_ tetrahydrothianaphthene) and 2,4 G-mchlorobenzenesulfonyl chloride (141 mg) as

25 described in the synthetic METHOD A to give a white powder (12 mg) with a purity >

0% MS-ES (neg) m/z 451.2.

EXAMPLE 95 [313ZH] | . - _.
N-(4, S-Dihydrothienots 2-¢] [1,31b‘enzo'thiazul-z-yl)[1 1'-biphenyl}-d-sulfonamide
: 30  Thetitle compound was prepared from 4 ,3-dihydrothieno[3,2-¢][1, 3]benzoth1azol-2~
' amine (109 mg, synthesmed accordmg to METHOD 1 from 4-keto-4,5,6,7-

N ¢:
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methylbenzenesulfonamlde

The title compound wag prepared from 4 5-d1hydrothwno[3 2-¢][1, 3]benzoth1azol-2-
amine (105 mg, synthes:zed according to METHOD 1 from 4-keto-4,5,6,7-

'10 teh‘ahydrothlanaphthene) and 2 4-d10h10ro-6-methy1benzenesu]fony1 chloride (132 mg)
as descrﬂ)ed m the synihetic METHOD A to give a whlte powder (21 mg) witha
purity > 90% MS-ES (neg) m/z 4312, '

EXAMPLE 97 [31323] -

15 N—(4,5-Dihydrothieno[3 2-¢][1 3]bénzothlazm-2-yl) 4-propylbenzenesulfonamlde
The title compound was prepared from 4 5-d1hydroﬂueno[3 2-ef[1 3]benzoﬂ11azol—2— |
amine (105 mg, synthesized accordmg to METHOD I from 4-keto-4,5,6,7-
tetrahydrothmnaphthene) and 4-n-propylbenzenesu]fonyl chloride (1 11 mg) as

. described in the synthetic METHOD A to give a white powder (18 mg) with a purity >
20 90%: MS-ES (neg) m/z 3893,

- EXAMPLE 98 [313ZK] _ -
3_-Chl'oro-N-[6-chioro-8-(methylsulfonyl)—4 5—dihydrothiéno[3,4—
el1, 3]benzothiazol-z-yl]-2-methylbenzenesulfanamlde
25 Thetite compound was prepared from 6-chloro-8- (methy]sulfonyl)—4 5-
* dihydrothienof3 4~e][1 3]benzoth1azol-2-amme (61.mg, synthesized accordmg to
METHOD I from 1-chloro-3- -(methylsulfonyl)-4,5,6 7-tetrahydrobenzo—[c]thmphen—4—
. one) and 3-chloro-z-methylbenzenesulfonyl chloride (47 mg) as described in the |

| synthetlc METHOD A to give a belge solid (24 mg) mth a punty > 90%: MS-ES _
30 (pos)m/z509.1, |
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15

ydro eno[3 4-e][1,3Tbenzothiazol-2-amine (61 mg, synthesized accordmg o

"109%&

METHOD 1 from l-chloro-S-(methylstﬂfonyl) 4,5,6, 7- tetrahydrobenzo—[c]thlophen—zi-_.

one) and 4-n-propylbenzenesulfonyl chloride (46 mg) as described in the synthetic

METHOD A to give a white powder (18 mg) with a purity of 90%: MS-ES (pos) m/z
501.2.

EXAMPLE 100 [313ZM] .

2 4—Diéhl‘0ro-N-[6-chlor'o-s-(meihjlsulfonyl)-dl S-dihydrothieno[3,4-

e]1, 3]benzcth1azo]—2-yl]—6—methylbenzenesulfouamlde _
The title compound was prepared from 6-chloro—8-(methylsulfonyl)—4 5- _
dﬂlydrotheno[3 4-e]f1, 3 Jbenzothiazol-2-amine (61 mg, synthesized according to

'~ METHODI from 1-chloro-3-(methy15u]fonyl)—4 5,6,7- tetrahydrobenzo~[c]ﬁuophen—4—

one) and 2 4—d10hloro-6-meﬂ1ylbenzenes1ﬂfony1 chlonde (54 mg) as described in the

-synthetic METHOD A to give a white solid (5.9 mg) with a purity > 90%: MS-ES
~ (pos) m/z 543.1.

20

- EXAMPLE 101 [313ZN]

N-[6-Chloro-8—(methylsulfonyl)-4,5—,dihydrothieno[3,4-e][1,3]be_nzothiazol—2-
yh[1,1'-biphenyi]-4-sulfonamide |

‘The title compound was prepared from 6-chioro-8-(methylsﬂfony1)—4 5-

25

dﬂlydrothleno[3 4-e][1 3]benzoth1azol-2-amme (61 mg, synthesmed accordmg to

METHOD Ifrom 1-chloro-3-(methylszﬂfonyl) 4,5,6 7-tetrahydrohenzo-[c]th10phen—4—

one) and 4-b1phenylsulfonyl chloride (52 mg) as descnbed in the synthetlc METHOD
A to give a beige solid (5.9 mg) with a punty > 90%: MS-ES (neg) m/z 535.2,

EHN
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10 EXAMPLE 103 [313ZP]

_ N-(2-{[(3-Chloro-Z-methylphenyl)sulfonyl]amino}naphtho[1_,2-d][1,3]thiazol—6— {: } :
YDacetamide o |
- The title compound was prepared from 2-ammo-4 S-dzhydronaphﬂm[l 2-
dji1, 3]th1azol-6-y1}acetam1de (100 mg, synthesized according to METHOD I from 6~
15 acetamidotetralone) and 3-chloro-z-methylbenzenemﬂfonyl chloride ( 129 mg) as

‘described in the synthetic METHOD Ato gwe a cream powder (1.1 mg) with a punty
o of 87% MS-ES (neg) m/z 4443,

" EXAMPLE 104 B13zQ]
i 20 _N-(2-{[(4-Propylphenyl)sulfonyl]ammo}-4 S-dlhydronaphtho[l,z-d][l 3]th1azol—6-

yhacetamide

The title compound was prepared from 2-amino-4 5-d1hydronaphtho[1 2-

dl[1, 3]th1azol-6-yl}acetam1de (100 mg, synthesized according to METHOD [ fmm 6-
aceta:mdoteu'alone) and 4-n—propylbenzenesu]fonyl chloride (101 1mg) as described in

25 the synthetic METHOD A to give a cream powder (18 mg) with a punty > 90%: MS- |
| ES (neg) m/z 440, 4
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é ﬂf/q}&ﬂ )1 O%i':aﬁi]i'ago(%ﬂ ing SyhfreddL acccgn)dnfé o MEROb 1 I from 7-mtrot(eiralone and 4-
n-propylbenzenesutfonyl chloride (106 mg) as described in the synthetic METHOD A

to give a yellow powder (3.5 mg) with a purity of 87%: MS-ES (neg) m/z 428 4,

- EXAMPLE 106 [313ZS]

10 N—(S—Nltro-4 S-dlhydronaphtho[l ,2-d]1, 3]thlazol-z-yl)benzenesulfonam:de
..} The title compound was prepared from 8-nitro-4 5-d111ydronaphtho[1 2-d][1, 3]th1azol— _
' 2-amine (100 mg, synthesized according to METHOD I from 7-n1troteiralone) and
benzenesulfonyl chloride (85 mg) as described in the synthetic METHOD A to givea -
yellow powder (12 mg) with a purity of > 90%: MS -ES (neg) m/z 386, 3.
15
EXAMPLE 107 [313ZT] |
N—(8-N1tro-4 S-dlhydmnaphtho[l Z-d][1,3]th1azol—2-yl)[1,1'-b1pheny!]—4—
sulfonamide :
The title compound was prepared from 8-nitro-4 5-d1hydronaphtho[1 2-d][1 3]th1azol-
20  2-amine (100 mg, synthesized according to METHOD I from 7—n1troteh'alone) and 4-
| biphenylsulfonyl chloride (122 mg) as described i in the synthetic METHOD A to give
a yellow powder (4.4 mg) with a purity of > 90%: MS-ES (neg) m/z 4624,

Various embodiments of the present invention have been _deScribed above but a person

25  skilled in the art realizes further minor alterations which 'would 'faﬂ'-into the sé-_:_)p_g of -
the present invention. The breadth and scope ofthe’-present-invénﬁéﬁ-éhbiﬂd notbe
limited by any of the above-described éxemplaxy _einbodirﬁents, but should be defined
only in accordance with ﬂle.foﬂowin_g claims‘ and their 'equivaieﬁts. o
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wherein

T is selected from
thienyl substituted with one or more of brumo chloro
10 phenyl substituted as follows:

a) either T is phenyl, wherein the phenyl is substituted with one or mdre-o’f propyl and
phenyl; | , _. . o
b) Tis phenyl subst:tuted w1th chloro in posmon 3 and methyl n posmon 2; _
15 ¢) Tisphenyl substituted with chloro in position 2 and 4, and methyl in posztmn 6;
d) T is phenyl substituted with bromo in position 4 and ﬂuoro il posmon 2 and 5;
e)- T is phenyl substitated with chloro in position 2, 3, and 4; |
f) Tis phenyl substituted with chloro in position 2, 4, and 5;.
&) Tis phenyl substituted with bromo in position 4 and methyl in pos1t10n 2;
20 h) Tisphenyl substltuted with chioro in position 2 and 6; A o
i) Tis phenyl substituted with chioro in position 2,4, and 6; or ~
) Ti is phenyl subsnmted with bromo in posmon 4 and chloro m~pos1t10n 5

Ais selected from an aryl ring or heteroalyl ring, w]nch can fm'ther be optxonally

- 25  substitnted in one or more positions mdependently of each other by hydrogen, Cis-
alkyl, halogenated Cis-alkyl, halogen, C;.ﬁ-alkoxy, nitro, Cm-alkoxycarbonyl, C1-5- o
alkylsulfonyl, acetylamino or atyloxy, wherein the aryloxy can further be opuonally
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. 10: " BisRsdigotéthfrom-hydivgen and Cl.ﬁ-a]koxycarbonyl or is linked to A to glve a6-

5 membered aromatlc ot non-aromatic 1ing;
as well as pharmaceutically acceptable salts,'hydra'tes.and solvates thereof,

2. A compound according to claim 1, wherein

0 _
A is selected from 1-benzothien-3 -yL 3-(2,5-dimethylfuryl), pyridiny
th1eny1 opuonally substituted with one or more of chloro, methylsulfonyl
phenyl opimna]ly substituted with one or more of ethoxycarbonyl, nitro, fluoro,
methyl, methoxy, acetylamino, chloro, 4-chlorophenoxy, mﬂuoromethyl,
5 : :

B is selected from hydrogen, carbethoxy or is linked to A to giVe a 6-membered

aromatic or non-aromatic ring,

3. A compound accoi'ding to claim 1-2, selected from the gtoﬁi) consisting of:
‘0 Ethyl 2-{[(3-chloro-Z-methylphenyl)su]fonyl]ammo}—4-pheny1-1 3-thiazole-5-
o carboxylate, -
N-[4-(3-nitrophenyl)-1, 3—ﬁuazol—2-y1]-4-propy1benzenesu1fonam1de
N—(4-pheny1—1,3-ﬂnazol-z-yl)—4-pr0pylbenzenesulfonamxde, ,
N-[4-(4-flucro-3-methylphenyl)-1,3-thiazol-2-yI}-4-propylbenzenesulfonamide,
5 . N—[4-(4-methoxyphenyl)-1 3-ﬁnazol—z-yl]-@propylbenzenesulfonamde .
3- Chloro-Z-methyl—N—[4—(3-mtrophenyl)-1 3-thlazol-2-y1]benzenesulfonam1de,
-Chloro-2-methy1—N—(4-pheny1—-1 3-ﬂnazol-z-yl)benzenesu]fonamldc
-Chloro-N—[4-(4-ﬂuoro-3-methylphenyl)—I 3 th1azoi-2-y1]—2- |
methylbenzenesu]fonmde, _
0 2.4 6—Tnch10ro-N-[4-(3-mtrophenyl) 1,3 thlazol-z-yl]benzenesulfonmde
2,4,6-Tnch10ro-N-(4—pheny1—1,3-thlazol-z-yl)benzenesulfonaﬂndﬁ?
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2 4-D1ch10ro-6-methy1—N—[4—(3-mﬂoPhenyl) 1 3~th1azol—2-y1]benzenesu]fonam1de
2 4—ch]1101'0-6-methy1—N-(4—phenyl—1 3-th1azol-2-yl)benzenesﬂfonam1de
2 4-D1chloro-N-[4—(4-ﬂuoro—3-methylphenyl)-1 3-ﬂ11azol—2—y1]—6~
0 methylbenzenesulfonamde
2 4-Dich10ro-N-[4-(4~methoxyphenyl)—-1 3~ th1azol-2-y1]-6-methylbenzenesulfonanude . }
N-[4-(2- {[(mpropylphenyl)sulfonyl]ammo} 1 3-th1azol-4-yl)phenyl]acetamlde,
4—Propy1-N-[4—(3-pynd1nyl)—1 3-th1azol—2—yl]benzenesu1fonam1de
| ‘N—[4-(2-ch10ro-5~mtrophenyl)-1 3-thlazol-z-yl]-ﬁl»-pmpylbenzenesﬂfonamlde
15 N-(7-methoxy-4, S-dlhydronaphmo[l 2-d][1, 3]th1azol-2-y1)-4-
propylbenzenesulfonamide, |
: N—[4~(5-ch10ro-2—th13nyl)— 3-th1azol-2-y1]—4-propy1benzenesu1fonanude
N-[4-(2-chlorophenyl)-1,3-thiazol-2-y1]-4-propylbenzenesulfonamide,
| N—[4-(2-{[(3-chloro-2-methy1p1_1enyl)su]fonyl]amino}-1,3-thiaz61-4-
20  ylphenyljacetamide, | 3
- 3-Chloro-2-methyl-N-[4~(3- pyndmyl)—l 3-tb1azol—2-y1]benzenesu]fonam1de
-ChlorouN-[4-(2-ch10ro-5-mtrophenyl)—1 3-tb1azol-2-yl]-2—
methylbenzenesu]fonamde
3-Chloro-N-(7-methoxy-4, 5-d1hydronaphtho[1 2~d][ 1, 3]th1azol-2—y1)-2—
25 methylbenzenesulfonamide, - : .
3-Chloro-N-[4-(5-chloro-2—th1eny1) 13-thmzol-z-yl]-2-methylbenzenesulfonam1de |
-Chloro-N—[4-(2-chlorophenyl) 1 3-th1azol-2-y1]-2-methy1benzenesu1fonam1de
N—[4-(2-{[(2 4 6—mchlorophenyl)sulfonyl]ammo} 1 3-th1azol—4~y1)phenyl]acetaxmde
2,4,6-Trichloro-N-[4-(3-pyridinyl)-1, 3-th1az01—2—y1]benzenesulfonam1de | | |
30 2,4,6—Tnchloro-N-[4—(2-_011101'0—5fmtrophenyl)-1,3-thlazol-z-yl]be_nzencsulﬂmamide, -
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N-{4~(3-pyridiny1)-1,3-thiazol-2-yl][1, 1I'-biphenyl}-4-sulfonamide,
'-N-[4-(2-chloro-S-mtrophenyl)-1 3-thiazol-2-y1][1, -biphenyl}-4-sulfonamide,
N-(7-methoxy-4, 5-d]hydronaphtho[l ,2~d][1,3]thiazol-2-yD)[1, 1"-biphenyl]-4-
sulfonamide, .
0 N-[4-(5-ch10ro-2—th1&nyl)—1 3-th1azol-2-yl][1 1'-b1pheny1]-4-sulfonam1de
) N-[4-(2-chlorophenyl)-1, 3-thiazol-2-yI][1,1-biphenyl]-4-sulfonamide,
N-f4-2-{[(2, 4-d1chloro-6-methylphenyl)su]fonyl]ammo} 1 3-ﬂ11azol-4- L
yDphenyllacetamide, .
2 4-D1ch10ro—6—meﬂ1yl—N—[4-(3-pyndmyl) 1 3-th1azol—2-yl]benzenesxﬂfonam1de
5 2 4-D1chloro-N-[4-(2-ch10ro-5-mtrophenyl)-1 3-th1azol-2-y1]-6-
methylbenzenesu]fonamxde “ :
2 4—D1chloro-N—(7-methoxy—4 S-dlhydronaphﬂm[l 2-d][1, 3]th1azol-2—yl)-6-_ |
methylbenzenesulfonamxde
2 4-chhloro-N-[4-(5-chloro-2-thieny1)-1,3-thiazol—2—y1]—6- S
0 methylbenzenesulfonamlde |
2,4-Dichloro-N-[4-(2,5-dimethy]-3- fmyl)-l 3-th13201-2—y1]-6-
methylbenzenesﬂfonamlde
N-[4-(1-benzothien-3-yl)-1 3-th1azol-2-y1]-2 4-dichloro- 6-methy1bcnzenesu1fonam1de
N-[4-(3-ch10ro—2—th1enyl)—1 3-thmzol-z-yl]-4-propy1benzenesu1fonam1de | |
3-Chloro-N-[4-(3-chloro-2-thienyl)- 1,3-thlazol-Z-yl]-z-meﬂiylbenzenesulfonamide,
2,4,6-Trichloro-N-{4-(3-chloro-2-thienyl)-1, 3-thiazol-2-ylbenzenesulfonamide,
2,4-Dichloro-N-[4-(3-chloro-2-thienyl)-1, 3—thmzol-2-y1]-6- | |

(VI

methylbenzenesulfonamide, _ : .
. 2,4-D1ch10r0-N—[4-(2—chlorpphel_'1yl)-I,B-ﬂﬁazol-z-yl]-G-methylbenzenesu]fonamide,
) Ethyl 2-[([1,1'-biphenyl]—4—j(lsulfonyl)anﬁno]-4-phenyl—1a?:-tbiaZole—S&caxboxylate,
| 3-Chloro-N-[4-(4-methoxyphenyl)-1,3-thiazol-2-yl]-2-methylbenzenesulfonamide,
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2,3 4~Tnchloro—N—[4-(2—ch10rophenyl)-1 3-th1azol—2-y1]benzenesu1fonanude '
| 2, -4,3-Trichloro-N-[4-(3 ~chloro-2-thienyl)-1, 3-th1azol-2-yl]benzenesulfonam1de
5 23 ;4-Trichloro-N-[4-(3-chloro-2-thienyl)-1 3-tb1azol-2-y1]benzene51ﬂi‘onam1de |
4~Bromo-N-[4—(3-chloro~2-th1311yl)—1 3-thiazol-2-y1]-2, 5-d1ﬂuorobenzenemﬂfonam1de
4,5-Dichloro-N-(7-methoxy-4, 5-d1hydronaphtho[ 1 2- d][l 3]thiazol-2-yl)-2-
‘, thiophenesulfonamide, - - R
7 5-D1ch10r.o-N-[4-(2-chloropheny1) 1,3~ ﬂliazol-z-yl]-z-ﬂﬁophenesu]fonamide- |
(0 N-[4-(2-{[(2,4 »3-Trichlorophenyl)sulfonyl]amino}-1, 3-th1azoi—4—yl)phenyl]acetam1de '
2,3 4—-Tr1ch10ro-N—(7—methoxy—4 S-dxhydronaphtho[l 2—d][1 3]thiazol-2- '
-yi)benzenesulfonamde '
-Bromo-S-chloro-N-[4-(3-chloro-2~th1enyl) 1 3-thlazol-2-y1]-2-
thmphenesulfonamde : _
15 3-Bromo-5-chloro-N-(7-methoxy-4, 5-d1hydronaphtho[1 2- d][l 3]th1azol-2-y1)—2— =
thmphenesxﬂfonamlde
3-Bromo-S-chloro—N—[4-(2—chlorophenyl)-1 3-thlazol-z-yl]-2-th10phene51ﬂfonam1de
N-[4-(2-{[(2, 6-chlﬂorophenyl)sulfonyl]annno} 1 3-th1azol-4-y1)phenyl]acetaxmde
2,6-Dichloro-N-{4-(3-chloro-2-thienyl)-1 3-th1azol—2~y1]benzenemﬂfonam1de
0 24 6—Tr1c:h10m-N—(7 8-d1methoxy-4 S-thydronaphtho[l 2—d][1 3]ﬂ:uazol-2-
| yl)benzenesulfonamde ' -

>

2,3 4—Tnchloro-N-{4-[2-ch10ro-4-(4-chlorophenoxy)pheny1]-1 3-thiazol-2-
yl}benzenesu]fonamde '
23 4-Tnchloro-N-{4-[2 6—d1ch10ro-4-(mﬂuoromethyl)phenyl] 1 3-th1azol-2-
15 yl}benzenesu]fonamde
| N-[4- (Z-Chloro-G-ﬂuorophenyl)-l 3-th1azol-2-y1]-4-propy1benzenesu]—fonam1de ’
4-Bromo-N-{4- [2-chloro-4-(4-chlorophenoxy)pheny1] 1 3—ﬂnazol-2—yl}-2 5-
difluorobenzenesulfonamide,
- 4—Bromo-N—{4 -[2, 6-dlchloro~4-(mﬂuoromethyl)phenyl] 1 3-th1azol-2—y1}-2 5-
0 d]ﬂuorobenzenesu]fonamde

Al
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methylbenzenesulfonamide, : :
~2,4,6-Trichloro-N-{4-[2, 6—d10hloro-4-(tnﬂuoromethyl)phenyl]-1 3-thlaz01—2-
0 yl}benzenesulfonamlde =
9y -B;-omo-N-[4-(2-ch10ro-6-’ﬂuoropheny1)-1,3-thi_az¢1-2-y1]¢-2~ -
inéthylbenzenesu]fonamide |
2,4,6-Trichloro-N-{4-[ 2—c}ﬂoro-4-(4-chlorophenoxy)pheny1]—-1 3-thiazol-2-
yl}benzenesulfonamide, - |
5 N-[4-(2-{[(4-Bromo-5-ch]oro-2-th1enyl)31ﬂfonyl]ammo} 1,3-thiazol-4-
- yD)phenyljacetamide, . E
3-Chloro-N-(4, 5-d1hydroth1c—:no[3 2-e][1, 3]benzoth1azol-2—yl) 2-
| methylbenzenesulfonamde, o :
2,4 6-Tnch10ro-N—(4 S-dihydrothieno[3,2-e][1, 3]benzoth1azol-—2—- '
0 yl)benzenesﬂfonamde .
N-(4, S-Dlhydrothleno[?: 2—3][1 3]benzoth1azol—2—yl)[l 1‘-b1pheny1]—4-su1fonam1de
2,4-Dichloro-N-(4, 5-dihydrothieno[3,2-e][1, 3]benzoth1azol—2-yl)-6— h
~ methylbenzenesulfonamide, :
N-(4,5-Dihydrothieno[3,2-¢][1, 3]benzothlazol-Z—yl)-4—propy1benzenesn1fonam1de
-Chloro-N—[G-chloro-8-(meﬂ1y1sulfonyl)—4 5-d1hydroth1eno[3 4-6][ 1 3]benzoth1azol-
2-y1]-2-methylbenzenesu]fonam1de '

\¥ /]

N—[6-Ch10ro—8-(meﬂ1ylsu]fony1)-4 5- thydrothJeno[B 4-e][1 3]benzoth1azol—2—yl]—4-
propylbenzenesulfonamide,
2,4-Dichloro-N-[6-chloro-8- ~(methylsulfonyl)-4, S-dihydrothienof3,4- -

Y e[l 3]benzoth1azol—2~y1]—6-methylbenzenesulfonamlde

.
al,
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5. A process for the preparation of a compound according to claim 1-3 comprising at
least one of the following steps:
a) sulfonamide coupling by reacting a 2-aminothiazole with a sulfonylchloride in the
15 presence of a base, 7

b) sulfonamide coupling by reacting a 2-aminothiazole derivative with a
sulfonylchloride in the presence of a base, |

c) formation of a thiazole ring by reacting an optionally substituted thiourea with an
o-haloketone,

| 20 d) formation of a thiazole ring by reacting a thiourea with a ketone.
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wherein

5 T is an aryl ring or heteroaryl ring, optionally independently substitated by [R],,
" whereinn is an mteger 0-5, and R is hydrogen, halogen, Cis-alkyl and aryl;

A 1s selected from an aryl ring or heteroaryl ring, which can further be optionally

substxtuted i one or more positions independently of each other by hydrogen, C, 4

alkyl halogenated C, s-alkyl, halogen, C, s-alkoxy, nitro, C; -s-alkoxycarbonyl, Cis
10;_ alkylsulfonyl acetylamino or aryloxy, wherein the aryloxy can further be optionally

substituted in one or more positions independently of each other by hydrogen and
halogcn

B is selected from hydrogen and C,. s-alkoxycarbonyl or is linked to A to give a 6—

membered aromatic or non—aromatlc ring;

15 as well as pharmaceutically acceptable salts, hydrates and solvates thereof,
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10 . 8. The use according to claim 6-7,
wherein

T is selected from
15 thienyl substituted with one or more of bromo, chloro;
phenyl optionally substituted with one or more of chloro, methyl, propyl, phenyl,

brome, fluoro;

A is selected from 1-benzothien-3-yl, 3-(2,5-dimethylfuryl), pyridinyl;
20  thienyl optionally substituted with one or more of chloro, methylsulfonyl;
phenyl optionally substituted with one or more of ethoxycarbonyl, nitro, flucro,

methyl, methoxy, acetylamino, chloro, 4-chlorophenoxy, trifluoromethyl; -

B is selected from hydrogen, carbethoxy or is linked to A to give a 6-membered

25  aromatic or non-aromatic ring.

‘ 9. The use according to claim 6-8, wherein the compound is selected from:
| Ethyl 2-(2- {{(4-chloropheny!l}sulfonyl]amino}-1,3-thiazol-4-yl)benzoate,
2,5-Dichloro-N-[4-(3-chloro-2-thienyl)-1,3 -fhiazol-2-yl]benzenesu1fonamide,

- 30 . 4-Chloro-N-{4-(4,5-dichloro-2-thienyl)-1,3-thiazol-2-yl Jbenzenesulfonamide,

Ethyl 2- {[(4—ch10rophény1)su1fony1]amino} -4-phenyl-1,3-thiazole-5 —carboXyIate,
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10 methylbenzenesulfonamide,

10

2,4,6-Trichloro-N-{4-(3 -nitrophenyl)- 1,3-thiazol-2-yl]benzenesulfonamide, | " }
2,4,6-Trichloro-N-(4-phenyl-1 ,3-thiazol-2-yl)benzenesulfonamide,
2,4,6-Trichloro-N-[4-(4-fluoro-3-methylphenyl)-1 ,3-thiazol-2-yl]benzenesulfonamide,
2,4,6-Trichloro-N-[4-(4-methoxyphenyl)-1 »3-thiazol-2-yl]benzenesulfonamide,
15 N-{4-(3-nitrophenyl)-1,3-thiazol-2-y1][1,1"-biphenyl] -4-sulfonamide,
N-(4-phenyl-1,3-thiazol-2-yl)[ 1,1-biphenyl] -4-sulfonamide,
N-{4-(4-Fluoro-3-methylphenyl)-1,3-thiazol-2-y1][1,1 "-biphenyl]-4-sulfonamide,
- N-[4-(4-Methoxyphenyl)-1,3-thiazol-2-y1][1,1'-b ipheny!]-4-sulfonamide,
2,4-Dichloro-6-methyl-N-[4-(3-nitrophenyl)-1,3 -thiazol-2-yllbenzenesulfonamide,
20 2,4-Dich10ro~6—methy1—N—(4—phenyl- 1,3-thiazol-2-y1)benzenesulfonamide,
2,4-Dichloro-N-{4-(4-fluoro-3-methylphenyl)-1 ,3-thiazol-2-yl]-6-

methylbenzenesulfonamide,
2,4—Dichloro~N—[4—(4-methoxyphenyl)—1,3~thiazol-2—yl]-6—methylbenzenesulfonamide,
N-[4-(2-{[(4-propylphenyl)sulfonyl]amino}-1,3 -thiazol-4-yl)phenyljacetamide,

25 4-Propy1—N—.[4—.(3-pyridinyl)~i 3-thiazol-2-yl]benzenesulfonamide,
N-{4~(2-chloro-5-nitrophenyl)-1,3-thiazol-2-yl]- 4—propylbenzenesulfonannde

" N-(7-methoxy-4,5- -dihydronaphtho[1,2-d]{ 1,3]thiazol- -2-yl)-4-

propylbenzenesulfonamide,
N-[4-(5-chloro-2-thienyl)- 1,3-thiazol-2-ylJ-4-propylbenzenesul fonamide,

30 N—[4—(2-chloropheny1)-1,3—thiazol—Z-yl]-4—propylbenzenesulfonamide,
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methylbenzenesulfonamlde,
3-Chloro-N-[4-(5-chloro-2-thienyl)-1 ,3-thjaz0172-y1]—2—methy1benzenesulfonamide,
3-Chloro-N-[4-(2-chlorophenyl)-1,3-thiazol-2-yl] -2-methylbenzenesulfonamide,

10 N-[4-(2-{[(2,4,6-trichlorophenyl)sulfonyljamino}-1,3 -thiazol-4-yl)phenyl]acetamide,
2 4 6-Trichloro-N-[4-(3-pyridinyl)-1 ,3—thia201—2-yl]benzenesulfonamide,
2 4.6-Trichloro-N-[4-(2-chloro-5-nitrophenyl)-1,3 -thiazol-2-yl]benzenesulfonamide,
2 4,6-Trichloro-N-(7-methoxy-4,5-dihydronaphtho( 1,2-d]{1 ,3]thiazol-2-
yl)benzenesulfonamide,

i5 2,4,6—Trich10ro—N—[4—(5-oh10r0-2—thieny1)—1,3~thiazbl—Z-yl]bcnzenesulfonamide,
2,4,6—Trichloro—N—[4-(2-chlorophenyl)—1,3-thiazol-z-yl]benzenesuifonamidc,
N-(4-{2-[([1,1 '—biphenyl]-4~ylsu1fony1)amino]— 1,3-thiazol-4-yl} phenyl)acetamide,
N-[4-(3-pyridinyl)-1,3-thiazol-2-y1][1,1'-bipheny]]-4-sulfonamide,
N-[4-(2-chloro-5-nitrophenyl)-1,3-thiazol-2-yl][1,1 "“biphenyl]-4-sulfonamide,

- 20 N-(7-methoxy-4,5-dihydronaphtho( 1 ,2-d][1,31thiazol-2-yI)[1,1"-biphenyl]-4-

j sulfonamide, |

| N-[4-(5-chloro-2-thienyl)-1 ;3-thiazol—2-yl][1 ,1-biphenyl}-4-sulfonamide,
N-[4-(2-chlorophenyl)-1,3-thiazol-2-y1]{1,1"-b iphenyl]-4-sulfonamide, '
_ N-[4;(2— {[(2,4-dichloro-6-methylphenyl)sulfonyljamino}-1,3 -thiazol-4-

25 . yl)phenyl]acetamide,
2.4-Dichloro-6-methyl-N-[4-(3-pyridinyl)-1,3-thiazol-2- yl]benzenesulfonamlde
2 4-Dichloro-N-[4-(2-chloro-5-nitrophenyl)-1,3-thiazol-2-yl]-6-
methylbenzenesulfonamide,
2,4-Dichloro-N—('?-methoxy—4,5-dihydronaphtho[1,2~d][1,3]thjazol-2-yl)-6-

30 methylbenzenesulfonamide,
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7#10 %C@oﬂ)-@-[#@ ~chloro-2-thienyl)-1,3-thiazol-2-yl}-2-methylbenzenesulfonamide,
2,4,6-Trichloro-N-[4-(3 -chloro-2-thienyl)-1 ,3—tgliazol-2-y1]benzenesu1fonamide,
2 ,4-Dichloro-N-[4-(3-chloro-2-thieny})-1,3-thiazoi-2-yl}-6- -
10 methylbenzcnesulfonamide, '
| 2,4—Dichloro-N-[4—(25ch10r0pheny1)-1 ,3-thiazol-2-yl]-6-methylbenzenesulfonamide, _ }
‘Ethyl 2-[([1, 1'-biphényl]—4—ylsu1fony1)amino]-4—pheny1— 1,3-thiazole-5-carboxylate,
3-Ch_loro-N—[4—(4-methoxyphény1)-1,3-thiazol—2—y1] -2-methylbenzenesulfonamide,
N-[4-(2-{[(4-Bromo-2,5 -difluorophenyl)sulfonyl]amino}-1,3-thiazol-4-
15 yl)phenyl]acetainide, | _
2,3 4-Trichloro-N-[4-(2-chlorophenyl)-1,3-thiazol-2-yl]benzenesulfonamide,
2,4,5-Trich10ro—N—[4-(3—chloro-2-thieny1)-1,3—thiazol-z-yl]benzenesulfonamide,
2.3 4-Trichloro-N-[4-(3-chloro-2-thienyl)-1,3-thiazol-2-yl Jbenzenesulfonamide,
4-Bromo-N-[4-(3-chloro-2-thienyl)-1,3-thiazol-2-y1}-2,5-difluorobenzenesul fonamide,
20 4,5—Dichloro-N—(7-methoxj;—4,S-dihydrbnaphtho[1,2—d][1,3]thiazol—2-y1)-2~
thiophenesulfonamide, 3
4,5-Dich10r6-N—[4-(2—cﬁlorophenyl)—1 ,3-thiazol-2-y1]-2-thiophenesulfonamide,
N-[4-(2-{[(2,4,5-Trichlorophenyl)sulfonyl]amino}-1,3-thiazol-4-yl)phenyl]acetamide,
© 2.3,4-Trichloro-N-(7-methoxy-4,5-dihydronaphtho(1,2-d][1,3]thiazol-2- '
25  yhbenzenesulfonamide, '
4-Bromo-5-chloro-N-[4-(3-chloro-2-thienyl)-1 ,3«thiazol—2—y1]—2—

-

thiophenesulfonamide,
-3-Bromo-5 -clﬂoro—N-(?-methoxy-4,S-dihydronaphtho[1,2—d][I,Bjthiazol—Z-yl)-Z-
 thiophenesulfonamide, ' '
30 '3-Bromo-5-chlord—N—[4—(2—chlqropheny1)-1,3—thiazo_l—-2-y1]-2—thiophenesulfonamide,
| N- [4—(2— {t(2,6-Dichlorophen_yl)sulfonyl] amino}-1,3 -thiazol-4-yl)phenyl] acctamide, l
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10 difluorobenzenesulfonamide,

! 4-Bromo-N-{4-[2,6-dichloro-4-(trifluoromethyl)phenyi]-1 ,3-thiazol-2-yl}-2,5-
difluorobenzenesulfonamide,
4,5—Diohloro-N—[4—(2—05101‘0—6-ﬂuorophenyl)—1,3—thiazol~2—yl]-2-
thiophenesulfonamide,

15 4-Bromo-5-chloro-N-{4-[2-chioro-4-(4-chlorophenoxy)phenyl]-1 ,3-thiazol-2-yl}-2-
thiophenesulfonamide, | |
4-Bromo-5-chloro-N-{4- [2,6-dichloro—4—(triﬂuor0methy1)phcny1]— 1,3-thiazol-2-yl}-2-
thiophenesulfonamide,
2.4-Dichloro-N-[4-(2-chloro-6-fluorophenyl)-1 ,3-thiazol-2-yl}-6-

20 ‘metlxyibenzenesulfonamide,

‘ 2.4.6-Trichloro-N-{4-[2, 6-dichloro-4-(trifluoromethyl)phenyl]-1,3-thiazol-2-
yl}benzenesulfonamide,
4-Bromo-N-[4-(2-chloro-6-fluorophenyl)-1,3- thiazol-2-yl}-2-
methylbenzenesulfonamide,

25  2,4,6-Trichloro-N- {4-[2-chloro-4-(4-chlorophenoxy)phenyl}-1,3 -thiazol-2-

- yl}benzenesuifonamide, 4 |

- N-[4-(2-{[(4-Bromo- 5-chloro-2-thienyl)sulfonyl]amino}-1 ,3—thiazol-:1- :
yl)phenyi]acetamide '
N-(4,5-Dihydrothieno[3,2-e][ 1,3 ]benzothiazol-2- -yl)benzenesulfonamide, _

30 3 4-chhioro-N-(4 5-dihydrothieno(3,2-¢]1, 3]benzothlazol-Z-yl)benzenesuifonamlde
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3-Chloro-N-(4,5-dihydrothieno[3,2-¢][ 1,3 ]benzothiazol-2-y1)-2~
methylbenzenesulfonamide, "
2,4,6-Trichloro-N-(4,5-dihydrothieno[3,2-¢][1,3]benzothiazol-2-
yl)benzenesulfonamide, | ‘

5 N+(4,5-Dihydrothieno{3,2-e][ 1,3]benzothiazol-2-y1)[ 1,1"-biphenyl]-4-sul fonamide,
2,4-Dichloro-N-(4,5-dihydrothienof3,2-¢][ 1,3 ]benzothiazol-2-y1)-6- |
methylbenzenesulfonamide,

N-(4,5-Dihydrothieno[3,2-¢][ 1,3 ]benzothiazol- 2 yl)-4-propylbenzenesulfonamide,
3-Chloro-N-{6-chloro-8-(methylsulfonyl)-4,5- dxhydroth1eno[3 4-¢][1,3]benzothiazol-

10 2-yi]-2-methylbenzenesuifonamide,
N—[6-Ch¥oro—8-(methylsulfonyl)—4,5-dihydr0thieno[3,4—e][1,3]benzothiazol—2«yl]-4— ' }
propylbenzenesulfonamide, |
2,4-Dichloro-N-[6-chloro-8-(methylsulfonyl)-4,5-dihydrothieno[3,4-
e][1,31benzothiazol-2-y1]-6-methylbenzenesulfonamide,

15 N¥[6—Chloro-8-(mcthylsulfony1)~4,5—dihydrothicnb[3 »4-€][1,3]benzothiazol-2-yl][1,1'-
biphenyl]—4-sulfonamide,

- N-{2-[(Phenylsulfonyl)amino]-4,5-dihydronaphtho[ 1,2-d][ 1, 3]thiazol-6-yl} acetamide,
N-(2-{[(3-Chloro-2- methyiphenyl)sulfonyl]ammo}naphtho[1 2-d}{1,3]thiazol-6-
Vyl)acctamlde _ _

| ,20 N-(2- {[(4—Propylphenyl)Sulfony[]ami‘no} -4,5-dihydronaphtho[ 1,2-d][1,3]thiazol-6-

| yl)acetamide, - )

N-(8-Nitro-4,5-dihydronaphtho[1,2-d][1,3 Jthiazol-2-y1)-4-propylbenzenesulfonamide,

N-(8-Nitro-4,5-dihydronaphtho[1,2-d}[1,3]thiazol-2-yl)benzenesulfonamide,

| N-(8-Nitro-4,5-dihydronaphthof1,2-d][1,3 Jthiazol-2-y1)[1,1"-biphenyl]-4-sulfonamide.

25 -

10. ' |A pharmaceutical composition comprising at least one compound of the formula

t

(1) as defined in claim 1-3, and a pharmaceutically acceptable carrier.



