WO 20061024627 PCT/ EP2005/ 054197 -1 N2 ADAMANTANYL- 2- PHENOXY- ACETAM DE
DERI VATI VES AS 11- BETA HYDROXYSTERO D DEHYDROGENASE | NHI BI TORS 5 The

net abolic syndrone is a disease with increasing prevalence not only in the
Viest er n woigghobdldza@SO i n Asia and devel opi ng countri espct/kpiosgsapract eri sed
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reactivati ongfcof %dl&so “Q¥. %%@O&% ﬁ%ttﬁ&&? ﬂpcg?fblteﬂtlzﬁﬁq oft may be
beneficial tg inhibit this enz I n |poset|ssueo ese patients.
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i mpai renent. WO 2006/ 024627 PCT/ EP2005/ 054197 ,2- QG ucocorticoids and

gl aucoma2@ ubddntion @f0i1 §SHSIAL regualtsdn aidecredse lin d:ﬂ’femnaalmmdby incagasé ing t he

intraocul ar grpgsdR oM&Bose stromal cells. Moreover, glucocorticoid deficiency

(adrenalectomy) enhances the ablhty of insulin and leptin to promote anorexia and
weight loss, and this effect is reversed by glucocorticoid administration (P.M. Stewart
et al (2002), Trends Endocrin. Metabol, 13, 94-96). These data suggest that enhanced

25 reactivation of cortisone by 11p-HSD1 may exacerbate obesity and it may be beneficial
to inhibit this enzyme in adipose tissue of obese patients. ‘
Obesity is also linked to cardiovascular risks. There is a significant relationship
between cortisol excretion rate and HDL cholesterol in both men and women,
suggesting that glucocorticoids regulate key components of cardiovascular risk. In

30  analogy, aortic stiffness is also associated with visceral adiposity in older adults.

The impact of the effect of decreased 113-HSD1 activity is highlighted by the
$-HSD1 knockout mouse that has increased plasma levels of endogenous active
glucocorticoid, but inspite of this remains protected from insulin resistance induced by
stress and obesity. Additionally, these knockout mouse present an anti¥atherogenic

35  plasmid lipid profile and benefits from decreased age-related cognitive impairement.



admi ni stered exogenously and in certain conditions of increased production
like in 5 Cushing's syndrone. Corticosteroid-induced elevation of infra

ocul ar pressure is caused by increased resistance to aqueous outflow due to
gl ucocorticoid induced changes in the trabecular meshwork and its

I ntracel | uver2oeR462X. Zhou et al. (Int J Mol Mod (1998yCWEPBERS3IME) al so
reported that corticosteroids increase the anmounts of fibronectin as well,
as collagen type | and type IV in the trabecular nmeshwork of organ- 10

cul tured bovine anterior segnents. 11(3-HSD 1 is expressed in the basal
cells of the corneal epitheliumand the non- pignented epithelial cells.

d ucocorticoid receptor nRNA was only detected in the trabecular nmeshwork,
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- (IFG, dysl i fibrdestiia as Wylbes éstlagémiype DiaabypyTV i th etinsuladhesiviork oEbrgied

cardi ovaﬁ)cul&rmlzeﬁbgjv&gggt%ﬁ rts%éﬁagﬁtk oscl erosi s, atherosclerosis, myopathy,
nera ,

ost eopor asi s, neur odeg and lg ychiatric disorders, stress rel ated
di sorders anHl PgH8DE dnexpresseddn Bverbasdl ee quh;q@meatmhzhmmm@nw acet ami des

mnuf act ur o BEPSREESHRLRG b, SIBGid Reeplor ARIC baFonly QeRBR WML 0 od
TETh oxease SRR b hERas e migeded gpithalil colk BANA BRI bay &
(1984), 29 gﬁ&caﬂfbmdarmeﬂbmmbmdmptbemm lcﬁﬁHSBdmm progent. Carbenoxolone
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1, 4- di oxi desR®#z et elam%),. M@%a@l’hfél@q}\e\’lé %qmn 420203204 tsugmmm 1ale

acti vi ty, WhgrgsP1Snkisiiestin %ﬁggﬁgm nes were inactive as antibacteri al
agents. WO 2006/ 024627 PCT/ EP2005/ 054197 -3 Masanune H. et al. (PCT

I nternational patent application WD 01/23399) discloses N-2-

adanhant yl - 2Agivedingly-the eddertynig prabdern it by sobatd iy ebe prasenhiaventispawaatto on  of
nucl eosi ges g énn ﬂS@Rﬂl@eﬂﬁﬁiﬁﬁﬁl ?mﬁ%&&%%@ﬁ% foquﬁéﬁW' Qﬂ%ﬁmetu%s and

forthetre hem a eéln pa d the
exanpl es 70, thqlgof ipratipgpatindogies associated with excess cort1sol formation, 1.c. dlsorders

where a decreased level of active glucocorticoid is desirable, such as metabolic

syndrome, type 2 diabetes, impaired glucose tolerance (IGT), impaired fasting glucose
(IFG), dys]ipidemiai, hypertension, obesity, diabetes, obesity related cardiovascular
25  diseases, arteriosclerosis, atherosclerosis, myopathy, osteoporosis, neurodegenerative
and psychiatric disorders, stress related disorders and glaucoma. As shown
hereinbelow, the 2-adamantanylacetamides of formula (I) were found to be useful as a
medicine, in particular in the manufacture of a medicament for the treatment of '
pathologies associated with excess cortisol formation, -
30 | -
Salim S.S. et al. (J.Chem.Eng. Data (1984), 29, 229-231) provides the synthesis of
some new N-(3-methyl-2-quinoxaloyl) amino alcohols and in particular discloses 2~
Quinoxalinecarboxamide, 3-methyl-N-tricyclo[3.3.1.1%"]dec-2-yl-. The 1,4-dioxides of
said quinoxalines were shown to have antibacterial activity, where the parent |
35  quinoxalines were inactive as antibacterial agents.



However, in none of the above-cited docunents the therapeutic application of
the N-2- adamantyl -acetam de derivatives of the present invention has been
di scl osed. The use of adamantyl acetam des as 11-[3 hydroxysteroid

dehydr ogenagg 2400f0243bt ors was 1o di sclosed in Linders J.pcairpabosiosiady

I nternational patent application WO 2004/ 056745). Conpared to the conpounds
di sclosed in said publication, the conpodnds of the present invention
differ in that they conprise an additional heteroatom represented as - Z-
in formula (1) below. The presence of this additional heteroatom together
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in PCT 20 | ntsg?r%a | 5‘%%}%%%?%%98%%{&?%ae%nﬁ% %mg%%“ W'th the bicyclic

ethers of Sthe present application and the single ethers of the present

apltO! i Q?t‘i OP- F&%@hgmﬁwﬁﬂe%bYa@@d%cM%wgm-ai@ﬁ%mﬁolmdwzalit_ng _tge
activity o - ei.t her. alone_or in combipation W t.h.a glucocorticoi
recept o%/ agoﬁﬁw'ﬁﬁm@eéﬁpw%‘ﬁépf@ﬁﬂ@@twgﬂ OrHbas by S“d?sg& osed in PCT

I nternational patent applications W?2004/089470, WD 2004/089415 and WO
2004/ 089416. 'ﬂaﬂﬁ%ﬁl? ' h DS WAk inkd®i

N- adamant an- -_ylu?@-)p- toly %%(og%%et%ggmh%@?yﬁW%&{bﬁ%ﬁgﬁ e oflnhftsht%rsgagsent
appl i catildn HHselasedin Lindes bebal (BQYE Intarnatienst patenslapplisetion WOR2004056%Dhe fir st
a_nflhf ur g Be{ hrmﬁmp“aaé' dtustﬁatobk@b {idsidiscloded iarseia?&bﬁ@@igh,itﬁa&dmun@wﬁtﬁ@{ gormougdz
within e _scope of. -present applicatiopn..bu revi ous n escri be
For e as. a WSty ion AReF bB teRamres phalsqu s S edadige £°

Acet am de, N-Z-rin forouk{(B.1@loiv. IBietirekencedfithis 2ddittonal hététoatomptogethed with e :
phenoxy] (9C -51c E QI . ..

> La- (1- et hy ké%i?%%ﬁéﬂﬁ%%ﬁéﬁfﬁ: T st s e I ) wo
2006/ 024627 POProved tigmyershadiyity ofjthe @octamides 5l a Ribydroxysteroid

2- phenoxy- Ntdehﬁdt@éeﬁﬂbs%i_ﬁhiﬂ;it&r@'(ﬁkﬂeq 2-yl- (9C) [693264-73-2] Acetam de,
2- (2-brono- 4- et hyl phenoxy)-N-tricyclo[ 3.3. 1. 13. 7] dec- 2-yl- (9Cl1)

[ 690979-00- 11 Acet ani de, ‘ ‘

N-tricycl o] 3.Fgure 1rovjides @ compstisot of the3eBular 3Tk hgdtivity (€9 valbes(-361 )

667874-33-1 1 . . . ) . :
Lo 05Ot exfthf Uhdibinielow) of the ‘%;%91‘5 adarpapty) acetamies disclosed M PCT. 0 0 oo o
Acet ami de0 2-lptsmational P@ﬁ’ﬁ-aBP]Fﬁ,akllﬂ‘} é?ﬂj‘)é%ﬁﬁ\ﬁ with élipchlg[c‘l;ggt_hgljs pfthgpresent

application and the single ethers of the present application.

The pharmaceutical use of substituted amides for modulating the activity of 113-HSD1
either alone or in combination with a glucocorticoid receptor agonist or an-

25  antihypertensive agent has been disclosed in PCT International patent applications
W02004/089470, WO 2004/089415 and WO 2004/089416. In said patent publications

~ only one compound, i.e N-adamantan-2-yl-2-o-tolyloxy-acetamide, within the scope of

the present application has been disclosed and is accordingly disclaimed from the first
and further medical use claims in the present application. Further compounds within

30  the scope of the present application, but previously not described for use as a medicine
are;

Cas Number CA Index Name ‘
[721907-95-5] Acetamide, N-tricyclo[3.3.1.1*"|dec-2-y1-2-[3-(trifluoromethyl)-
35 phenoxy]- (9CT)
[701966-64-5] Acetamide, 2:{4-(1-methylpropyl)phenoxy]-N-tricyclo[3.3.1.1>7]-
dec-2-yl- (9CI)



~dec-2-yl- (9Cl) io [638150-94-4] ‘Acet am de,

2- (4-chl or o- 2- net hyl phenoxy)-N-tricycl o[ 3.3.1. 13" 7] dec- 2-yl- (9C)

[ 638150- 88- 6] Acet am de,

2-(3,5-dineth Bhenoxy) -N-tricyclo[3.3.1.13 7] dec-2-yl- (9Cl) [638150-85- 3]
Acet ami de WQl{‘}é &18fr ophenoxy) - N=tr-i cycl o[ 3. 3. 1. 13' 7] dRECIV/ER2NS05419T1 ) 15

[ 638150-82-0] Acetam de, 2-[4-(1,1-dinmetpylethyl);
phenoxy]-N-tricyclo[3.3.1.13 7] - dec-2-yl- (9C) [638150-79-5] Acetam de,
2-[(4-chlor ophenyl )thi o]-N-tricyclo[3.3.1.13. 7] dec-2-yl - (9Cl) [593240-71-2]
Acet am de, éS rret | - 2- (1- net hyl ethyg)phenox3] 4, 20 tri cycl 0[3.3.1.13.7]
dec-2-yl - (d %82%)5 4Bugoargide,A-pheagxyN-tricyclo[3.3.1.1% ]dec-2-yl- (9CI)

2- (4- et hyl pliegamey)73M9t Ab&y&id@[ B(Bbrbmb4- Zﬂh?@ﬁex%xyj-N-té@ﬁla 3.3[BPBRRE- 25- 6]
Acet am de, 2-(2,5-dine P;X (Bele)noxy) N-tricyclo[3.3 7H dec-2-yl - (9C1)
[461446- 43-5] Acetam d

2- (3, 4-di mt[ﬁ%%ﬂé)@eb]y)\ceﬂamrdepydhq{cm[am 1P31des- ﬂqﬂ:—22{233L5—tn’2®ﬂ(}9ﬂe)mxy)

[438477-86-2] Acetam d
2- (2, 4-di net h%/ henoxy?CE\l)-trl c clo[3.3 13' 7].dec- 2 [433948 36- 8]

Acet ani de, T133nid- Deetapidg %Wﬁy@lﬁnf’w&l‘@[‘%’c [33. 6‘ F@Rs%‘y -2-yl -
(9Cl) 30 [433947-37- 6] 9@1 t ai m de,

[2 4%35?9?23 3}5?8&3@{% el}gxrr}lcféyg (i\h dib ng-|6png{hﬁphe]ﬁb%)%-Nﬂicyc?o?i?.%:IM’b]‘. (9C1)
2-[ 4- (1- et hyl et hyl)phdeve'«i(-y]-(SPCIt)rl cyclo[3.3.1.13" 7] dec- 2-yl- (9C)

[ 430462-834- d g 5y N 3 o
2-(4-br olﬁo gk%ﬂl or o eﬁgit?/ dlsl’-% ﬁ ?:1;/1?: X SGthylfhinqxﬁ gretélcyd%BZS } ] e§CI)
[429631 57-2] Acet ani déyk

2- (4- chl or 0-[8381B0/38}4) hABét@lﬂd)e :N(ztsuﬁmh bi%endxyl) N&l@]cm{emlaﬁiqhec $9€1) WO
2006/ 024627 PCT/ Epzooﬁﬁ&ﬁflw [ 429626- 19- 7] Acetam de,

2- (4- met hoxyphenoxy) cyclo[3.3.1.13" 7] dec-2-yl - (9Cl) [426250- 14- 8]
Propanani de,[638160:85-1]i dk¢tamuieh2-(oshiprophenok)yNHu¢RlaE3.3. 1137 dpat@ql-A9GN- (9C1) 5
[424814 1- t d ] N- 31

rolﬁo ik?r%ﬁt%ﬁysé eﬁng):(tamlde 2 5, g - dgr[xe?t,hylethyliphe (ixg] N tncyclo[3 3(19 L}
[424814 50- 6] Acet ami deec- (

2- (4- chl or 0-[838150i79¢5] hy;bahmi&exzﬁl(flwdmmﬁﬁmm tHc3do[8]3.1. 1>"|dec-2-yl-
(9CI)
[593240-71-2] Acetamide, 2-[5-methyl-2-(1-methylethyl)phenoxy]-N-
20 tricyclo[3.3.1.1>"] dec-2-y1- (9CI)
[593240-69-8] Acetamide, 2-(4-ethylphenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl- (9CI)
[496921-25-6] Acetamide, 2-(2,5-dimethylphenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl-
: (9C1)
[461446-43-5] Acetamide, 2-(3;4-ditnethylphenoxy)-N-tricyclo[3.3.1 1%\ dec-2-y)-
25 ; (9CD) 7
[438477-86-2] Acetamide, 2-(2,4-dimethylphenoxy)-N-tricyclo[3.3.1.1>7]dec-2-yl-
(9CI)
[433948-36-8] Acetamide, 2-(4-bromo-2-methylphenoxy)-N-tricyclo[3.3.1.13’7]dec-
2-yl- (9CI)
30 [433947-37-6] Acetamide, 2-(4-bromo—3,5-dimethyl]phenoxy)-N—tricyclo[3.3.1.'13’7]-
dec-2-yl- (9CI) |
[432539-68-9] Acetamide, 2-[4-(1-methylethyl)phenoiy]-N-tricyclo[3.3.1.13’7]dec-
2-yl- (9CI) :
[430462-84-3] Acetamide, 2- (4-br0m0-2 chlorophenoxy)-N—tncyclo[3 3.1.1>"]dec-
35 ; 2-yl- (9CI)
[429631-57-2] Acetamide, 2-(4-chloro- 3-methylphenoxy)-N—tncyclo[3 3.1.1*"|dec-
2-yl- (9CI)



dec-2-yl- (9C) [424814-18-6] Acetam de,

2- (4- br ono- 3- met hyl phenoxy) - N-trlcyclo[3 3.1.13 7]dec- 10 2-yl- (9C)

[ 405076- 76- 8] Acet am de, ' :
2- (2, 4-di chivoneagheswseoxy) - N-tricycl o[ 3. 3. 1. 13, 7] dec- 2-yl - KCAGiPRod54A8H076- 63- 3]
Acet am de, 2-phenoxy-N-tricyclo[3.3.1.137 Jdec-2-yl- (9Cl) [339060-39-8]
Acet am de, 2-(4-bronopphenoxy)-Ntricycl 0[53 3.1.13" 7] dec- 2- yI (9CI) 15

[ 332399- 46-9] Acet am de, 2-(4-nethyl phenoxy)-N-tricyclo[3.3

11, 7] dec- 2-yl - (90) [305341-04-2] Acetam de,

2- (3 br omophgn2e62kh-18-7]r Aestamie32-84-ethdxyiiharexyP-Nriricy {1I8BL3.1. 13[ 2BB70N- 43- 6]
Acet am de, 2-(4-chloropphghoxy)-N-tricyclo[3.3.1.13"]dec-2- yI (9C1)

[ 351418- 76- 3] Acet am de, 3- met hyl phenoxy) - N-tricycl o[ 3. 3. ;3 7] dec- 2-yl -
(9C1) 20 AccdA6238+1¢:8]i Broaariarmée 2e(2dedichlotopkenory)eNittieelafd3d df Hdecdivbounds of
formula (1) 110 Z R5(9 )n~~N2H 3. the N-oxide fornms, the '

camori ¢ For AR tﬁaﬁw&‘gd' B bR Rt E ST Y

SO or SO2; R1- represenlz yﬂu(aCI)gen cyano hydr oxy, or 30 G Aal kyl

i | ‘
CC):E;:AIOE?I oiy-SLt gég repr sen :m dé)gg'ﬁmro gﬁﬁ%ﬁp%%% go[ﬁlllﬁy conbl ned

with R2 form toget her éeOdZ-Vlal(%Jt) radi cal seI ect ed from t he group consi sting

of O CH2- (a)ra248¥R18 2A ax?fikﬂmc SO 3NEIFdecm
represents V\!S EP 005/ 054197@6 1°or gnd[ B R9 and

2006/ 02 7 Pgéf
- R10 are efch |ndependen ‘Iy\}( Jected from hydr ogen or CI 4al k

represents hyd0s0yé+76- 8]aAoetaﬂnyﬁr BR4-dichbonspheroxiydi-trisiRild[R1321 . 137¥dec 2-yl-
Ci 4al kyl oxycar bonyl , ?’ 2>§ycar bonyl, C, 4al kyl oxy- optionally substituted
with 5 one or where sible two or three substlt#ents sel ected from

hydroxy and H40¥76163rR3]r Agetamise: ZpisnogNctricydplBi ohaT IdecaWs(9Gut ed with one
' % \rf\ge: gsgﬁtsqebéoaoimpmetaﬂdeez b@&ﬂobyﬁigkﬂ-ﬁ%efcwsi | 3f1r Bfdbacdrypxycpnd hal o;
e b o8 oAb, oY Ui PR ST Pl 9 120,
-0 (C=0- Qg . da05341;04-2] Acetamide, 2-(3-bromophenoxy)-N-tricyclo[3.3.1. 1>"dec-2 2-yl- (9CI)
[298701-43-6] Acetamide, 2-(4-chlorophenoxy)-N-tricyclo[3.3.1.1° 7]dec-2-y1- (9CD)
[351418-76-3] Acetaniide, 2-(3-methylphenoxy)—N-tricyclo[3.3.1.13’7]dec-2-y1- (9CI)

)

20  Accordingly, in a first aspect this invention concerns compounds of formula (T)

Z 5
R®" | ,

“the N—ox1de forms, the pharmaceutlcally acceptable addltlon salts and the
25  stereochemically isomeric forms thereof, wherein

nis 1,2,3,0r4;

Z represents O, S, NR®, SO or SOy;

R! represent hydrogen, cyano, hydroxy, or

30 4 C14a1ky1 optionally substituted with halo,

R? represents hydrogen, Ci4alkyl, or C;4alkyloxy-;

R represents hydrogen, Ci4alkyl, C;4alkyloxy- or R® combined with R? form
together a divalent radical selected from the group consisting of
-O-CHy- (a), -NR"-CH;- (b), -(CR*R®),- (c) and —CR!%= (d) wherein m represents



10 carbonyl - NR23R24 or Ci 4al kyl optionally substituted with one or nore
substituents sel ected from hydroxy, hal o, hydroxycarbonyl, phenyl,

Cl 4al kyl oxy or NRL15R16 or RS represents C, 4al kyl oxy opti onaI |y substituted
with one or nore substituents sel ected from hydroxy, halo dr oxycar bonyl ,
phenyl , COWRPHHIEEY or NRL7R18, or R5 represents - O(@-f@fﬁpéﬁﬂé‘rlﬁ I
substituted with one or nore 15 amno, lgydroxy, Het3 or hal o substituents;
R6 repr esents hydrogen or C _6al kyl; R11l and R 2 each independently

- represent hydrogen, Chal ky] C ral kyl oxycar bonyl - or Cl4allryl carbonyl-; R13

and R4 each | eSS i KBGO e LS S ol S o 07

di (d - 4al kyl ) amCheelkds bonyI Cl4al kyl - oxycar bonyl or C, al kyl carbonyl -
wherein said |yt ﬁl4a|ky|carbony| are
each mdependentﬁgﬁ ﬁ%}& hgf)’laﬂj%uxgéwdt&gﬂg one two or three ;
substituents sepeeﬁlbdom h!eLI Ty draxycarhpigl Grglalospraptionaliyesubstituted mathHet * ;25
R15 and Rl6each ohgeRRIEposibe mmrﬁ%éé‘:ﬁub@ﬂ‘rdélﬁg%cted from h%droxy and halo or

C, -4al kyl, . C, 4a 0X car onyl.- or on 1 18 each
i ndependent | y r§p¥ é’ﬂ“o'@ﬁlﬁé‘i?%ﬁ{l,e ?‘%‘y‘? Wéea? wo of
Cl . ral kyl car bonyfiree subétit@exﬂméld&&ﬁf&mhydm@emﬂrlﬂbnt I y represent hydrogen

Cl4al kyl car bo@sr@rgsgmghgf@ogéﬂ Ri¥eah Rf%? é%eé %"Clm%ﬁo a %;}’dr oxy

substituted w

R2' and 1(22 eaendrpmerkenule#iqty NB Rese(MCﬁQHN&g&r -Ar(E=6D-Gaadkylky |
optionaljpy subgirbb m%*orom@l@noﬁ%@nﬁsmmurddemhson%@r%&@d from hal o or

hydroxy; 1(23 ang M res dr o
d aal kyl car bonyfsu f—‘é’%’ﬂtsﬁ?e f‘y’ °|y8¥| ]fea?'gg"nﬁﬁlmo’@'ne or
nore subst it uenpsNBARALoreRf rbpresmtsa(hoalkyﬂroxhyptrmyy suhﬂhtﬁtwﬁmﬂﬂdiﬁm? more

PCT/ EP2005/ 0541 ol yl,
oxazol yl, isox aglﬁr Egtfig‘ge?% é%%?&?)ﬁy MJ H#&E%chb%wll\ﬁﬂ%ng E%tﬂgﬁ%g 0 a)
o b) wherein vor@ﬁr 524 00 B oprasoert- 65— OrC netlie) obstiatsd idh ey mere 5 it 2
represents rrorpa@;ﬁﬂmﬁydm@,pgff*r(ﬁlmmlsubg@imfsgzr nyI “t hi onor phol i nyl or

pyrrolidinyl; R6 represents hydrogen or C;.salkyl; : :
! and R'? each independently represent hydrogen C1.alkyl, C_alkyloxycarbonyl-
or Cyalkylcarbonyl-;
R" and R™each independently represent hydrogen, C;4alkyl, C.6alkyl-SO,-, mono-
20 or di(C;alkyl)amino-SO,-, Ar'-SO,, mono- or di(C;alkyl)amino-carbonyl-,
Ci4alkyl-oxycarbonyl or C;salkylcarbonyl- wherein said Ci¢alkyl- SO-,
C,4alkyl-oxycarbonyl or C;4alkylcarbonyl- are each independently and
~optionally substituted with one, two or three substituents selected from halo,
C,.alkyloxycarbonyl, NR“R? and Het?; :
25 R* and R'® each independently represent hydrogen, C;_alkyl, CMalkyloxycarbonyl-
or C14alky1carbony1-
R'” and R'® each independently represent hydrogen, C;4alkyl, C; salkyloxycarbonyl-
or Cy4alkylcarbonyl-;
R' and R each independently represent hydrogen, C;_4alkylcarbonyl,
30 C,alkyloxycarbonyl- or C, 4alkyl optionally substituted with one or more
substituents selected from halo or hydroxy; 7
R* and R?? each independently represent hydrogen, AP or Cyalkyl optionally
substituted with one or more substituents selected from halo or hydroxy;
R? and R24 each independently represent hydrogen, C;4alkylcarbonyl, Het* or
35 C,4alkyl optionally substituted with one or more substituents selected from halo
or hydroxy;



Het 3 represents norpholinyl, piperidinyl, piperazinyl, thionorpholinyl or
pyrrolidinyl; Het4 represents piperidinyl, norpholinyl, piperazinyl,

t hi onorpholinyl or 10 pyrrolidinyl; Ar' represents phenyl optionally

subst i t ut edvahdobosabfal kyl ; and Ar2 represents phenyl optricarehéososudstit ut ed
wi th G 4al kyl, for use as a nedicine, provided however that said conpound
of fornmula (1) is other than N-adanantyrﬂ'z-yl-2-0rtho-to|y|oxy-acetanide.
15 In a further aspect the present invention provides the use of the

af orenenti oned conpounds in the manufacture of a nedi canent for treating

pat hol ogi es asgRgl raplesbnts\@yhbh@chmﬁamm, ipg@blyf, oxavalyl Osoxarsihl ars: rhdicalefanpl e,

obesity, diabete esity related cardiovascul ar di seases, denenti a,
cognition, osteoz(g 4 s and gl auc8na 20 It is also an object of the present
invention to prowd rrpoundso formula (1) the N- oxide forns, the
phar maceutical |y mc kbl e addj fRlsalts and the stereochem cal | y
isoneric forns t , Wherej , RZ R3 R4, R3 Rl4 R15, R16 Rl17 R$ Z and

n are defined As hergi nt¥fore amnd erein RS represents represents hal o,

cyano, am no, 25 phenyl, hydr dal k car bonyl -, hydroxycar bonyl

NR13R74 or C aalWemEp¥qPEﬁ§ﬁ}t$i)lycg%tqrdmag@iﬁp‘iﬂl% e %r nore substituents

sel ect ed fsr om etfrrepreseatshnstpholinyh pieyilliny Cpipéaalzinyl, aymomhdREFBL6 or RS

represents C 4al w‘lr?( %%ngtl onal Iy substituted wth one or nore substituents
y

sel ected from by bonyl, phenyl, Cl4al kyl oxyor. NRL7R18, in
particul ar R5 Hepriepresents mqrpbohwy@npsmdmm piperaghnglh fhiompmplielinyy or CI._ 30
4al kyl oxycar bony&,— ol joxycar bonyl, NR13R14 or Cl4al kyI substituted with

one or nore s sgll’rt uents se] ected fr roxycar.hon phenyl , Cl4al kyl oxy
or NRI5R 6 As efamewntsn%pqr@wl; ﬁwr Pﬁ%@fi ﬁ@h 1P er. halo 1s
generic tw fl uor pyrrelidigylp, brono and i odo; Cl4al kyl defines straight and

branched chai nﬁﬁa}e@feg@?ggﬁ%gfﬁﬁgﬁﬁﬂ t@tgg%tﬂ%fmﬁgylp:gﬁl EP2005/ 054197 -8

radi cal s havi n%h% atons xampl e, nethyl,

et hyl, propyl tepyesents pheayhgptienaliy substitwted Wyt Sh.eallyl, fopuse asiaeadiginest hyl and
the |ike; Cl_éal ydw&a%%%rtﬁa&sﬁw&h AR B FRRRRAT 1§ BAbAhERNHdamastyl-

defi ned for E?f’h AT Lok, couon, atom Such as the 3 oups
Cl dal kyl asy defi nes straight or br anched saturated hydrocarbon radicals
AR s et i i o et
phar maceut i c£ompognds Eaaufagare ‘PW@‘B‘FW%@T trestingathelagios apsesitede are
meant to 10 vﬁﬂi%bs‘a@oﬁia@l fofifitRAREH £Tb skamplel issity Hidbeikk,Gbsgiydelagdi t i on
salt forns, Wh At ovascu?ar diseases, dementia, cognition, osteoporosis and glaucoma
20 ,
It is also an object of the present invention to provide compounds of formula (I) the N-
oxide forms, the pharmaceutically acceptable addition salts and the stereochemically
isomeric forms thereof, wherein R', R?, R%, R, R”, R™, R®, R'%, R, R", Zand n are
defined as hereinbefore and wherein R’ represents represents halo, cyano, amino,
25  phenyl, hydroxy, C;alkyloxycarbonyl-, hydroxycarbonyl, NR™>R' or C;4alkyl
optionally substituted with one or more substituents selected from hydroxycarbonyl,
phenyl, C;salkyloxy or NR'*R'6 or R® represents C;salkyloxy optionally substituted
with one or more substituents selected from hydroxycarbonyl, phenyl, C; 4alkyloxy-or
NR!R, in particular R® represents halo, cyano, amino, phenyl, hydroxy, C;.
30 salkyloxycarbonyl-, hydroxycarbonyl, NR?R™ or C;.salkyl substituted with one or
more substituents selected fromhydroxycarbonyl, phenyl, C; salkyloxy or NR"R'S,

As used in the foregoing definitions and hereinafter, halo is generic to fluoro, chloro,
bromq and iodo; C, ,alkyl defines straight and branched chain saturated hydrocarbon



conpounds of fornmula (1), are able to form The latter can conveniently be
obtained by treating the base formw th such appropriate acid. Appropriate
aci ds conprise, for exanple, inorganic acids such as hydrohalic acids, e.g.
hydrochl oric or drobrom c acid; sulfuric; nitric; phosphoric and the Iike
aci ds; or‘%?é%ﬁ@%%ébids such as, for 15 exanple, aceti ®C 1895ﬁ51@7
hydroxyacetlc | actic, pyruvic, oxalic, _gmlonic, succinic -

but anedi oic acid), maleic, fumaric, malic, tartaric, citric,

met hanesul fonic, ethanesul fonic, benzenesul fonic, p- toluenesulfbnic
cyclamc, salic an1nosaI|cyI|c panoi_.c and the |ike acids. 20 The
pharnaceutléélﬁé %@@Eﬁg ﬂéoé&@ﬁppBﬁm§éP@%ﬁhgmﬁﬁﬁﬂﬂ%ﬁ%ﬁﬁ@r@hﬂaﬁﬁpﬂsare nmeant
to conpri séutlel- m@;ymyduz wethlylprapyt, i2yZedinethylethyl and the dikeydtli pikghdediabs  f or ns

which th | bl e f f h b

oo 1 on sarrgt R bralicnt O Gl nithee AR ﬁ%ﬁ%@mﬁﬁe? $4POR im sal to.
and al so t heteed mhmthhgrqﬂpadﬂiwélﬂm(ézm)alyylaodepntmbhetyarﬁ-mdbylbuwhm for
exanpl e, sampgiigy; O’fhéﬁ\/;h@{? mes aﬁlgnﬁazﬁaﬁuhe&sat&afsacgaﬂocabaﬂ

hydr abam ne,, am no acid .g. arglinne SI ne nvers sal d salt forms

can be convdRyiag W%F‘b"a?mat‘maﬁ FPCBﬁS BPES}Sr‘iﬂ%ﬂx@ 0’%%‘1 k¥ i nto the

free acid orl-methelefigloxy, Btellytpromloryanditid Kie. sal t as used herei nabove al so
conprises the solvates which the conpounds of forrmula (1), as well as the
salts thereof, are able to form Such solvates are for exanple hydrates,

al cohol at es Fhedhameacutically auseptelie additien ssls hemintigdned hereimabavie ard meant taas used

Cont o ot orsr PreE eﬂ%ﬁe%ﬁe SR 1041 AGA Sl AIETb S, %"“’“‘%ss“ Unl ess
ot her wi se néRfPE 05\?%‘1“?'}@1 {;P‘?lg’ @&F’“Ei‘@é‘%‘é?&ie?‘ﬂgg%ﬁ’ ‘i%lﬁunds ‘

denot es t he treatigihe bade faﬂrﬁwnhsmﬂﬁppr@efeaoﬂhappo@kia;eaahﬁcompﬁm faationally WO
2006/ 024627 - D.NE/EE 1%95%1%%%8?&5&%@& Ié'i‘g&"’?ﬁ% 378}0 L cont ai ni ng

al | di ast er o rran mers an ecul ar
structure. Acid; Sulﬁméo@mrphfﬁphqﬂqa@dmm@ geislsney aaganiq deidssuehpas s of fornul a

(1), botfg i réxnﬂ{)n éc@ﬁénp%pahnc qu@}dﬁ&weﬁc Vhdtie, SRG¥c, caxlaﬁé nﬂil&nc 'sﬂé&ﬁé’ed to be
enbr aced Wth'g:p e scagl% 1 &E% sen i nventi.on. uhl—omde fornms of
the conpound&® glipigecid), pyaleic, ﬁ%%ma%%fpﬂh%%lﬁem?g%s e¥fpounds of
formul a (1) eﬂimesalfonmMnmem&or@p-tmiuenea@ﬁmmbynmm;sahc;ydwd| sed to the

so-cal |l ed | of conpounds are those conpounds of
formul a (1) ergfarlllégndb\p%?&%nag#qéh%o 9t gg)f ollowing restrictions apply; (i) n

is 1, 2, 3, or 4; (ii) Zrepresents 0, S, NR6, SO or S2; (iii) R represent
hydr ogemyg Cynié%aﬂm&ﬂiéﬁﬂy &ceptable addition salts as mentioned hereinabove are meant to

comprise the therapeutically active non-toxic base addition salt forms which the

(IJ

compounds of formula (I), are able to form. Examples of such base addition salt forms
are, for example, the sodium, potassium, calcium salts, and also the salts with
pharmaceutically acceptable amines such as, for example, ammonia, alkylamines,

25  benzathine, N-methyl-D-glucamine, hydrabamine, amino raci<ds, e.g. arginine, lysine.

Conversely said salt forms can be converted by treatment with an appropriate base or
acid into the free acid or base form.

30  The term addition salt as used hereinabove also comprises the solvates which the
compounds of formula (I), as well as the salts thereof, are able to form. Such solvates
are for example hydrates, alcoholates and the like.

The term stereochemically isomeric forms as used hereinbefore defines the possible
35 different isomeric as well as conformational forms which the compounds of formula

(I), may possess. Unless otherwise mentioned or indicated, the chemical designation of

compounds denotes the mixture of all possible stereochemically and conformationally



15 C1 al kyl optionally. substituted with halo, (iv) R2 represents hydrogen,
C, 4al kyl, or C 4al kyloxy-; (v) R3 represents hydrogen, Cl al kyl,

C, 4al kyl oxy- or R3 conmbined with R2 formtogether a dival ent radical

sel ect ed f Ramdobyeagr7oup consi sting of O CH2- (a), - NR7»CHEP2008d54197( CRERI) m
(c) and-CRi 0= (d) wherein m 20 represents 1 or 2 and R7, R8, RO and R10 are
each independently sel ected from hydrogén or C4alkyl; (vi) R represents
hydr ogen, hal o, hydroxy, cyano, am no, NR11R12, C, Aal kyl oxy- optionally
substituted with one or where possible two or three substituents selected
fr ohm hydr oxy mﬂﬁribdfdrﬁls%aiﬁﬁix&&w&ﬁﬁaﬁﬁiﬁg &l diadtknebmers, @ﬁﬁﬁcﬁ?@b hnd/a?bst i L ug ed
with one or e pos e.two or, three substituents .select.e rom hydr oxy
and hat o; _(vEPToRedty S b B8jesfpubiine, £ et el eeBRHE RGBT 1 oxy,
Cl4al ky! oxy c ghebxompounds of doromlac®); bethynh purblRirBRirdn edm3Gird aith\ehchsothertarg ut ed

Wi th one or FRLfeS I_\;élntélﬁfQ&H%vi&&ﬁ%kfnﬂafoﬁ%@ﬁ?&s@ﬁﬂﬁv&ﬁéiﬂor‘Y', phenyl, 30

Cl. 4al kyl oxy or NR ;- In particu epresents hal o, cyano, am no,
~phenyl, hydroxy, C, alkyloxycarbonyl-, hydroxycarbonyl, NR'R 14 or Gi4al kyl
S Ebst : t utC Ie 91 Yﬂllgé IV-®iide mhnNm@KStﬁe mtbpd6 @ayﬁl%nas (Bcirethednt ﬁcm:orﬂipﬁéé diogear bo )ny IRl .
phenyl , a OXV Q o (Vi repL.esent r n: i X
a1 cach cPTRBIER BEfrRya R Shetelh boeorpreil eREh b ffinea S

Cl . aal kyl car sowsglled: N-oxdd@006/ 024627 PCTI EP2005/ 054197 -10 (x) R13 and R14
each independently represent hydrogen, Cl4al kyl or Cl4al kyl carbonyl-; (xi)

R15 and R76 each independently represenk hydrogen, Cl4al kyl or,
Cl4al ky| dér bénparticulas group;of cpmpounds a@fthessﬁeea%%s ebfesmaladD) gthersingns onpounds

of formul a (morsvbethe follonir r@strictionsapplly; t he fol lowing restrictions apply : n
is 1, 2, 3, or (411); Z riSer’%eQ}E- 0, S, NR6, SO or S@2; 10 R represent

hydr ogen,  cyano,’ hydlroxy,’ or - C, 46al kyl optionally substituted with halo, Rz
represents hydr@en,Zotepresgnts/O, S,OFVRCEQariShoxy-; R3 represents hydrogen,

Cl4al kyl, G 4al (iﬁy)l O segghyqp@h,r@gnwhygo 4 drorm together a dival ent
radical selectedfr %{LQ% Shtiondlty substarted with Ralo,
; (iv)  R®represents hydrogen, C;4alkyl, or Ci4alkyloxy-;
(v) R represents hydrogen, C;4alkyl, C;4alkyloxy- or R? combined with R
form together a divalent radical selected from the group consisting of
-O-CHs- (@), -NR"-CHa- (b), -(CR®R®)s- (c) and ~CR'*= (d) wherein m
20 represents 1 or2 and R’, R%, R’ and R' are each independently selected
from hydrogen or C;4alkyl;
(vi) R4.represents hydiogen, halo, hydroxy, cyano, amino, NR!'R2

Ci4alkyloxy- optionally substituted with one or where possible two or three
substituents selected from hydroxy and halo or R* represents Ci4salkyl

25 optionally substituted with one or where possible two or three substituents
selected from hydroxy and halo;

(vii) R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy,
Ci.alkyloxycarbonyl-, hydroxycarbonyl, NR>R™ or C; 4alkyl substituted
with one or more substituents selected from hydroxycarbonyl, phenyl,

30 - C4alkyloxy or NR'’R'S ; in particular R’ represents halo, cyano, amino,
phenyl, hydroxy, C;salkyloxycarbonyl-, hydroxycarbonyl, NR*R™ or
Ci4alkyl substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C;salkyloxy or NR'’R'S;

(viii) R® represents hydrogen;

35 (ix) R and R" each independently represent hydrogen, C;.alkyl or
Ci4alkylcarbonyl-; ‘



15 -O-CH2- (a), -NR7-CH2- (b), -(CR5R9).- (c) and -CR10= (d) wherein m
represents | or 2 and R7, R8, R9 and R10 are each independently sel ected
from hydrogen or C, 4al kyl; R4 represents hydrogen, hal o, hydroxy, cyano,
am no, NRL1R12, C 4al kyl oxy- optionally substituted with one or where

possi bl e t\8 20698422 substituents 20 sel ected from hy R HEPZAMPSHAT 0 or R4
represents C, 4al kyl optionally substityped wth one or where possible two
or three substituents selected fromhydroxy and halo; RS represents

hydr ogen, hal o, cyan, am no, phenyl, hydroxy, Cl4al kyl oxycarbonyl,

hydr oxycar bonyl|, N of Cl4 IkyI tional | substl tuted with one or nore
25 substituent @se:%ctaé@ e@ﬁ%‘ﬁ‘aﬁﬂeﬁﬁ% rrEi?}ﬁiFPtﬁgﬁlﬁ%%ﬁH 14R1b0% y | oxy or

NRL5R16 or R5 repre€gplkyldaibbayky! oxy optionally substl tuted with one or nore

substituents ectys §34R90 | oxy or
NR17R18; in pa Gﬂlcu#a(r%nézg era(g%glggﬁ%{i&tﬁ’ reSenPtg%Igge Sﬁtyp?%nyl, hydr oxy,
Cl4al kyl oxycar bony| Cysalkylegrbonylear bonyl | NR13R14 or Cl4al kyl optionally
substitutsed with one or nore 30 substl tuents sel ected from hydroxycarbonyl ,

phenyl, Cl4a] kyl oxy or, NRI5R16 or resentg Cldal kyl optionally

D ibet i ut ed e SER S6FOREBIS epSists R Coraa SforPUb I YIFBIRBony |
phenyl, Ci 4ahdrglobty follovwhy rdsafti6s applyr:esent s hydrogen or C -4alkyl; R1 and
R12 each | ndeqlegq%t,jl Xr‘{epresent hydrogen, C, 4al kyl or C, 4al kyl carbonyl -

35 R13 and P."4°exch’ Independent |y represent hydrogen, C, 4al kyl or

Cl 4al kyl car borftepresens 8, SR REO asd€h; | ndependent |y represent hydrogen,

Cl4al kyligor Cida brideRphyaeshth cyaMDh 2@@@{,(};4627 PCT/ EP2005/ 054197 ~ -11 R17 and

e ook g Lag AR, Clae ! or C1 sl carbonyt
adamant y| - 2- yIR*2emredents-liydiogbw Gy zalkyf antdelkyldxgecond group of conmpounds
o ng”s oo STBUIGRLc MCPabbloA L ooy, oL (1
S, NR6, SO or Stweethe rad)vagn redisplesslepted frpen g erPup cousissing R dr oxy, or (i v)
gﬁlg: ty: 1sopt i onabLaHNﬁbsiNRth qﬁ%’ F(g:wn?)g, (c;anm%mn wleg&@m Rplysfogen,
Cl4al kgl oxy or F?§ ﬁ%i ’r%di%/vl)a’? R ‘ﬁ%ﬂ@?‘ﬁ@ sggcﬁp%ﬂ‘gﬁx%?%?&o&al
sel ected from t Ka+glkdup consi sting of 0 CH2- (a), -NR7-CH2- (b), -(CR8R9)m
N ;Lhapgde%ggg re iR S1iRebA) haloS R @58 b, Bind, RRUR®, €, Flley1dRg- 2nd R are
optionally substituted with one or where possible two or three substituents
20 _ selected from hydroxy and halo or R* represents C; salkyl optionally substituted
with one or where possible two or three substituents selected from hydroxy and
halo; ' '
R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy, C; 4alkyloxycarbonyl,
hydroxycarbonyl, NR>R™ or C,_salky] optionally substituted with one or more
25 substituents selected from hydroxycarbonyl, phenyl, C, salkyloxy or NRYR' or
R’ represents C; 4alkyloxy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C; salkyloxy or NR'’R'®; in particular R*
repi‘esentsr halo, cyano, amino, phenyl, hydroXy, Ci4alkyloxycarbonyl-,
hydroxycarbonyl, NR">R™ or C, salky] optionally substituted with one or more
30 substituents selected from hydroxycarbonyl, phenyl, C;salkyloxy or NR¥R* or
R’ represents C;4alkyloxy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C; salkyloxy or NR'7R!®
R® represents hydrogen or C; qalkyl; :
R'! and R'? each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;
35 R!® and R each independently represent hydrogen, C;4alkyl or C; salkylcarbonyl-;
RS and R each independently represent hydrogen, C; 4alkyl or Cyalkylcarbonyl-;



15 from hydrogen or Cl4al kyl; (vii) R represents hydrogen, hal o, hydroxy,
cyano, am no, NRL11R12, Cl4al kyl oxycarbonyl, hydroxycarbonyl, Cl4al kyl oxy-
optionally substituted with one or where possible two or three substituents
sel ected fwootwdiedéoxy and hal o or R represents Cl4al kycT/apiobsesaidry
substituted 20 with one or where possible two or three substituents sel ected
from hydroxy and halo; (viii) RS represlelnts hal o, cyano, am no, phenyl,
hydr oxy, Cl4al kyl oxycarbonyl -, hydroxycarbonyl-, Het', -NR13R14 -O(C
0)-NR21R22 O (C O -Cl4al kyl, carbonyl -NR23R24 or Cl4al kyl optionally
substituted 25 Rif atd RYieachrindepemdentiy sdprdseretthiydrogen, €5 yalklylfor Emalkydeasbopyby bony!| |

h |, Cl4al ‘ o | ¥ |
pheny a i‘f#&é%s Qﬁne%f%gggq wév%PﬁlﬁﬁaeiHC@é@%f&?% Ky haREI Onal 1y

substituted w one or uents se m hydr oxycar bonyl ,
phenyl, Cl4al kydengntpr2-Kr2-pri@toldexyreetampesent s - O (C- O - Gi . aal kyl
substituted W dBorfd Rl of PefnBoliRl 3oistd ¢ tRosd 'é@%bﬁddﬁﬁf forma () whkreiPone

represents hydrogen, or,. Cldal kyl; (x 1 and 2 each indepéndently
represent? hyB’F’B‘@%rPf}ﬂ@,fﬁg‘PWg,rgsﬁlcﬁ’gP%HpRéky- carbonyl or Cl4al kyl carbonyl-; in
particul ar hyjir ogem is@l4:3,y4; or Cldal kyl carbonyl-; (xi) R13 and R14 each
I ndependent | y..r epr 0 6 l&yl, 35 A 4al kyl-SOQ2-, nono- or
di (Cl4al kyl )gur)n no- %‘%’%es%gbs%gﬁk ’gobﬁ%-é% di (Cl4al kyl ) am no- car bonyl -,
Cl4al kyl - oxy€i#) bonyR" ngpresent hydrpgenceyapo,hydroxyhesr ei n sai d d - cal kyl - SC2-,
Cl4al kyl - oxy gigy bonyd,_atkyV6p1daR61RB¢R41Ed Reih/Hal32005/ 054197 - 12
G - Oal kyl carE) nyl - e éach i gl_e e’ggeg%lyg aeﬂd gﬂ% ionally substituted with
one, twol®r fHree sRLEPTERRLTRY: Qé? 14 Pom-a¥#XYC14al kyl oxycar bonyl ,
NR1IOR20 and He)2; (R ieprefbls lydebght, & aakyl, Cnshindoge ot RY comtpnaiswith Rhy dr ogen,
Cl aal kyl, Cl>al kyl 5 . 44l s 34 cul ar
hydr ogen, C1. 4al kyl o@ﬂ@%ﬁgﬁh’f@%’%ﬁ%‘g@fﬁg tg??%%go%ébu%?gﬁ%%h .
i ndependent |y repr e;eﬁ}cﬂyg{ﬁbg@%,@ﬁz%@%kgﬂg R%)Méﬂ)l@?‘io@&- = whomsin oy
ClAal kyl carbonyl - i NepragentsCUdr2r andyRT! RYRA andRPadr& ¥dch Midepéddeddy} deydcedr bonyl - ;
10 (xiv) R19 and 1(20Q eaﬁh | nde% deptly represent hydrogen,
Claal kyl &arbonyl or Eom Bydroeen gﬂﬁ%ﬁﬂr |y substituted with one or nore
subst i t uent s(&®! ectRtrepfesants yaragenrhaty Hydmyy, cyanopaminocNRAR "opt i onal |y
- substituted with hydr ; agh i € 1y represent
hydr ogen, Ar2 or Cl4a(?1é§]!ky fo&ﬁa:ﬂtﬁ@ﬂ-h%lg);%nﬁ, @14a'118ﬁ@8r98€t§'d3519’
substituted with one or where possible two or three substituents selected
from hydroxy and halo or R* represents C; 4alkyl optionally substituted
20 with one or where possible two or three substituents selected from
hydroxy and halo;
(viii) R’ represents halo, cyano, amino, phenyl, hydroxy, C;_salkyloxycarbonyl-,
hydroxycarbonyl-, Het', -NR"R', -0-(C=0)-NR*R?,
-0-(C=0)-C;.4alkyl, carbonyl-NR*R** or Cy4alkyl optionally substituted
25 with one or more substituents selected from hydroxycarbonyl, phenyl,
Calkyloxy or NRR!® or R’ represents C;.4alkyloxy optionally
substituted with one or more substituents selected from hydroXycarbonyl,
* phenyl, Ci4alkyloxy or NR'R', or R® represents -O-(C=0)-Cialkyl
substituted with one or more Het” or halo substituents;
30 (ix) R® represents hydrogen or C;4alkyl;

(x) R' and R'? each independently represent hydrogen, C;4alkyl, C;salkyloxy-
carbonyl or C;4alkylcarbonyl-; in particular hydrogen, C;4alkyl or
Cialkylcarbonyl-; :

(xi) R'® and R* each independently represent hydrogen, C,salkyl,

35 C1.6alkyl-SO,-, mono- or di(C;4alkyl)amino-SO,-, Ar'-SO,,

mono- or di(Ci4alkyl)amino-carbonyl-, C;4alkyl-oxycarbonyl or
Ci4alkylcarbonyl- wherein said C.salkyl-SO»-, C14alkyl-oxycarbonyl or



optionally substituted with one or nore substituents selected fromhalo or
15 hydroxy; in particular optionally substituted with hydroxy; (xvi) 1(23
and 1(24 each i ndependent |y represent hydrogen, Cl4al kyl carbonyl, Het4 or
Cl - Oal kyl t| onal |y substituted with hydroxy; (xvii) Hetl reg)r esents
pyrrolinyl¥ 69‘}6@6‘?6?% nyl, pyrrolyl, oxazolyl, isoxazol yFCBEPAIS 54T cal of
formula O O 20 a) or b) wherein R reppéesents hydrogen or O Aalkyl and o is
1 or 2; in particular Hetl represents a radical of formula OO NBC N(RI)o
i1l a) or b) wherein Wrepresents hydrogen or Chalky] and o is 1 or 2; 25

iii) Het2 I dj
'E?(]:/ljlrri)z phol i n;fp(r)(raseg‘tyﬁlgﬁ?"g ‘?ﬂy na¥‘? ??cgatgﬁ’l = YM@%PQY&éﬂWGW#ma i nyl ;
(xi x) Hee represent Sommbofthmelsubsnitmtslﬁlemﬂ;&omw azinyl, thionorpholinyl
or pyrrolidinyl; in 3{1 lg’éj Q{b ﬁ@}ﬁk“’i@"aﬁ%tﬁ nmor phol i nyI (xx) Het"
ho

represents plper|d|q¥ erazinyl, thlonDrphollnyI or 30
pyrrolidinyl&i) n p& mtdﬂaﬁacmdﬁpcmﬁgnfésswteseqjms;@gm, EyhalkylGi-dplkal-|
apr asente phenyl opt RN e e e O sl 27 2
PCT/ EP2005/ 054197 5'13 aﬁgﬂm% %Pygroup of conpounds consists of those
conpounds of (xfigr nulRd’ 4rd)R Weeh dndeparnientdy reprasers hgdropére C edlkhyadyEnglkyloxi+ i Ct | ons
(P R represent héafbgn 13 Ciplid cerlohyf HRRERER bafeenyy il o2 20 2Ty
substituted with hal &-4¢ %’épresents hydr ogen, Cl4al kyl, or
Cl4al ky!l gxy- (?](1 Vi ) w@:aﬂdem*e%nh eﬂ&hg@amsgﬁ 4gtidogén, 1&% ror R3

|V

conbi ned wit f or ré)l b Iﬂer a radl caI ect e m t he
group consi sting of tégx nally Yneor(néﬁ% H R S CRlO— (d)

wherein m represent $roin lmlo &r hyd:bxl?]m pasticul® optichalRy} Bubatimtedawith hyahl@gendent |y
Py oxy. cyan?) an o S s AlgRdeply plosbtt yBREES S &r Cudligpen. Dl o
ST optionally substituted with one or more substituents selected from halo or
15 hydroxy; in particular optionally substituted with hydroxy; '
(xvi) R? and R?* each independently represent hydrogen, C;alkylcarbonyl, Het*
or Cy.4alkyl optionally substituted with hydroxy;
(xvii) Het' represents pyrrolinyl, pyrrolidinyl, pyn'olyl oxazolyl, isoxazolyl or a

radical of formula
o 0
A L ® L@
AL e
20 ~ 3) b)

wherein R’ represents hydrogen or Cy4alkyl and o is 1 or 2; in parﬁcular
Het! represents a radical of formula

0] ~ (0]
I:l//<o N)(/(Ri)o
P
Ay w T

wherein R' represents hydrogen or C;4alkyl and o is 1 or 2;
25  (xviii)  Het’ represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or -
pyrrolidinyl; in particular Het’ represents morpholinyl;
(xix) Het’® represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl; in particular Het® represents morpholinyl;.
(xx) Het’ represents piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl or
30 pyrrolidinyl; in particular Het” represents piperidinyl;
(xxi) Ar' represents phenyl optionally substituted with C;4alkyl; and
(xxii)  Ar” represents phenyl optionally substituted with Cyalkyl



15 optionally substituted with one or where possible two or three
substituents selected fromhydroxy and hal o or R4 represents Cl4al kyl
optionally substituted with one or where possible two or three substituents
sel ected f nooookytiepxy and halo; (viii) R5 represents haceEPZWaNS41EM NO,
phenyl, hydroxy, Cral kyl oxycarbonyl-, 20 hydroxycarbonyl, NRL3R14 or

C4al kyl optionally substituted with one-b* nore " substituents selected from
hydr oxycar bonyl, phenyl, Cl-4al kyl oxy or NR15R16 or R5 represents
Cl4al kyl oxy optionally substituted with one or nore substituents sel ected
from hydroxycar bonyl , phenyl, J 4al kyl oxy or NR17R16; (ix) R6 represents

hydr ogen or K e

hydr ogen, 1 DY of BBl BB s b EBEARE 1 R SRT

i ndependent I ynqrepf‘@sé(ﬂlowmesigeﬂmm@pﬂw kyl or "Cl4al kyl carbonyl-; (xii) R15
and R16 each(i)ndggsepciegtdrm repr esent hydrogen, Cl4alkyl or 30 ‘

d Aal kyl car bo@xl/ I11) agnd R18 each independently represent hydrogen,
Cl4al kyl 4§ITRRFF§?8?S&® %6?%9%3 of interesting conpounds consists of

Fostrict .”3?15 predted rimsmipdioiin sechnirosgoone of more of fhe follonng
S®: in partl 36‘9 pﬁi}@&%%%‘?é‘/ %@4@“7 PCT/ EP2005/ 054197 14 (iii) R
Ee;)r%ents hydr ?gﬁmpmsemmmgdn ; C14alky), %Rﬁhﬂébﬂ%@htss h%r ogl;gngr C, 4?Ihk>éI2
v repr eget R R0 Rydr 1, €44 R QBmBRef AR Esky
form toqetherya d%ﬁgsg?%ﬂi 20 -¥§3$§%§$5£M&%§EE§ :; ) consisting of 5
- O CHz2- , - NR7 M erein m
][epreﬁegts | or 2 apH37(a),RBR’RILA(t), -IKJR@\)ﬂge{c)%ﬂhORﬁ‘Hdﬂyzwﬂmhlm sel ect ed
rom hydr ogen or r

am no, -NR11R 2 ijei?e{ g&&%1%2%@“3&?@@%%%g%@&&)%de@ﬁggeﬁég onyI or
Cl4dal kyl opti onallb}’@@gm yalkitled wi th one or where possible two or three
hal 0 substit 4@t R rdpydsbats gaw ﬁrdinUy@&?@rmﬁlﬁM“I&mGlQancﬂbﬂ;ﬂW

e bony ' h%ﬁé?%ia{mﬁ%@ Figtsfpgth %ii?&?vksﬁ%&?l@% RIS et et i
one or. nore substi sdmtﬁdsﬁ'(ﬂnhgdrbmandfhadnmmmm&nmrclﬁﬂkyb@hemm s
-0(0-C 14al kyl s ugﬁ)tsfiﬁl{éh%ﬂthvgﬂer%r BakR pdksible two or three substituents selected from
hydroxy and halo; '
(viii) R5 represents halo, cyano, amino, phenyl, hydroxy, C;4alkyloxycarbonyl-,

20 hydroxycarbonyl, NR**R™ or C; salkyl optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C; salkyloxy or NR"R'
or R’ represents C,alkyloxy optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C;4alkyloxy or NR'7R'S;

(ix) R represents hydrogen or Cy4alkyl;

25 (x) R' andR'” each independently represent hydrogen, Cy4alkylor -
Cialkylcarbonyl-;

(xi) R"and R each independently represent hydrogen, C;4alkyl or
Ci4alkylcarbonyl-;
(xii) R' and R'® each independently represent hydrogen, C;4alkyl or -

30 Ci4alkylcarbonyl-;

- (xiii) R and R'® each independently represent hydrogeﬁ, Ciqalkyl or
Ci4alkylcarbonyl-.

A group of interesting compounds consists of those compounds of formula (I) wherein
35  one or more of the following restrictions appIy;

(i) nis 1,2,3,or4;

(i)  Zrepresents O, S, NR® or SOy; in particular O or NR®;



15 Het3; (viii) -R'" and 1(12 each .i ndependently represent hydrogen, Cl4al kyl
or Ci4al kylcarbonyl-; (ix) R 3 and 1(4 each independently represent

hydr ogen, Cl4al kyl, O sal kyl-S®2-, nono- or di(Cl4a]kyl )am' no- SO2- ,

Arl-SCQ2, nono- or dl(O 4al kyl ) am no- 20 carbonyl -, Cl4al 0X carbonyl or
Cl4al kyl c3YOENYP24%her ei n sai d O wal kyl - SC2-, Claal kyl P Qﬁ‘"é’ BPIP7 or

C 4al kyl carbonyl - are each independentjj and optionally substituted with
one, two or three substituents selected fromhalo, C, 4alkyl oxycarbonyl,
NR19R20 and Het2; (x) R17 and R18 each independently represent Cl4al kyl; 25
(xi) 1(19 a 1(20 each | ende represent hydrogen or C 4al kyl
optionally r(‘L’é‘hbsﬁ Tors gﬁtﬁf'}ikxlw 1) R2' and R22 each i ndependently
represent hyis) ogRﬁrepreséh‘tehydr()gelnldrplji(nEga and Re4 each independently represent

hydr ogen or J\Zhet 4R3 s¥3ts Ef&g%e%ee éﬁkgg,g%%gl]ﬁ %ﬁn{)ﬁthﬁl@ NO (R)o

30 a) or b) erei n nts'H ARd 2;

(xv) Het2 represent@g%‘?rplfbvdlﬁylfadl Sqlf)c mﬁ@ﬁmﬂsﬁmﬁhol i nyI (xvii)

4 epsesents, bl Py o) AMEGHORAFARR) Py BE20RIL0G MdndS (11 11)
i u Wi

Cldal kyl , for use aSP%S Wgﬂf %@’de]gfg\ﬁ%téﬁaﬂlom%%?‘&tlﬂ P Hyé ﬁ"ﬁ nd of

onr{rEI a (I% S 1(:)t hefromthydroperaoiamalkyl; - 2- yl - 2-ort ho- t]gl yl oxy- acet Sm d;a 5

not her in " nﬁ’jﬁl s \@f 11 e unds o .

formula (1) eir{e %%Qgﬁ%ﬁ%@# &&g to ﬂr%s’?@ ?c?ﬂﬂ ‘apply (i) n

is 1, 2,3, or 4; (.Cwmmwémrshxﬂm’ycerbos@ or Unsgddopienally O (iii) RL

r epr esen s hydrogenswstlt&kdmkonbordvﬁe& s1bﬁ€tvvce&rtﬁﬁemm$ sbstiean or

Cldal kyl ; | mbi ned
wih Rt ot oBef e i aa@aaﬁegﬁy%myf bRt B Roner o g
of O CH2- (a), -NRNRCR, -<(>+693=0) M)mm)yl (eqb)resvmerel nm

represents 1 or GaglﬁaLkg?oxﬁ%ptlﬁgall?@ﬁbsMem iy e SRRBARRS sYesed eCted 15

from hydrogen or Ta18 . w5
R or R represents —O(=0)-Ci4alkyl substituted with halo or

15 Het3; :
(viii) RY and R each independently represent hydrogen, CMalkyl or
Ci.alkylcarbonyl-;
(ix) R™and R each independently represent hydrogen Ci4alkyl, Cy.6alkyl-SO»-,
' mono- or di(C;4alkyl)amino-SO,-, Ar' -80;, mono- or d1(C1_4a1kyl)am1no-
20 carbonyl-, Cy4alkyl-oxycarbonyl or C;4alkylcarbonyl- wherein said
Ci.6alkyl-SO,-, C; salkyl-oxycarbonyl or C;4alkylcarbonyl- are each
independently and optionally substituted with one, two or three substituents
selected from halo, C;alkyloxycarbonyl, NR**R*" and Het2
() R and R"® cach independently represent C;salkyl;
S 25 (xi) R and R each independently represent hydrogen or Ci.4alkyl optionally
~ substituted with hydroxy;
(xii) R®' and R? each independently represent hydrogen or Ar’;
(xiii) R? and R each independently represent hydr: ogen or Het*;

(xiv) Het' represents a radical of formula
0]

T;l/(o [:]/« N/ (Ri)o
A o — </
30 -3 b)
: wherein R represents hydrogen or C;4alkyl and o is 1 or 2;
(xv) Het® represents morpholinyl;
(xvi) Het® represents morpholinyl;
(xvii) Het* represents piperidinyl;y



(vi) R4 represénts hydr ogen, hydroxy, am no, -NR11R12, d 4al kyl oxy- or
Cl 4al kyl optionally substituted with one or where possible two or three halo
substituents; (vii) RS represents hydrogen or hydroxy; in particul ar '

hydr oxy; 2vdYiokhMef3l1l and R12 each i ndependently represemizphiosbagen,
Cl aal kyl or O -4al kyl carbonyl ; Another group of interesting conpounds

consi sts of those conpounds of formula ¢4 wherein one or nore of the
followng restrictions apply: 25 (i) nis 1, 2, 3, or 4; (ii) Rl represents
a hydrogen; (iii) R3 conbined with R2 formtogether a divalent radical ‘
sel ect ed fromiife Ar'Gind Az’ éaUﬂSﬁ(gegéﬂ&n@}f refotelséid phéry) optidiRTy §dbetitufel with- ( CRSR9) m

(c) and -CR10= (d) erein m represents . 2 and R7,. R8,  R9 d R10
are each independent waﬁ‘éfﬁlé%ftléa as F‘(%mcﬁk?d?f888ﬁ8%?wed?4§?‘i&?d; copipgyn ,
represents hydr ogen, fomable (I)iy/othenthien Xbdahantyledeyl-2-ovho-@lyldy-aoetamide

particular R4 represents nethyl, ethyl, nethoxy, fluor, chloro or brono;

(v) R5 represents hal o,  cyano, am no, phenyl, hydroxy, Cl4al kyl oxy 35

car bonyl - 3 hy'doty maresting grouref compousds eongistsiof fogpeqrpneands of foimaula ﬁbt ed with

one or nore Rl édéirintors 6f @6 FARwWiNORs AR aYSIg’: bonyl , phenyl,  C 4al kyl oxy
or NR15R16 or repréﬁe%tb’s?r ) 20061024627 PCT/ EP20051054197 -16
sUbSTI

Cl4dal kyl oxy opt onall 'uted with one or nore substituents selected
f rom hydr oxycar@ipny|Z reptesents O, £on3OK yn particdar WR17R18, in particular R5

represents hal o(,ﬁi)cyq(lqepr@srgn{gqyyd,g?gﬂw (,;MQ&gr;oxy, Cl aal kyl oxycar bonyl -,
hydr oxycar bony g'f%g tituted with one or nore

| . ‘NR_3RI4 or kyl S

substitudhts sei¥ct & TFPrﬁﬁﬁ“tS%’, S‘(‘ijleraélﬁé 5, phenyl, O aalkyloa:y or
NRL5R16; even n@ye [Rrrbprésthithydfsped, €RLARANC S alkyilixggerR Deontbisbdaih R N
parti cul ar hydroxy; vi) 3 a&d 1R't4 ach |qgg(§§en%§nt lé’ re 1r,[esefgt hydr ogen,
O aal kyl or ~d aal kyPTal9% eﬁ@,;"iﬁn (@fﬁf@s‘%ig o eegrgwctﬁ RdSEndent | y
represent hydrogen, -Or@Hi-Hg), -MR'-CBi- (2hHOR BIubshphd ~CR vii(d)wiRtein and R18 each
i ndependently repr eSr@;S}Eseméqrd}Q%dR@,' REIRRYH] RP ar%ﬁkﬂ@éh&ﬁéﬁ%%ie@tedlf’ Anot her
group of interestin corr};z)é_unds consi sts of those conpounds of fornula (1)
wherein dfe or nore i’Eﬂ‘mP o T il est ri cti ons appl y: |

(vi)  R*represents hydrogen, hydroxy, amino, -NR' RY, C,4alkyloxy- or

C1.4alky] optionally substituted with one or where possible two or three halo
: substituents; | ;
(vii) R’ represents hydrogen or hydroxy; in particular hydroxy;
20 (viii) R and R' each independently represent hydrogen, C;.4alkyl or
' -~ Cjgalkylcarbonyl-; '

Another group of interesting compounds consists of those compounds of formula (T)
wherein one or more of the following restrictions apply: )
25 () nis 1,2,3, or4;
(i) R'representsa hydrogen;
(i) R® combined with R? form together a divalent radical selected from the
- group consisting of
-0-CH;- (a), -NR7-CH,- (b), (CR®*R?)g- (¢) and -CR'’= (d) wherein m
30 7 represents 1 or 2 and R”, R®, R® and R'° are each independently selected
from hydrogen or C;4akkyl; '
(iv)  R* represents hydrogen, halo, hydroxy, C;salkyloxy-, or C;4akyl; in
particular R? represents methyl, ethyl, methoxy, fluor, chloro or bromo;
() R’ represents halo, cyano, amino, phenyl, hydroxy, C;4alkyloxy-
35 carbonyl-, hydroxycarbonyl, NR"’R'* or C;4alkyl optionally substituted
with one or more substituents selected from hydroxycarbonyl, phenyl,
C1alkyloxy or NR'*R' or R’ represents



(i) nis 1or 2; (ii) R represents a Chalky], in particular methyl; (iii)

RR represents a Caalkyl, in particular nmethyl; 20 (iv) R3 represents
hydrogen; (v) R4 represents hydrogen, halo, -NR11R12, d aal kyl oxy-, or
Claal kyl; in particular R4 represents nethyl, ethyl, nethoxy, fluor, chloro

or brono; WQ¥/0H82% epr esents hydrogen, hal o, cyano, aRGIEPHROMIPT hydr oxy,
d _ 4al kyl oxycarbonyl -, hydroxycarbonyl j5,NRL3R14 or O aal kyl optionally 25
substituted with one or nore substituents selected from hydroxycarbonyl,
phenyl, C aal kyl oxy or NR15R16 or R5 represents C aal kyl oxy optionally

substituted with one &rﬁﬁ[}‘g{ sub.stifue{;ts 5$6|'ﬁ0t ed from hydroxycarbonyl ,
phenyl , d aal kyl oxy oM yeoptippally,supstitted with gBe prmpresubftiduentsyr ogen, ~ hal o,
cyano, anino, phenyl, sdlstdofkym h$froycastiokyl, phenghIChgaliloxy dryNiR BRcar bony! |
NR13R14 or Cl4al kyl J | t4.tu I 0 r re substituents
selected from hydrox?@%&@%lrﬁ%ﬁ%ﬁﬁéo’%ﬁ%ﬁ%ﬁﬂgﬁé{h%nq?’ Nﬁ%’&% or RS
represents Cl.4al kyl bxspllopesyearhonyt- ydroxyoarhoeil, Wt IR oreCorlkybr e
substitugnts sel ect eghstifiBdRWitH SheXr AoRO@btituBeBldctedGoral kyl oxy or

NR17R18; nore 35 in particular R5 re sent s hal 6y@no, anino, .phenyl,
hydroxy, O aal kyl oxy %‘i‘ﬁw PPYthB}&P@?wﬁ\WW@%%m%%m@m r
substituted with one BF repessents hjxrogdnuwe hiydrogy|ie particulbur nydrdxyslr oxy WO

2006/ 024627 PCT/ ER20054:0 rg | h | .. O Aal kyl oxy or NR 5R
6; even nore par E‘lﬁgul gr %éjkqr%aﬁlr}gnggﬁ{"?%ﬁyyym%%eﬁ?@drﬂ%f@k?%ﬁﬂ particul ar
hydroxy or ami no. (vECiJalkyicashanyR12 each i ndependently represent hydrogen,

G aal kyljgor G 4alyl cRMPERC e ﬁﬁld@]lﬁénﬁé& Rnt 2cl gliygsent methyl: 5
(viii) R13 and Rg‘?jea hah?y?epeeaﬁdﬁpt y regjrlg%rgntn ﬁ{}g(r)%%’en{ C~ Aal kyl, C
6al kyl - 502-, nono- Si<akyleruvky|)am no-S@-, Ar' 1-S®2, nono- or di-

(G 4al kyl ) ami no- ¢wiipoRy and Rteash indepemdsni by toprioydnt hydr6enaClaaligaobony| - wher ei n
said d -6al kyl -S2-, &1 -oxycarbonyl or Cl al kyl- carbonyl- are each

i ndependent|y and opt ?b%%%aksog%gt ituted with one, 10 two or three
substituents selected from hal o, d aal kyl oxycarbonyl, NR1I9R20 and Het2; in

particuligr RndtHefpio8 6ﬂin$er5h_‘ﬁﬂ%@&ﬁ?o1ﬁlﬂs Sdnsitsiorthddb Gomphds PaaERIY C Aal kyl ,
d 4al kyl - SO2-, or._ nono- or dal.kyl .no- SO2-; even nore particular R13
represents RYEFIYEH %H“%Pﬂ@’fg %Mﬁs%%qsggg ts nethyl, methyl-Soe-,
et hyl - SO2- or nof®- onisilbord;( net hyl ) ami no- S02
‘(i) R’ represents a Cy4alkyl, in particular methyl;
(iif) - R® represents a Cyalkyl, in particular methyl;
20 (iv) R’ represents hydrogen;
~(v)  R*represents hydrogen, halo, -NR''R"%, C; salkyloxy-, or C;4alkyl; in
particular R* represents methyl, ethyl, methoxy, fluor, chloro or bromo;
(vi) R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy, C;.
salkyloxycarbonyl-, hydroxycarbonyl, NR"“R™ or C;4alkyl optionally
25 substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C; salkyloxy or NR'*R'® or R represents
Ci4alkyloxy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C; salkyloxy or NR''R'3; in
- particular R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy,
30 | C1alkyloxycarbonyl-, hydroxycarbonyl, NR"’R™ or C; 4alkyl
optionally substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C;_salkyloxy or NR"® R'Sor R® represehts
C,4alkyloxy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C; 4alkyloxy or NR'7R'®; more
35 in particular R® represents halo, cyano, amino, phenyl, hydroxy,
Ci4alkyloxycarbonyl-, hydroxycarbonyl, NR®R™ or C,4alkyl
substituted with one or more substituents selected from hydroxy-



(ix) R17 and R18 each independently represent hydrogen or C Aalkyl; in
particular R17 and R18 represent nethyl; (x) R79and R20 each i ndependently
represent hydrogen or Ci 4al kyl optionally substituted with hydroxy; in
parti cul ar Wiy %eanste3i20 each 20 i ndependently represent paygramenssiget hyl or
hydroxyethyl; (xi) R21 and R22 each indeﬁendently represent hydrogen or Are;
in particular R21 and W2 each independehtly represent hydrogen or

net hyl phenyl; (xii) RZ3 and R24 each independently represent hydrogen or
Het4; in partlcul ar e and R24 each |ndependently represent hydrogen or

pi peL| ?I ny: (25 §XI i i garbiniyP, phexil, &SlaalkyloﬂpprRF Rﬁ%{bven(mompaiﬂeﬁlarR%preSﬁnt sI
nmor phol i ny XVv) Het4 r S_ pi | sents pheny
substituted with G aal Re? ggntﬁ?%y%?§ norﬁyckoxey re%arrteléu)eint%dr%& S’bst ituted
with Cl-4al kyL 30(vii)soROfand R eeaebmdap@ldmb'geprcmpbym@@no@m&wm a (1)

wherein Z represents Og J&ﬂ%ﬁ!af&‘h&ﬁfm LELEhf RY 4h8 a%ref,llégen@%& fnds of formula
(1'), R O40 1 x R5 ]:gz )pV\D 2006/ 024627 PCT/ EP2005/ 054197 - 18

the N: oxfde fornvii} hR &Hﬁ?ﬁﬁé@h@é@nﬂip ]élééllfﬁieabh‘@%& ¢ialyk Shsadkdnd t he
stereocheni cal | y i sonesdg, efidrtor Qi pifyl)aibierSON, Ar Lsozlmoao o3di-or 4; 5 R

PLeSE Dyrogen. oY Rcel dr°xé?r¢ew¥1-’§e4%ﬁaxxsﬁfx’ e i

hydr ogen, C, 4al kyl, ClwhérkiplsaidyC: s@lkylF&)mﬁnialkeHOwcaﬂbOﬂ@ of € malkytloget her a

di | t di | | N f
P R A S“ﬂsgméi’%‘ﬁﬂﬁmﬁ 5 2 and
R Re T8 bt RIO o et hren ebsiAaR pelo G O, Cr kY RS GRR

C, 4al | ryl; R representNRFﬂRd?ag&[etz Iﬂabmclﬂatdtlbrepmswnyﬂro@molﬂ@ﬂ4dﬂ&lm2 g
Sit N tute

Gusal kL oxycar bory1, ehiéw SRRy, £ AN R hPBRL L in 2Pom
hydr oxy and hal o or Opt exsomaze Girtidland/ qpmsmnhydrngmtmamth th one
or where possible two f¥bresents methyl, methyl-SO,-, ethyl-SO»- or mono- or
15 ' di(methyl)amino-SO,-
A (ix) R'"and R'"® each independently represent hydrogen or Cysalkyl; in
particular R'” and R'® represent methyl; :
(x)' R'® and R each independently represent hydrogen or Cyalkyl
 optionally substituted with hydroxy; in particular R" and R** each
20 - independently represent hydrogen, methyl or hydroxyethyl;
(xi)  R?' and R? each independently represent hydrogen or Ar’; in particular
R?! and R* each independently represent hydrogen or methylphenyl;

I_T

(xii) R and R* each independently represent hydrogen or Het*; in particular
R* and R* each independently represent hydrogen or piperidinyl;

25 ' (xiii) Het” represents morpholinyl;
(xiv) Het’ represents morpholinyl;
(xv)  Het’ represents piperidinyl;
(xvi) Ar’ represents phenyl substituted with C; salkyl; and
(xvii) Ar’ represents phenyl substituted with C;4alkyl.

30 \ ‘

Also of interest are those compounds of formula (I) wherein Z represents O, hereinafter

referred to as the compounds of formula (I),

R .
(R4)n 2 % R
\(j/ R ”/@/
\R3.-

@



N S

three substituents selected fromhydroxy and hal o; RS represents hydrogen,
hal o, cyano, am no, phenyl, hydr oxy, Cl4al kyl oxycarbonyl - ,

hydr oxycar bonyl -, Het', -NR13R14, -0-(C=0) NR21R22, -O (C=0O -Ci4dal kyl, 20
car bonyl - NR23R24 or Cl4a| kyl optionally substitut ed with one or nore

subst i t ueY@2We02%d from hydroxycarbonyl, phenyl, C -HA/RBHGL5418F NR SR16
or RS represents Cl-4al kyl oxy optionally. substltut ed with one or nore
substituents selected from hal o, hydroxy, hydroxycarbonyl, phenyl,

Cl -4al kyl oxy or NR 17 R18, or RS represents -O(C—O) Cl 4a| kyl substitut ed

\rMetpPeggﬁt gr ﬁ@%&@é@? scélﬁé’%%q ics] %%Fgef%lﬂ %fg t sl g;tsl y ngpr esent

hydr ogen, Csteadochémicillyfisdrssticofopasthbreos] whetein Cl 4al kyI car bonyI -7 R13 and R14
each independently represent hydrogen, Cl4al kyl, C aal kyl -S®2-,; nono- 30 or
di (Cl4al kyl ) am no- SO2-, Ar1-SQ®2, nono- .or di(C, 4a| kyl') ami no- car bonyl -

Cl 4al kyl - oxycarlbb,r%xﬁ or4; C, 4al kyI carbonyl - wherein said C, _bal kyl - SCe- |

Cl4al kyl 50Xy cC ! BGR¥entH: dgg@@ ﬁ?&g Ay lor are each i ndependent ly and
optionally sub three substituents sel ected from

Wi
hal o, C, 4al kyl f’é 188H9Hahyﬂ%3“§%@2bw%éﬂ%tz 35 R's and R16 each
i ndependent | ykze@m&mmymgem@emm atdl lkylkyloi4al kyl oxycar bonyl or

Cl 4al kyl car bory 0 car bonyl -

WO 2008/ 02462, @ﬁ%@ﬁ@%@‘}’%@ﬁ@?ﬂ%@bﬁ?ﬁ ?8‘4%161 “gélepené%ntly Y

represent hydr odpasthec dlé(allektyﬂdlc@ﬁeh%tﬁiitpm@‘taﬁobb peisisting of

glg4al léyrgggr bonyb-cH/ (a)pmm(fﬂ- ¢) SAATURG ( "whg'enﬂﬁa' ¢ 5élsfsb0nyl 5
an eac e res rbonyl or

Cl4al kyl optlonglqrgagggs’tqﬁi}t lgn]p %&é%ﬁ?@g‘ﬁf;’%]ﬁ%& yg’%?é&t ed from

hal o or 5 hydr &yalkyln particul ar optlonal |y substituted with hydroxy;

and R22 each iga %@%ﬂ&&%g&eﬁﬁlgsﬂa}o Y 098 -?Arl\glm)ﬁrzCl aal kyl optlonal I y

substituted with one or S se from hal o or hydroxy in

particul ar opt i émedlkyloxsigabenyl yiorypathonydrarlkylory Priieaalospbeuted with
I ndependent |y r gpg 8S@Rdre PosbRAG, or Bre@subktiteras Mét%d,ﬁdﬂ@hﬂdr@iy arikﬂraﬁl-&a' kyl

o e St R S APt 11
O JL/(R)o N ~/£}(rR‘ substlmms) sefacteld)from hydroxy and halo;
R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy, C;alkyloxycarbonyl- -
, hydroxycarbonyl-, Het', -NR”R', -0-(C=0)-NR*'R*, -0-(C=0)-C,alkyl,
20 carbonyl-NR*R** or C;_4alkyl optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C; salkyloxy or NR**R'6 or
R’ represents C;4alkyloxy optionally substituted with one or more substituents
selected from halo, hydroxy, hydroxycarbonyl, phenyl, C;4alkyloxy or NR'7R*¢,
or R° represents -0- (C=0)-C,4alky] substituted with one or more amino,
25 ~ hydroxy, Het® or halo substituents;
R® represents hydrogen or C;4alkyl;
R and R'? each independently represent hydrogen, C;alkyl, Cl4a]kyloxycarbonyl-
or C;4alkylcarbonyl-;
R" and R*each independently represent hydrogen, C;4alkyl, C;¢alkyl-SO,-, mono-
30 ot di(Cy4alkyl)amino-SOs-, Ar'-SO,, mono- or di(C;4alkyl)amino-carbonyl-,
Ci4alkyl-oxycarbonyl or C;salkylcarbonyl- wherein said C, salkyl-SO,-, Cl;;alkyl-
oxycarbonyl or C;4alkylcarbonyl- are each independently and optionally
substituted with one, two or three substituents selected from halo,
'C1ualkyloxycarbonyl, NR"R* and Het?;
35 R' and R'®each independently represent hydrogen, C;4alkyl, C;4alkyloxycarbonyl
or Cj4alkylcarbonyl-; in particular hydrogen, Ci4alkyl or Ci4alkylcarbonyl-;




wherein R represents hydrogen or Cl.4alkyl and ois | or 2; in particular
Het' 15 represents a radical of formrula OO NAN/(R),. a) or b) wherein
R represents hydrogen or Cl4alkyl and o is 1 or 2; Het2 represents ‘
nmor phol i nyiyo pogpeusdi nyl , pi perazinyl, thionorpholinyl perEp0s/esisd nyl; in
particular Het2 represents norpholinyl; 20 Het3 represents norpholinyl,

pi peridi nyl, piperazinyl, thionorpholi ny]1 “or pyrrolidinyl; in particular
Het 3 represents norpholinyl; Het4 represents piperidinyl, norpholinyl,

pi perazinyl, thionorpholinyl or pyrrolidinyl; in particular Het4 represents

pi 8er2 i5diAny| ARl ah&;m%aamna.lepbhm r@;lﬁlbéeﬁﬂlﬁsglr()geﬁmttﬂtwtﬁﬁhwlbfycﬁ-boﬂﬁl kyl ; e
an re repres Qptiona st 14 ut rovi de
however t hat ps a‘?rgﬂcf‘g Sﬁt%n &,%}ﬁﬂﬁ@%@%@g@ ﬂﬁf{jl #éﬁa'%l‘é@ P
N-tricyclo[3. 3RY an@ RY] ehel imtlependentlyFepresant hxcbogme@hwkybhmooxlﬁclgﬂbﬂ)

Acetam de, 2-[4-§ tloH?ﬁ bEieR %B*b‘ﬁ@‘a% re'\éruBJtiu&‘e-)ﬁFs' lected frbmibaio/ddec- 2- yl -
(9C1) But anamd noxy tr| cycla dec-2-yl- (9C) 30
Acet ani de5  2- (2- Bdsonys ML RACESHA5 98 ysws ﬁ‘@w%lf rexy). 137] dec-2-yl - (9Cl)

Acet ami de, N-tRPeyé IRt%T&cB indefehddlthiaeprasent hﬁhégenSABﬂr Ullimkﬁ)bbﬁdﬁﬁﬂsbxw (9d )

LT o RO IO i s s § (0 10
2- (2, 4-di br ono- GPMmlﬂngOphemdiXWbSWwdmhyx{I@% 1.13. 7] dec-2-yl- (9Cl)

Acet d 2 23 25 9&}8}% 2-vyl
(oc1) M st ot ﬁecalahq{ vath Ssibhidib et e [3 3 1@3@?3&: 2291 -

- 5di | phenox tricyclo
(9C1)  Ad%t ani decl42“‘@’3°R§WP§‘$$%¥?§WBB‘?9W‘%—WF‘¥°§YCI o[ 3.3.1.13 7] dec-2-yl - (9C1)
5 Acetani de, Het' represents pyrrolinyl, pyrrolidinyl, pyrrolyl, oxazolyl 1soxazoly1 or a radical of
2-[4-(1, 1-di rreth% thy])phenoxy] N-tricvycl o[ 3.3.1:13" 7] deo- 2- yI (9C1)
Acet am de, 2-[(4-¢C orophenyl)thld)] N-tricyclo[3.3.1.13 7] dee-2-yl- (9Cl1)"
Acet am de,
2-[5- met hyl - 2- (1«&@%t hyl)plheT/( R)o N-tricycl o[ 3.3.1.13 7] dec- 2-yl - (9CL)

Acet am de, 2- (4- phenoxy);ﬁ/l cyclo[3.3.1.13' 7] dec-2-yl - (90

Acet am de, 2-( |a)3t h{f phenoxy) bN-tri cycl o[3.3.; .13. 7] dec-2-yl- (9Cn 10
Acet am de, 243, 4 ne heno N-tr| 1 1 :. dec -1 (9C1)
Acet ami de. 2- (2. % Pﬂé{’ﬁﬁﬁswgﬁﬁﬁ%ogﬁm Volsh it o hetataty (OS5
Acet am des 2-(4- ﬂepmnﬁ&mﬂicy]lqﬂfmﬂg/) N-tricyclc,[3. 3 1 13 7] dec-2-yl - (9Cn
Acet am de, 2-(4-bmmoO- 3, 5-di met hylgphenoxy)-N-tricycl o[ 3.3.1.13.7]dec-2-yl -

(9Cn  Acet am de, : (R)
2-[ 4- (1- met hyl et Kyl Yphenoxy] - VL egtycl o[ 3. 3. 1. 13' 7] dec-2-yl - (9C1) 15
Acet ami de, 2-( Vgieﬁg)- 2- ofl 010 n85<y) -N-tricyclo[3.3.1.13 7] dec-2-yl- (9Cn
wherein R represents hydrogen or C;4alkyl and o is 1 or 2;
Het” represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl; in particular Het” represents morpholinyl;
20 = Het® represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl; in particular Het® represents morpholinyl;
Het’ represents piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl; in particular Het* represents piperidinyl;
Ar' represents phenyl optionally substituted with C;4alkyl; and
25 Ar? represents phenyl optionally substituted with C;.4alkyl; provided however that
said compound of formula (I) is other than ‘
Acetamide, N-tricyclo[3.3.1.137|dec-2-y1-2-[3-(trifluoromethyl)phenoxy]- (9CI)
Acetamide, 2-[4-(1-methylpropyl)phenoxy]-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Butanamide, 2-phenoxy-N-tricyclo[3.3.1.1*"]dec-2-yl- (SCT)
30 Acetamide, 2-(2-bromo-4-ethylphenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl- (9CI)
Acetamide, N-tricyclo[3.3.1. 13'7]dec-2-y1-2-(2,3,5-tlimethy1phenoxy)- (9CD
Acetamide, 2-(2,3-dimethylphenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)



Acet am de, 2-(4-chloro-3-nethyl phenoxy)-N-tricyclo[3.3.1.13 7] dec-2-yl- (90
Acet am de, 2-(4-metboxyphenoxy)-N-tricyclo[3.3:1.13.7]dec-2-yl- (9Cn
Propanani de, 2-(2, 4-dichl orophenoxy)-N-tricyclo[3.3.1.13" 7] dec-2-yl- (9Cn

Acet am de, 2-(2-bronod- net hyl phenoxy) N-tricyclo[3.3.1.13 7]dec-2-yl- (9Cn
20 Acet ani W9 2006/024627 PCT/EP2005/054197

2- (4-chl or o- 3, 5-di net hyl phenoxy) N-tricyglo[3.3.1.13" 7] dec-2-yl- (9Cn
Acet am de, 2-(4-bnmo- 3-net hyl phenoxy)-N-tricyclol F3.3.1.13. 7] dec-2-yl- (9Cn
Acet am de, 2-(2, 4-di chl orophenoxy)-N-tricyclo[3. 3. 1 13 7] dec-2-yl - (9Cn
Acet am de, 2-phenoxy-N-tricyclo[3.3.1.13' Hgdec 2 Acet am de,

Y

2- (4- br omophendselami %ﬂ‘b%‘l"ﬁf’ -1gethy iphgnoxy Hiltdoyelp] 3’(9 ec' B- REE: ani de,
g Eg gEt hyl Eheﬂ%ﬂde&-m ct}ﬂ‘dtG-IZ-Qrﬁea}yﬁ;hénoi@-ﬁ}rﬁ?Qo[? 3Ml13’]&e‘aﬁ)y1- (ﬁc :am ge
ronopne cetam de
2- (4-chl orgphe‘ﬁ%&l_v\éﬁrf &&‘?@%"Qﬁ@cgﬂﬁﬁéi 1y7 & ?ééf}“ Acet ani de,
 2-(3- et hyl phefsapideN2-(2- m;wpha[ozy)aq ];!‘lcyab[B]&ldléad@-Zﬂl- (6CHCn
N- adamantan- 2- xéefa?m& ﬁ?iéih%ﬁﬁetﬂ?@cﬁﬁﬁh%x]@@w@ é%%qnﬂjésem r%é@nts hydr ogen

in said compound of  fornul alkyl. In

particul ar t ho%‘é*”ﬁﬁ‘??p%ﬂﬁﬂgbwh@b‘bth‘ﬁ] N-irigyplofnbl- ki Heg- %’Yl( C) 3, or 47 R
represent hydr@@b&ﬁndew-ﬁﬂimethyimmﬁethylﬁhyﬁﬁheﬁbﬁmw&ycm3 ordidey2-sM bMI) tut ed

wi th hal o, eprese ro e Cl4 | oxy-; WO 2006/ 024627
hCT! EPB005/ Oe st e ?E‘ﬁﬁﬁf TOYRY !?kﬂ L @’L C sal kyl oxy- or R3
conbi ned wit h Rtapaiden?- (%%geleﬁslthOW)%ﬂﬂeMO[i‘ &dﬂql%:’kiec-gﬁ’l €ERd fromthe group
consi stipg of AXctahede ﬁ?3)4 m%yl%&oragmmc el B%’ Meé-8ly1-30E - CRLO= (d) wherein

in represents 1 or re, each i ndependent ly sel ected
from hydr ogen fetagids, 2‘%‘} Q‘ﬁeﬁhle‘AenP’@B%W@ ?r%r Hged Y4, hydroxy, cyano,
am no, NR11R12AceGimd kyd-nsiyio-2apdtiyiphedoky)--tHesélo[B 3t161d dct2hylo@enor  wher e
possible two of three,su e fr al o or
represents Cl4a‘f & E)fwrgm%’tf’% 4 %h&lﬁgll%ngﬁ%gyfﬁﬁyypﬁé% g ossi bl e tvvo
or three substA@Mﬁs wlwwﬁwmwm chabyi3.1.10 1deerRo1- (SF@) represents

EYgr 0genis Bal OAceﬁaﬁﬁ&CQ @ﬁbxﬂ@-Z-cﬂlG Nenoxy) Y\dt'h@%lY(iB S143dey b xyoE bORY'
vt ocycatbony L oL bl ol e S4B one or oo
or RS repres m&&nﬂﬂa{«mbmeMpbxwwahé}ylmsnﬁdm 2§1-@Ah one or nore -
o T PSS MR R S L
Cl4al kyl oxycardesepide, 2-( 2-bromo-4-methy1phenoxy)-N-tncyclo[3 3.1.1>"]dec-2-y1- (9CT)
20 Acetamlde 2-(4-chloro-3,5-dimethylphenoxy)-N-tricyclo[3.3.1.137]dec-2-y1- (9CI)
Acetamide, 2-(4-Bromo-3-methylphenoxy)-N-tricyclb][B.3.1 .1>Mdec-2-y1- (9CI)
~ Acetamide, 2-(2,4~dichlorophenoxy)-N-tricyclo[3.3.1.1>"dec-2-yl- (9CI)
Acetamide, 2-phenoxy-N-tricyclo[3.3.1.1*"]dec-2-y1- (9CI)
Acetamide, 2-(4-bromophenoxy)-N-tricyclo[3.3.1.1*"1dec-2-yl- (9CI)
25 Acetamide, 2-(4-methylphenoxy)-N-tricyclo[3.3.1 1*"dec-2-yl- 9Ch
Acetamide, 2-(3-bromophenoxy)-N-tricyclo[3.3.1.1*"]dec-2-y1- (9CI)
Acetamide, 2-(4-chlorophénoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CT)
Acetamide, 2-(3-methylphenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl- (9CI)
N-adamantan-2-yl-2-o-tolyloxy-acetamide 3
30 or when R’ represents hydrogen in said compound of formula (I'), then R’ and R?
represent C;4alkyl.

A

In partlcular those compounds of formula (') whereinn i is 1,2,3,0r4
R! represent hydrogen cyano, hydroxy, or
35 Ci4alkyl optionally substituted with halo,
R? represents hydrogen, C;4alkyl, or Cj4alkyloxy-;



hydr oxycar bonyl, NR13R14 or C aal kyl optionally substituted with one or nore
substituents selected from hydroxycarbonyl, phenyl, Cl4al kyloxy or NRL5R 6
or RS represents Cl4al cyloxy optionally substituted with one or nore

subst i t uenve 2885/aed2ect ed from hydroxycar bonyl, phenyl, ¥imEirkgdsxy7 or
NR17R18 R6 represents hydrogen or Cl4al kyI R11 and R12 each i ndependently
represent hydrogen, Cl4al kyl or d aal kyl &ar bonyl - R13 and R14 each

i ndependent|ly represent hydrogen, Claallryl or C " 4al kyl car bonyl - R15 and
Rl6each |ndependently represent hydrogen, d 4al kyl or C, 4al kyI car bonyl ;25

R17 and R18 e&aRtrepmstmpchydsopeh\CinelRyle€eplkyiyayr ogRNcondHiral witlyR> firm

Cl. | al kyl car bony r ents hydrogen in
sai d conpound oftbg?%err%u ég d{lﬁf’ﬁl’e‘é{ed %E%Brgggengg%?aal kyl. A

particul arly prefe€Heda)yrNRpC- (bbn&ﬂnﬂd)sa € end HoBe= &@rﬁﬂ@&%@lgl@ﬂeﬁ%ﬁml a (1)

30 wherein one Olror@afrﬁI@fRQ@&&kﬂm%hfiﬁﬁbéﬂdéﬁﬂll\f%c%ﬂﬂid’nléﬁdreg_ ors 1, 2 or
3; in particular ]& (ii’) Z represents 0, S, NR6, SO or SO2: in
partlcula?r 7 redredhy s 0; (iii) R represents hydrogen or Cld4al kyl; in .

particul ar hR' dR esenny Iy dfdgdm | Hald, hydruey) cyanol eminay NRERIa €, _plltyloxly: 43Fk(: V) R2
rore part oul ar PRI bR kit bl B MR Ry B Bl YoVl evern

represents hydr dg@ﬁteéﬁO@lMFWIaﬂdhﬁlopﬁRt rqpmsamtsﬁmlleﬁppmﬂxsmn@rqdw even

nore particul ar vt &l or whiereos§oI8BiE 6Fthradi stibktRRenfsQe Rt (@ B8k Widraky@hy al ent
radi cal sel ectegﬁifromthe group consisting of -O-CH2- (a), -NR -CH2- (b), -

(CR R9), H- (c) CR10= (d) wherein mrepresents 1 or 2 and W R8, RO 5
and R10 are eaRThrepmshmpschydeanpeh yhake byrmbd paniho,qiinetyl dyadgexy, 6{4amynubfkatbony( VI) R4

represents hydr stufdd48

4al kyl optional |9 sugg@@ytgﬁéj %rch%aﬂél%éﬁ&%ﬁyg%ggb wo oq t,ﬁé)ee hal o
substituents; i riupstityants e ?teﬂﬁm}’ﬂe‘md&‘éﬁﬂfho@ PthYLESPMaBD’WéYﬁS/NBmRn

met hyl car bonyl arRSrlepreémtsfm.&Mkymy Bytionally Edbbﬁﬁltéﬂﬁ;ﬁfﬂiiﬂ@bk mot@subytituéntsRS

represents hydro dr 3R14 1part ul ar, sR5
repres en{ s ani nc?%i3 R4 %Q&ydﬁ%&ﬂ?&%ﬂ’fp?eﬁw}’a@ﬁ*ﬁgy &Y ﬂﬁqgu aiﬁ?% R
di met hyl ami nes ulrbmngdnurhahes:ydnymmnq,qﬂ)emdmyldro@, Geiaﬂwﬂolecalkmyl-pyr rol i di nyl or
2- oxo- oxazol i di r}év'dr xyddrbdny], IRV @ BF € e éﬁé'orni '
particular R11 r E ents Rﬁ‘lo en 0?4 5 ﬁ%&ﬁw %}; 5esrgants
Cldal kyl or CladPRsjitecatsselesed omydrezfxcqfhwéeéﬁm % °b Ri®kyl ; in
particular R13 rléﬂeﬁ‘éselﬁtsilﬁwﬂylaﬁﬁﬁpﬁlfnaﬂy substituted with one or more substituents
20 selected from hydroxycarbonyl, phenyl, C;4alkyloxy or NR''R*®

RS represents hydrogen or Cy4alkyl;

R'! and R" each independently represent hydrogen, C;alkyl or Cy4alkylcarbonyl-;

R" and R" each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;

R and R'®each independently represent hydrogen, Ci4alkyl or C;4alkylcarbonyl-;

25 R'” and R*® each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;

provided however that when R® represents hydrogen in said compound of
formula (F) then R! and R? represent C; salkyl.

A particularly 'preferred' group of compounds are those compounds of formula (T)
30 wherein one or more of the following restrictions apply;
@) nis 1,2 or 3; in particular n is 1
(i)  Zrepresents O, S, NR®, SO or SO;; in partlcular Z represents O;
(i) R’ represents hydrogen or C;4alkyl; in particular R’ represents Cy4alkyl; even
more particular methyl;
35 (iv)  R®represents hydrogen or C14a]ky1 in particular R? represents Ciqalkyl; even
more particular methyl; '



met hyl; (xi) R14 represents Cl4al kyl, d sal kyl-SO2- or nono- or
di (Cl4al kyl )am no-SO2 20 (xii) Het' represents pyrrolidinyl, oxazolyl or a

radical of formula //0 O NJI' N-j(R)o or or b) In a nore preferred
enbodi nent“; he0 90 7unds of formula (1) are selected frgmthe Sg}roup
consi sting 35 A hydr o- N-[ ( 1R 3 PCT/EPZOO”O““

S) - 5- hydroxytri cycl 0[3.3.1.13"".]dec-2-yijgl-1, 4- benzodi oxi n- 2-car boxam de,
N (1R 3 S)”—5-hydroxytricyc|o [3.3.1.13""] dec-2-yl]
- 2- et hyl - 2- (2 met hyl phenoxy) - propanamde, N[( 1 R 3

S) - 5- hyd ; 1.13 t hyl h

pz opangtmr g)éy |cy O Wdﬁ%@ﬂ%ﬁg}“a@% %pgﬂ%ﬁ] KS”HV%‘F”(S%Q@H*‘ @?‘a’g‘?g %3 1.
'] dec- 2- yI] rretlhgrrlepamcolpamaﬁerrR rﬁﬁﬁﬁﬂﬂﬁm TorRGogdERZA0GHYASMA 197 - 23

N— [ ( 1R 3

S) - 5- hydroxytricycl %g%‘f%! S?[lecit%d the %r@d) fonflsm% ﬂf-o gHﬁe%%’oi;rlg %oxam’ de,

3, 4-di hydro-N-[ (1R, -h'y @ Rcy oy r@n@fmi% gra, Benzopyr an
- 2-carboxam de, and R are each independently selected from hydrogen or C1 ]k{l
2 (4-chl oro- et peneXe L IR, R WAy b st ok, 7] doe- 2

6-fl uoro- 3, 4- d| hydr calky] ¢ptiendaii3) substityield withtoné oy wherg poSille @ or|thiree hdloy| ] -
(

2R) 2H 1- benzopyra gﬁ%tg&ﬂ %( Cl
S) - 5- hydroxytri cycl orkflg % & ec-2-y ésgn%ecnz%fBur anc ethry})oxarﬁ de, 2,
3-di hydro- N-[ (1R, 3 Spetby ﬁ%ﬁ 9W¢aé%h%‘[y3msthy qrénfla@emzﬂly 5] - 2- benzof ur an-
car boxamigle, (vii) R’ represents hydrogen, amino, hydroxy, Het' or NR”R"; in particular R®

N-[ (IR 3S) - 5- hydr Oxytgr)rlgcéﬁgslanglg %y&roxy, métg)%suhzomyialnme P%gny% benzof uran-

carboxam de, N [(1
S) - 5- hydroxytri cycl cﬂl@eﬁymni@wl]’wmngglh}'d@xmmyk 3-th¢thylrieotoy| phenyl ) ami no]
-S) pgoE%??XSe“ gygi-l %ﬁ? Hﬁyﬁo &{jo%gaé% );l R 3 B-tetra (Q yi - 2H
- benzopyr an- ¢1®arRo sqats hy 08! D4°fc¢ir4 W")‘%"EIRF ofepresenig nﬁ( ogenpr
S) - 5- hydupxytri cycl ah&hgd; 1. 13' 7 ] dec-2-yl]- 2-nethyl - propanani de,
2 [(4 chloro ny th%g :g]%}é
5- hydr oxy cy% %n{%l-c% Ci“a“pjlcaﬁb merhyl -
3 represents hydrogen or C14a]ky1 in part1cu1ar R
methyl; ‘
(xi) R represents Cy4alkyl, Cysalkyl-SO,- or mono- or di(C;salkyl)amino-SO;-;
20 (xi)) Het' represents pyrrolidinyl, oxazolyl or a radical of formula

'3 represents hydrogen or

o 0
’}‘//( /d(Rl)o NJ{ ¥ R,
/\/a) o —</ b

In 2 more preferred embodiment the compounds of formula (T) are selected from the
25  group consisting of;

2,3-dibydro-N-[(1R,3 S);S-hydroxytricyclo [3.3.1.1%7]dec-2-y1]-1 ,4-benzodioxin-
2-carboxamide, ,
N-[(1R,38)-5-hydroxytricyclo[3.3.1.13"]dec-2-yl]-2-methyl-2-(2-methylphenoxy)-
propanamide,

N-[(1R,38)-5- hydroxymcyclo[3 3.1.1%"dec-2- yl] 2-methy1-2 -(4-methylphenoxy)-
propanamide,

2-(3,5-dimethylphenoxy)-N-[(1R,3S)-5-hydroxytricyclo[3.3.1. 1>"1dec-2-yl]-2-methyl-
propanamide,



propanam de, 2,2-difl uor o- N[(1IR 3

S)-5- hydroxytr| cyclo[3.3.1.13" ]dec-2-yl]-2- (3 nmet hyl phenoxy)- acet am de,
2- (3, 5-di net hyl phenoxy)-2-methyl-N-tricyclo [3.3.1.13."]

dec- 2-yl - pwopemamsde, N [ (1R 3 PCT/EP2005/054197
S)-5-hydroxytricyclo[3.3.1.13" '] dec- 2- yI%| 2- met hyl - 2- ( 3- met hyl phenoxy) -
propanam de, 3, 4-dihydro-N-[(1 R 3 S)- 52 'ydroxytricyclo [3.3.1.13" "]
dec-2-yl] -6-nmethyl- 2H 1, 4- benzoxazi ne- 2-carboxam de, N ][(1R 3 '
S)-5-hydroxytricycl o[ 3.3.1.13" 7] dec- 2-yl ] - 2- ( 3- met hoxyphenoxy) - 2- met hy| -
propanam de N-R1K 3Sps5-bytroRgrioyato[3)8: 1. 1*7]dec-23/1]-3-methyl-2-benzofurancarboxamide,
S)-5- hydroxytrlcyclo[3 3.1.13,7] dec-2-yl]-2-nmethyl - propanam de, 2-(3

, 5- di met hoxy 1&(’5% B'h§droxy1ncyclo[3 3.1.1% 71dec-2 -yl]-2H-1-benzopyran-

S) 5- hydrox§ ric cIo . 3. 1 13" ] detc- 2=yl - 2- hyl - ‘pr opanam’de,

2- [ 3-(di met ﬁa’éh‘?f\é enoxy] N—[(lR 3 S)-5-hydroxytricyclo

[3.3.1.13 ]2C(ee:hlbmtiz-]met]iyl@hhg&)-m[(Othyﬂxoxyﬁc?ﬂG[Bl1{)12.413672&c 2-91]-

PCT/ EP20051951ﬁe]t§ a1§1d (acet yl wni no) phenoxyl -N-[ (I R, 3

S) - 5- hydr oxyuri éF fll?dec 2-yl]- 2msth|-propanamde N[(1 R 3
S) - 5- hydr ox ptfiuorsr3 Aedileydmo-N-[(HR.3 )ﬂ%@ytﬁomlcﬂﬂ(ﬁéﬁﬂy "He¢-3-yilesr i f | uor onet hyl ) -

phenoxy] - pr Uﬂﬁﬂl% 40 %-Eb g},[p({benyl )sul finyl]-N [ (1R 3
§)(i aydr oxy kgﬁéﬁﬁ[h@xﬂ(l %g)céo[gd CisAia b HBL Yl R gpanani d

S)-5-hydroxytri cycl 13" 7] dec- 2-yl ] t hyl r opi onam de, N-[(lR 3
S) - 5- ani not B;Wbycbv{i\g[(kkésk hY]i@ézirIch}¢[]332L(gfdee-ﬁﬂd}~§rbpweﬁmy) 2- et hyl -

pr opi onam d@ arboxami

:\I:[(lR 39) - ﬁg%?g%éh? cl o, [%3]13133 g(i y%] ylnlethox%tbe%z_fgfagz trifluoronethy |

phenoxy) =%
R, 3S) - 5-am nmboxan;adé o[ 3. 3 1. 13 7] dec- 2-yl ]-2-(4-chl oro-2-net hyl - phenoxy) -

2-net hyl - prgp ¢ 340 o119 T4 ey

- am not i%ﬁgd%%ﬁ%%ég g e 2 st amine

pr opi onami défOPNJ

S) - 5- ani not Bi4cHE &6-% 1dfoxd V-F(I RSS)-3- oxan—(@clepls)r (P3‘7§d6c12 ylj-uor onet hyl -

o) SR ey

S) - 5- am not WPTYL TC?I qidery | - 2- o- t o).yl oxy- pr opi onani de,

N- [ ( 1 R 3255[4—-&11anp1mn1y1)5ldﬁmyk]rN [(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-y1]-

[3.3.1.13 7]2qﬁé7chﬁ ﬂf&ﬂahgrhfd% ‘chl or o- 4- met hoxy- phenoxy) -
2-[(4-chlorophenyl)thio]-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1>7]dec-2-yl]- 2-methy1-
propanamide,
2,2-difluoro-N-[(1R,3S)-5-hydroxytricyclo[3. 3 1.1*"1dec-2-yl}-2- (3-methy1phenoxy)

“acetamide,
2-(3,5 -dlmethylphenoxy)-z-methylfN-tricyclo [3.3.1.1*"]dec-2-yl-propanamide,

N-[(1R,38)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yI}-2-methyl-2-(3-methylphenoxy)-
propanamlde

3,4- dlhydro-N-[(lR 3S)- 5-hydroxytr1cyc10[3 3.1.1%"]dec-2-yl]-6-methyl-
2H-1,4-benzoxazine-2-carboxamide,

N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1% "dec-2-y1]-2-(3-methoxyphenoxy)-2-methyl-
propanamide, ~
2-(2-bromophenoxy)-N-[(1R,3 S)-S-hydroxyuicyclo[3 3.1.1%7 dec-2-yl}-2-methyl-
propanamide,

2-(3,5- dlmethoxyphenoxy)-N-[(lR,3 S)-5-hydroxytricyclo[3.3.1.13"]dec-2-y]]- 2-methy1-
propanamide, _
2-[3-(dimethylamino)phenoxy]-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yI}-
2-methyl-propanamide,



2- met hyl - propi onam de, N[ (1R, 3

S)-5-am notricyclo[3.3.1. 13 7] dec-2-yl ]-2-(4-fl uoro-2-net hoxy- phenoxy) -

2- met hyl - pr opi onami de,

(3R, 5S) - 4- 4- Chl or o- 2- et hyl - phenoxy) - 2- et hyl - pr opi onyl am noJtricycl o-
[3.3.1.13 I'M‘)d"i(aQ Qo¥%4%%7_ car boxyl i ¢ acid, 2-(4-Chl oro- 2- met H9¥/EB¥PQH&W37 N[ (1R 3
S)-5-(dinetlrylam no)sul fonyl am notricycigo-

[3.3.1.13" 7] dec-2-yl ] -2- net hyl - pr opi onam de,

2- (4- Chl or o- 2- et hyl - phenoxy) 2-methyl-N-[(1 R 3

S)-5-(3-net r.oli 7

Dyt oyel e R aeOa NG R3-SR aelol: | Moo 2y

R, 3S) - 5- et mmw-pmpgﬂamﬂagotrlcyclo[?) 3.1.13" 7] dec-2-yl]-2-nethyl -2-(3-trif

)5 (di met hy I@Wé?ﬁﬂﬂ&%"f AP e 2 et g upromptie ey

2(3tr|flu apppfERiE&y ) - pr opi onamide, N[(1 R 3
S) - 5- Et hanesy[(ﬁ@ﬂhb!r@mbmjsﬁmy%lm (3R,%s;-51h%dx7dx9ﬂﬁyao%|§r¥”mlw1 j2- (3-trifluor

PR st - - Cvero LI o

tricycl o[ 3. 3«(4- Ch:&&ré’-]pﬁelmx?)-M[[HQ?;SM -hydroxytogictoi2.Ail1de: AW 3NABHRAYE2 7
PCT/ EP2005/§1%§?0?1 qZS 2- (3 -Brono-phenoxy)-N-[(1 R 3
ony

S) - 5- met han am notric clo [3.3.1.13" 7] dec-2-yl]-

2- met hyl - pr §d( BhaPi Sreminpiricyclofd. 3d 4- dﬂ@n%yg})l@qhéompéenoxy) 2-methyl-

S)-5- rrethan iofn@@;deam notricyclo [3 3.1.13 '] dec-2-yl]-

2- met hyl - . ‘

2- (3- Br ono- &ﬁéﬂg% prf@mﬂoﬁﬂ 1%@7%'§111?2‘P8@281:%Qa%}‘ﬂ°mn?ﬁt%¥1y| ytricycl o-
[3.3. 1.13' plabexy)Zprydipjanpdepi onami de. In an even nore preferred enbodi ment
e CompoLnRRL il 16P5 iRy biofd £15°"86L 25 X Qb2 RERNIIEARSHS! 1 0 ©f
S) - 5- hydr oxJtPqRyPreianamide, 13' 7] dec- 2yl | - 1, 4- benzodi oxi n- 2- car boxani de,
N-[(1 R 3 N-[(1R,3S)-5-aminotricyclo[3.3.1.1*"]dec-2-y1]-2-(4-chloro-phenoxy)-2-methyl-

S)-5- hydroxgtrlc cl [3 3.1.13. 7] dec-2-yl | - 2- net hyl - 2- (2- et hyl phenoxy) -

pr opanani de; °R 3 S)-5 hydgoxytrlcyclo [ 3.3.1.13" 7] dec-2-yl]

- 2- et hyl - 2N([41-R;§S}a§‘-hpﬁm{¢myylp{3 })ﬂdpdd@;ﬁi-m} -2-(2-chloro-5-trifluoromethyl-

2- (35d|rreggﬁlo (321 1- -5-hydroxytricyclo[3.3.1. 13 7] dec-2-yl ] -
2- met hyl d
S) " hzdrox{yp [?FPZ?“@) Se)?@n@ cygf;{% éé Idecg3-¥l1-2-methil3-0 solyloxy prapiopsmide,

car boxani de N-[BIR.38)-Srushimtridyblof3. R1.3> Flec-ByH Ry@rahiorbiasthdxy-phenoxy)-
[3.3.1.13 75%‘&5}3 p¥$ﬂ10n%£jﬁ(}e benzopyr an
N-[(1R,3S)-5-aminotricyclo[3.3.1. 1% "|dec-2-yl]-2-(4-fluoro-2-methoxy-phenoxy)-
2-methyl-propionamide, ‘
(3R,58)-4-[2-(4-Chloro-2-methyl-phenoxy)-2-methyl-propionylamino]tricyclo-
[3.3.1.1*"]decane-1-carboxylic acid,
2- (4 -Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5- (dJmethylammo)sulfonylaxmnomcyclo-
[3.3.1.1%7]dec-2-y1]-2-methyl-propionamide,
2-(4-Chloro-2-methyl-phenoxy)-2-methyl-N-[(1R,3S)-5-(3-methy}-2- oxo-pyrrohdm-
1-yDtricyclo[3.3.1.1*7)dec-2-yl]]-propionamide,
N-[(1R,3S)-5-methanesulfonylaminotricyclo[3.3.1. 13’7]dec-2-y1]-2-methy1-2-(3 -trifluoro-
methyl-phenoxy)-propionamide, /
N-[(1R,38S)-5-(dimethylamino)sulfonylaminotricyclo[3.3.1.1 >"dec-2-yl]-2-methyl-
2-(3-trifluoromethyl-phenoxy)-propionamide, 4
N-[(1R,3S)-5-Ethanesulfonylaminotricyclo[3.3.1. 13’7]dec-2-yl]-2-methy1-2-(3 -trifluoro-
methyl-phehoxy)-propionamide,
. 2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5-methanesulfonylamino-
tricyclo[3.3.1. 1*7]dec-2-y1]-2-methyl-propionamide, |



2- car boxam de, 2-(4-chl oro-2-nethyl phenoxy) N[(1 R 3 S) - 5- hydroxytrlcyclo
[3.3.1.13" 7] dec-2-yl]- 2-nethyl - propanam de,
2- (4- Chl or o- 2- net hyl - phenoxy) - N-[ (1R, 3 S)-5- net hanesul f onyl am no-
tricycl o] 3wd Jod@4dec- 2-yl ] - 2- met hyl - pr opi onami de, PCT/EP2005/054197
2- (4- Chl or o- 2- net hyI phenoxy) - N[ ( 1R, 3S) - 5- (di net hyl am no) sul f onyl am no-
tricyclo[3.3.1. 13" "] dec-2-yl]-2-nmethyl - pq'SOpl onam de, 2

-(4-Chl oro-phenoxy)-N- [(1 R 3 S)-5-hydroxytricyclo [3.3.1.13" 7] dec-2-yl1]-
2-met hyl - propi onam de, N[(1 R 3
~ S)-5-(dinet m(BeBmmo;paeﬂofxp)qM [6IR, B®) 5-inejhaheshifod/ldmihBiricy cleis-32t. W]dec 2-y1]-

2- et hyl - 2- Q?in% g, J1y| phenoxy) propi onam de, NJ[(1R 3
S) - 5- net hanesu am no ricycl o[ 3.3:1.13' 7] dec-2-yl]-2- matﬁi’
2-(3-trifl uar(61€éﬂ¢r91phgmb&'y{1 3S9p$ mepn@élfonyl@r{n@gtrwdm 3.1.1%']dec-2-y1]-
S) - 5- ami not QI.Iﬁ ]dec 2-yl]-2-(2-chl oro-phenoxy) - 2- et hyl -
~ propi onam d /0246 54197 N- R 3.
S) - 5- am not g‘ ergnq) T?“iﬂa' ﬁ%&g’? - '(%Qf“?lﬂazfﬁfh?:%él%ﬂ:m?'o met hyl -
phenoxy) - pr @?de)rl d:e2y1}]|—{n(oﬂ>ianéimde ,
S) - 5- Et hanesul f onyl am notricycl o[ 3. 3. 1. 13’ ]dec 2- yI] 2- et hyl -
2-(3-trifluoromnethyl -phenoxy) - propi onani de,
S) - 4- [ 2- ( 4- CHt & oen mpsg prgferisd gttheemmxpdmﬁ fgﬂwla&o arg selected from
tricyclo[ 3. 3tk glstip dofifl {-carboxylic acid, N-[(1R 3 S)-5-am notricyclo
[3.3.1.13" ]dec-2-yl]-2-( -chl or 0- 2- net hyl - phenoxy) 2- met hyl - pr opi onam de,
2- (4- Chl or 0- 2- et hyl - phenoxy) - 2-met hyl - N-[ (1R, 3 S) - 5- ( 3- et hyl - 2- oxo-
pyrrolidin- [2,3-¢ihydroiNsf(¢RBBP Sydrokgffitgela[33. 17| depr2eyl]-brtmnicdinxin-
2- (13- Brono- phe ;r emsthyl N—[(lRBS) 5(2 oxo oxazoI|d|n3yI)
tricyclo[3.-3. 1. €t-2-yl]]-propi qnanm eg r ono- phenoxy)-N-[ (1R, 3
S) - 5- met hane Nl RAy)-atydrexytricyclo[3.3.1.1* 1dec- 2-y1]-2 m hyl 2-(2-methylphenoxy)-
tricyclo[ 3. 3po ﬁamlhglec 2-y1] - 2- et hyl - propi onam de" or

(33, ?"'18”35‘8@2@% SRR by AN T AT AR PR ¢ ne

pr esent mvemtopammndc;w des any of the aforerrentl oned group of conpounds for
~use as a mediyg Cdimbth SdxGHNET 1 16 . PreyepLion of

pat hol ogi es assocli Iallle HR’% dﬁ&)ejl)yg Sc)t)grqt ?ﬁ%g%ﬂ% |9on s@gﬁ 2’? obesity,
di abet es, ob@smﬁtbylﬁ’ri?@nm cardi ovascul ar diseases, stress and glaucoma. It
i s accordi NgIN:[(2R38)-5 e droggipiegdlo[33( 1. I3H]iiep-t28ﬁ]s3l-&nd;hy¥-erﬁehmfmhﬁ- provi de the use
of any of the %f oan%HEml oned group of

3,4-dihydro-N-[(1R, 3S)-5—hydroxy111cyclo[3.3.1.13’7]dec-2-y1]-2H-1-benzopyran—
2-carboxamide,
2-(4-chloro-2-methylphenoxy)-N-[(1R,3S)- 5-hydroxytrlcyclo[3 3.1.1% 7]dec—2-y1]
2-methyl-propanamide,
2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5-methanesulfonylamino-
tricyclo[3.3.1.1%"]dec-2-yl]-2-methyl-propionamide,
2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5-(dimethylamino)sulfonylamino-
tricyclo[3.3.1.1%"]dec-2-y1]-2-methyl-propionamide, : »
2-(4-Chloro-phenoxy)-N-[(1R,3S)-5-hydroxytricyclo[3.3.1. 137]dec-2-y1]
2-methyl-propionamide, :
N-[(1R,38)-5-(dimethylamino)sulfonylaminotricyclo[3.3. 1.13’7]dec-2-y1]-
2-methyl-2-(3-trifluoromethyl-phenoxy)-propionamide,
N-[(1R,3S)-5-methanesulfonylaminotricyclo[3.3:1.1*"]dec-2-y]] 2-methy1-
2-~(3-trifluoromethyl-phenoxy)-propionamide,
N-[(1R,38)-5-aminotricyclo[3.3.1.1>7]dec-2-y]-2-(2-chloro-phenoxy)-2-methyl-
propionamide,



conpounds in the manufacture of a nedicanment for treating pathol ogies
associated wth excess cortisol formation such as obesity, diabetes,
obesity related cardi ovascul ar di seases, stress and gl aucona. 10 - PCT
Internation atent application WO 2004/ 0894116 provides the beneflts of a
conbinatidw ﬂ@¥ﬁﬁ? conprising the administration of a H4YEREIS419nhi bit or
and an antihypertensive agent in the tmgatnent of e.g.insulin resistance,
dysl i pi dem a, obesity and hypertension, in particular in the treatnment of
hypert ensi on. is accordingly an 15 object of the present invention to

Cher apy &”tyhﬁﬁsﬁﬂﬁ%ﬁ‘”e PERHDES LS BER O i afrstaitor anol of

~atenol ol , tlphﬂnoXy)-mopldmﬂrmﬂe, propr anol ol , et oprol ol, bisoprololfunerate,

esnol ol , ace . i vol ol ,

tertatol ol, i R §§3 > , %@%@@R&h@@@@cﬂ dePrzghf _fmelaﬁj?s at enol ol ,

OPC- 1085, 202 ﬁ#qumethxlwéﬁw)rmoploeﬁm@pr| |, captopril, benazepril,

perindopril, (m‘,ﬁs)dpjmtcmorotpﬁieﬂ@pphdnoxy)mﬁaeﬂfyl- sopion: Exliﬁw\;\b' del apri |,
i

I m dapri | | capril, zofenopr 2006/ 024627
PCT/ EP2005 10851903 Hﬁ@i %*%OLCEFB%’?EED . Hoechst - Mari on Roussel : 100240

( EPOO48 1522)N [(1Ry3pei-aininatricyelniohi AT dete- -2yl 2B BOG 2 amethyliphengxiyire,
f el odi pi ne, ?ql Rias desrad| p| ne ni nodi pl ne, diltiazem aml odi pine,
nltrendlplne B | er cani di pi ne, arani di pi ne,

ci | ni di pi ne, 2'&4 QMQ&?'BT%hYIEP?S‘I‘WB?ﬁPWI'%HﬂRr?’éo'ér(ﬁéne'fb’lezf‘@wod| pi ne,
i asi di pi ne, pﬁfﬁliddj D-ly[)ﬁ1cyt:16[3333.-11|1W]&c@yl]]ﬂﬁﬁildnéﬁmlde, ni | vadi pi ne,

pr ani di pi ne, razo razosin, bunazosi n
and OPC- 283%6éj BRiri Bt 23 ﬁlﬁ“‘ﬁ%ﬁ‘ﬁiﬁg PYERY ﬁ‘?}ﬂ?%ﬁl or ot hi azi de and
cl opam de, ‘msmdo[érﬁ te> ]deaf%ﬂﬂrprdmmalmdasem de, amiloride, spironol actone,

ABT- 546, anb ) SB S-0139, YM 598,
bosent an, 254%%% ghéfo&?ﬁmcmigs)%%%%i aﬂﬁgﬁt an, SR- 121463,

OPC- 31260, I\E@V?I‘P[@r?d]el er?a# Y PSR GE | | oot | | | osartan, |
val sart an, te{mm&-pmnomnmammys-mmdmﬂfd@m@cy&m;B61?13’71213605 artan,

| osartan, ol %ﬂH 8 ﬁq% TA- 606, YM 358, fenol doparn, ketanserin,
naf t opi di |, ?‘I&g%{&f @Elt?% 962 ecadotril, LP-805, MyD-37,nolomrole,
omacor, treprostinil, beraprost, eeraprost, PST-2238, KR-30450, 15
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hydr al azi nes, rret a docarE onl Apr ovel
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conbi nat i on of the present invention to provide the use of any of the aforementloned group of

compounds in the manufacture of a medicament for treating pathologies associated
with excess cortisol formation such as obesity, diabetes, obesity related cardiovascular
- diseases, stress and glaucoma. '
10
PCT International patent application WO 2004/089416 provides the benefits of a
combination therapy comprising the administration of a 113-HSDI1 inhibitor and an
antihypertensive agent in the treatment of e.g.insulin resistance, dyslipidemia, obesity
and hypertension, in particular in the treatment of hypertension. It is accordingly an
15  object of the present invention to provide any of the aforementioned group of
- compounds in a combination therapy with an antihypertensive agent, such as for
- example alprenolol, atenolol, timolol, pindolol, propranolol, metoprolol,
bisoprololfumerate, esmolol, acebutelol, acebutolol, betaxolol, celiprolol, nebivolol,
tertatolol, oxprenolol, amdsolalul, carvedilol, labetalol, S-atenblol, OPC-1085,
20  quinapril, lisinopril, enalapril, captopril, benazepril, perindopril, trandolapril, fosinopril,
ramipril, cilazapril, delapril, imidapril, moeXipril, spirapril, temocapril, zofenopril,



t herapy conprising the adm nistration of a 110-HSD1 inhibitor and a

gl ucocorticoid receptor agonist for the reduction of undesirable side
effects occurring during glucocorticoid receptor agonist therapy and for
treating sveR@RAR70f cancer, diseases 25 and di sor der BCHERZOOHIS#9F | anmat i on
as a conmponent. In particular in redu0|99 the adverse effects of

gl ucocorticoid receptor agonist therapy i n indications of Cushing's

di sease, Cushing's syndrone, allergic-inflammtory diseases, adverse effects

of gl ucocorticoid receptor agonist treatnent of disorders of the respiratory
syst em adv§-r5§80,é'asﬁ<bmulsHo¢c t-MetenRousseli: d00HOSBPON48ABNI st treat nent of

i nf | anmat or y o agyerilat3nidh %&%ﬁmd@vvss@meﬁﬁewﬁe eflodapité, Hi@rdipingi d receptor
agoni st treat ment of’ di Sor

1 mmun st em connect.ive tissue and
joints; advels@diniie E’E‘E‘@Hﬁe ‘§{t %E’(?F‘{]P‘@B‘i“& ’%‘EE‘@%{ 5%?1‘?2‘1“’1‘51?‘8& ment of
endocr i nol oglemhxdqmeea&ﬁﬁhpma;ivﬂm&@nﬁf flevtipinef aelnddipine, thanddiginer ecept or

o otocor t] coriiotinfe, sEIBLE ot fBine AR RTBie, AMNSLRS, SaBEIR OF  | duced

gl ucocorti cor - agoni s
nausea, adv eprgeld@ﬁliee md@meod@aammplddmrazqs@c @pmsm,d@maﬂogm andeat nent  of

G ucocort ?2065@9532@?%9%519‘%"?5 R loro ARG Ny kRt AP AEIGhAAGL 5. Of
transpl ant at i’%ﬂ%&%é‘#&%ﬁl@ > drpssmmyide Qﬁgﬁ%%ﬁﬂq%hﬂtofl%d%]& 3% éﬂ%ﬁ? an
2006/ 024627 REEERRGB52A5S1,EF-10348-(188 Y ME5HS, bbsehtnsJal (b33 aliskiren, |
nausea/ ng“ tb?@ %lbgé ?@L@QQ? SR%%?%I&FEHZ%O ﬁgé'ﬁ'?(f’el ub&éﬁﬁf plasia, autoinmmune

hepati ti , sdccul ar aheury pl es for the
~indications mée@rtmcde&%ﬁmm dalsarggn, telmisartap, Pﬁﬁﬁmmﬁ@%f the 5

pr esentcul RVECLL g%glmt r@a%djdlﬁﬁﬁ%t blafRk#1an CHaREAanIURH06! BMITSE, be {oetnef i ci al
are: shing's. dise shi_n Y, itis,
cystic fi bro pgldo aé'i’rg‘ﬁ?@l g’r@hﬁ &g O‘ﬂ%éﬁ{ﬂ?ﬂ ﬂﬁgmqp[ﬂ’eﬁ nitis,

eosi nophi | i cl\/bﬁhﬁﬁpn]oam;ole pmbcmnmpyoshnﬂ,rbesapsost Ecmhross PAT9238 KR-BD45; at i ve
colitis, ,fea r s syndrone,
system c {upgyﬁé%ayh%%a}%%g é(?ﬁgus gﬁ%pﬁ?@ I b)f-cleaée Stﬁh%g{ %J(;hnl e| n purpura,
Vegener' s gr Bydialafingsgrgtayidenandasarpamine; momméme Sefnsened, agd MandeBigtech-

vascul i tis, 8HI qaissgh@abpect &Qﬁ&ﬁvm%ﬁalﬁhmsnaaahwm&i bifion %@Mmséwl garis,
hypert hyr oi dﬂlﬁ"ﬁ {} oalfie glﬁ@‘éfﬁ%ﬂ’ ﬁ%po]g%w tarth?Tot rrg tic anem a,

t hr ombocyt op %’ A0t RS TS B HyF éon S%I astic _
conpr essi on mitllwp@‘temﬁwmgent;mptpwﬂechl n tunmours, acutel ynphobl astic | eukem a,

Hodgki n' s, di sease, 15 chenot herapy-induced nausea, nyasthenia gravis,
herldltary Duchenne __nuscul ar dystr.oph trauma, post-surgical

at hi es,
stress, sur g% €4 intemational apnligations W Qr00¢/989415 ineeyides the henefits 9ha ppmabipationon, | ung
transpl ant at th@ﬂ;py Ramfiprisidy the adrBintraticBérdl mnHaDn frihibitok @fdla gluedBorticeld
t ranspl ant atl bone tr’rta {hovg\%# ﬁms(gl tatt)1 d rtt t rans (J’ ant ati on, adrenal
gl and transf) POR, Ot PRSI r’f‘é"g?sérﬁ 61 Sr? ThP%: IPE anspl ant at i on,
cortical 20 gklengpticalﬂlacepm ageriistthegapyfand dior, traatingsonpd faoms/of danees, disepseant at i on,

Er alep ?2 Zf; Sanduc%l%#&é%éﬁé@ﬁ@eﬁg%ﬂrtnfﬁ&f G doMpondh PHI tiGRFiRredadhgnR!
yperp a&erse effects of gr] ocorticoid’ receptor agonist therapy in indications of Cushing's

disease, Cushing's syndrome, allergic-inflammatory diseases, adverse effects _
ofglucocorticoid receptor agonist treatment of disorders of the respiratory system,
adverse effects of glucocorticoid receptor agonist treatment of inﬂammatdry bowel

30 disease; adverse effects ,of glucocorticoid receptor agonist treatment of disorders of the
immune system, connective tissue and joints; adverse effects of glucocorticoid receptor
agonist treatment of endocrinological diseases; adverse effects ofglucocorticoid
receptor agonist treatment of hematological diseases; adverse effects of glucocorticoid
receptor agonist treatment of cancer, chemotherapy-induced nausea, adverse effects

35  ofglucocorticoid receptor agonist treatment of diseases of muscle and at the neuro-

| muscular joint; adverse effects of glucocorticoid receptor agonist treatment in the

context of surgery; transplahtation; adverse effects of glucocorticoid receptor agonist



spi nal cord di seases, and saccul ar aneurysns. It is accordingly an object of
the present invention to provide any of the aforenentioned group of
conpounds in a conbination therapy with a glucocorticoid receptor agonist,

as well as jopgeqtical formulations 25 conprising sai,grlﬁpﬁpi/@ﬁy,]on of a
conpound of the present invention with a glucocorticoid recep? Oor "agoni st .

The gl ucocorticoid receptor agonist is,-Ber exanple, selected fromthe
group consi sting of: betanetasone, dexanmethasone, hydrocortisone,
met hyl pr edni sol one, predni sol one, “predni sone, becl onet hasone, buti xicort,

cl obet asol ' | ' . one,

trianci nol ong%g!tﬁ g‘%t?)gé},aﬂg S%Jrsﬁgﬁﬁ%é[a;@ q%éé@%‘?@@%i?‘gg&%‘%’g@w 4

NXC- 1015, ' NXoypemlayia, pptoinroge hepgtitispgpinal pord dispasen saqenlar amgyrysBs58 and T- 25

series. The N 2-adamantyl -2-phenoxy-acetam de derivatives of the present

I nventi on, ereinafter .referred to as the co u f or mul '), are

general |y prg’fﬂ?@?fafrﬁﬁl §5m§‘fa§8?sn’§mml&a°f’ méﬁwng% {ﬁfggbll CGTRAN ﬂ(‘% 1) with

t he al cohol presehoinvedtion(with § gluenterticaidt recepton agonissnnhay bobenefiGahaae 1) . Thi s

reaction i s ds : f Tol 1 X1.N 1&H£ igﬁfnﬁﬂd irectly with

solid KOH i né%gl%y%%g%% t@hgn p%ﬁgaoﬁEF% I n éﬁg%l . 2@8@?@9&8@’7 y

PCT/ EP2005/ oguphyyema, beonshitis, hypersensitivity sppegaenitis.tresinpphili¢pnessmaniss.e s

her ei naf t er, piil@ndry HbtdsikeCAMA% dikBase SURM AV \Glitis Feacivb hithritiy, fHe@mbhRaCt | on

m xture by mxin %he hal i de and §$en§$ in_an aegro riate. solyent. such as

i oxane, 1 n FHEE; USERRE YErare: FYHG s &y HeEtass Mg e and

t he r eactd onSc¢hniein paputbcWapdner'egranidpmatdsingeroporhhartesitissystergicrsatesosisal — or

reagents but RisUsiHidokisP ) OV, ' o : ature in the

range of GOCva-éi%l&_ t)k/dﬁlx 13%1%9%?895@%@61%9?&8% E}“@?‘??st‘é%ﬁ’ RS N' + ~~ H

R- R2 R3  NakypertByrqigésn, bynoaldesteroqigm, Rypppituitarisyn, hgmelysic gngttia, R2, R3, R4, R5

ir e defei n;—1'dth?&ﬁﬁ({éytobélﬁa,(p@f&m?p@tﬁ?fapﬁmﬂﬁ%bﬁﬂ&ia,lﬁboblﬁ&m m%iﬁégsmwd \Ahe[ ein
represents a hal.o a n parti ar .0r 0. or. hrono. , e _appropriate

Bk har de 58 saphard, i ooBR, B ok i ERints e

condensats onchemothezaparindicyd nausea; enyasthgnizgraiss hesidimymayopathics, Reohbaney| i ¢ aci d

(V) in the ﬂh?c%?a?ﬁ?snﬁ)lh%nggﬁ&' posurSidfSitbss, ﬁﬂﬁ@al%&eé‘s?fenﬁ%ﬁﬂlﬂlﬁmtaﬁon,

NN - di cycl ohexyl carbo ] . .
liver transplantation, lung transplantation, pancreatic islet transplantation, blood stem

cell fransplantation, bone marrow transplantation, heart transplantation, adrenal gland
transplantation, trachea transplantation, intestinal transplantation, corneal
20 transplantation, skin grafting, keratoplasty, lens implantation, brain absess,
nausea/vomiting, infections,hypercalcemia, adrenal hyperplasia, autoimmune hepatitis,
spinal cord diseases, and saccular aneurysms. It is accordingly an object of the present
invention to provide any of the aforementioned group of compounds in a combination
~ therapy with a glucocorticoid receptor agonist, as well as pharmaceutical formulations
25  comprising said combination of a compound of the present invention witha
ghucocorticoid receptor agonist. The glucocorticoid receptor agonist is, for example,
" selected from the group consisting of: betametasone, dexamethasone, hydrocortisone,
methylprednisolone, prednisolone, prednisone, beclomethasone, butixicort, clobetasol,
~ flunisolide, flucatisone (and analogues), momethasone, triamcinolonacetonide,
30  triamcinolonhexacetonide GW-685698, NXC-1015, NXC-1020, NXC-1021, NS-126,
P-4112, P-4114, RU-24858 and T-25 series.

The N-2-adamantyl-2-phenoxy-acetamide derivatives of the present invention,
hereinafter referred to as the compounds of formula (I’), are generally prepared by

35  treatment of the appropriate alkylhalide (IT) with the alcohol of formula (1) under art
known conditions (Scheme 1). This reaction is usually performed by mixing the halide
and phenol directly with solid KOH in Me,SO or with HgO and HBF, in CH,Cl,.



15 (DCC), NN -carbonyl diim dazole (CDI), POC13, Tid 4, sulfur chloride
fluoride (SQ2CIF) or 1-(3-dinethylam nopropyl)-3-ethylcarbodiirnide (EDCl)
either in the presence or absence of hydroxybenzotriazole (ROBt) (Schene
f2). The re!li’am;mfﬂ;ﬂ@7 t)(/rz)i caglﬁ per;or n'fd by sti rei ngtthECT/g%?@QSS/(ﬁﬁﬂ%i ;tu;& 7
or a couple of hours - ours). at ,noomtenperature. cheme 2.

OH FI2N~-R5 X O MNRS (1V) CHC 2 0 V\02%006/ 024627 PCT/ EP20051054197 -30
wherein Rl, - R2 and R5 are defined as for the conpounds of formula (1)

herei nbefore and X represents a halo atom in particular chloro or brono.

I n anal ogy wilternetinely, pegeserbaddn thefexpmpleshereinafarathe yeactivasievidsdy obeimedni de
derivatives gipec@f i {he r@kBSEMIxnkrd 'S MikiaP tHel halide AMDSIRNGIGNRS Upt#sprider ei n Z.
represents S, SO S02 qQr NR6, are pre a{ec.b reaction of . the alkyl halide
of formula (¥AIYCOhSYeA 2f a’é’xi‘:‘l‘}r ?)Bﬁ?gqnﬁgo SSE'WE%IP P lfﬁf‘emmnﬁ@nwa hzene

sul fini c aci shd theireastiongine tnak houlterdat depentlinigoan the wiattingsmatérial oercagapisbutiescr i bed
| A o LR e GR l ARh el AR S0, 000
page 363 andtysiselly 9¥C0. 45 - page 364-365 respectively. The bicyclic
adamantyl - am de derivatives of fornmula (1") can be prepared by any of
several standard synthetic processes comuSshgmeted by those skilled in the

art of. organic chem stry and descri taed for instance dsn; "lIntroduction to
organi c chem stry" 15 Strser a Heat hcod®-_Aactti | | an Publishing Co.,

Inc. - second edition - New K_-N f'on 24.7 (pafit A) p. 753-756. In
general the am des can be pnepdredH hr h *a basé al yzed nucl eophilic
additi on between the appropriate carbo&y icyjacid (V) ith the

am no-adamantyl derivatives of f@nula (VII) #scherre 3) ’or via a

nucl eophilic substitution reaction wherein |t appropriate am ne reacts
with either the corresponding 20 acyl halidg D®shene 4), anhydride or ester,
to yield the required am de. When coupling ¥he acids to the anmines (as in
Scheme 2 herei nbefore), standard coupling reagents such as

N, N - di cycl ohexyl car bodi i m de ( N, N ccarbonyl - diimdazole (CD),
POC13, Ti Cl4, sulfur chloride ‘v?a“\o (S@RCl or (K% 3 25

di met hyl ami nopr opyl ) - 3- et hyl c&? ‘w N ( 1) ré] used in.the presence or
absence of hydroxybenzotrial zol e {THOBt)". I Rfen 3 adding the carboxylic
acids of formula (VI) to the am no-adamantyl deri vBti (B of formula (VII)

under base catal yzgd_ seactjqns conditions yesults in e fo tion of the
amine salt whH| ?:rﬁ%‘i ’]r{nie;]&":&i Bﬁ%%%dtaﬁ%?rt ecompoumﬁs oflfgrmula f[;m _ :

10  hereinbefore and wherein X represents a halo atom, in particular, chloro or bromo.

The appropriate alkylhalide of formula (IT) hereinbefore, is generally prepared by
condensation of 2-adamantyl-amine (IV) with the appropriate carboxylic acid (V) in the
presence of a coupIing reagent, such as for example N, N’-dicyclohexylcarbodiimide

‘15 (DCC), N,N’-carbonyldiimidazole (CDI), POCl, TiCly, sulfur chloride fluoride
(SO,CIF) or 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDCI) either in the
presence or absence of hydroxybenzotriazole (HOBt) (Scheme 2). The reaction is
typically performed by stirring the reaction mixture for a couple of hours (2 — 8 hours)
at room temperature.

20

Scheme 2
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. weak acid and base. To force the equilibriumto the formati on of the am de
of formula 30 (1"), a dehydrogenating agent such as carbodiim des, for
exanpl e DCC and CDI are added to the reaction m xture. WD 2006/ 025627

PCT/ EP2005 ,»31- Schene 3 (R n O-' CH-000H H2N- - w4 C~
(V1) (V||)<‘%<§2%&ﬁ9| A Reagent 0 R4 ~\~O CH HRS R3-RZ (f’cf’il’%&n”"%7 R2, R3,
R4 and RS are defined as for the conpous®ds of forrmula (I) In an al ternative
enbodi ment the carboxylic acids are converted into the corresponding 5
hal i des by reaction with, for exanple, thionyl chloride or oxalyl chloride.

dorvati ves Shaeh) mﬁbﬂﬁl ﬁﬂeh'ﬁ*ﬂ%ﬁ&‘@%%% iR P EERRRREY Ly o

known reactlém1 IeRresgnts @ osmnlagamn atiereoe IOBmumann met hod. Schene 4
n( R4) OIO-CH~CI H2NR5 - - % . R3- R2 +(VIE) (V1) H20 NaOH O(R4 \\O CH

avai 1 abl e, f Brenbleskite Eemiaes c e ot 2Rty e AR P IS GBS ¢ hey
are not comrefthe ptesgnt invantia(l e),, thbﬁeeysmpm;mds avhereimndirdprespnite Sa8OOSOs erNRY ai | abl e
precursors uéﬂe 'i')gepﬁferd%'nggc{ﬂﬁ X\Pﬂlg aﬁc&?ﬁ&d&’ {)frﬁ)}rhﬂlgilﬁ Qﬂfx the corresponding
benzothiol, benzamine or benzene sulfinic acid ion using art known procedures, such as
for example described in “Advanced Organic Chemistry” Jerry March — John Wiley &
Sons, Inc. —third edition — New York — Section 0.38 — page 360-361; Section 0.42 —
10  page 363 and Section 0.45 — page 364-365 respectively.

The bicyclic adamantyl-amjde derivatives of formula (I’”) can be prepared by any of
several standard synthetic processes commonly used by those skilled in the art of
organic chemistry and described for instance in; “Introduction to organic chemistry”
15  Streitweiser and Heathcock — Macmillan Publishing Co., Inc. — second edition — New
York — Section 24.7 (partA) p.753-756. In general the amides can be prepared through
a base-catalyzed nucleophilic addition between the appropriate carboxylic acid (VI)
with the amino-adamantyl derivatives of formula (VII) (scheme 3) or via a nucleophilic
-substitution reaction wherein the appropriate amine reacts with either the corresponding
20  acyl halide (scheme 4), anhydride or ester, to yield the required amide.

When coupling the acids to the amines (as in Scheme 2 hereinbefore), standard
coupling reagents such as N,N’-dicyclohexylcarbodiimide (DCC), N,N’-carbonyl-
'diimidazole (CDI), POCL, TiCly, sulfur chloride fluoride (SOzC]F) or 1-(3-
25 dimethylaminopropyl)-3-ethylcarbodiimide (EDCI) are used in the presence or absence
of hydroxybenzotrialzole (HOBt). In general, adding the carboxylic acids of formula
(V1) to the amino-adamantyl derivative of formula (VII) under base catalyzed reaction
conditions results in the formation of the amine salt which is in equilibrium with its
~weak acid and base. To force the equilibrium to the formation of the amide of formula
30 (I”’), a dehydrogenating agent such as carbodiimides, for example DCC and CDI are
~ added to the reaction mixture. |



are well known to the person skilled in the art of organic chemstry. WO
2006/ 024627 PCT/ EP2005/ 054197 -32 For those conpounds of fornula (I)
wherein Z represents 0 and R3 conbined with RZ represent the bival ent

radi cal repO28&2¢d7by formula (a) or (b), for said corffSUERIIYRE bi cycl ic
carboxylic acids of fornmula (VI) are pre,,rfared by coupling of aromatic 1, 2-di
5 hydroxy or 1, 2-am no-hydroxy-benzo-derivatives of formula (I X) with

2, 3-di bronmo- ethyl -propionate in boiling acetone. Subsequently, an acidic or
basi ¢ hydrol ysis of the thus obtained essi1 §3(X) yields the bicyclic
carboxylic acid intermedi ates of fornul cheme 5 n(R4 O4 O \OHBr" O
~n(ROH I +d\~~CHO~ /[/-~R Br'CH2 R3- OX) 4 0 Hydrolysis n(

| ~0--CH-JL, OH \R3-R2 ( 1 ouher etolR r'{ m h}/droxy or am no and
P
SB0N

wherein R2, R3 and R4 are W ned @& for the’co 1dB’ of fornmula (1). In
anal ogy with the above, \Qb.ngimunds of the prese i nvention wherein
both R and R2 represent rret hyl, hereinafter referred to as the conpounds
of formula (I""), can 15 be prepa(PV@d accgrding to s@fene 6. In a first step
2- brono- 2- et hyl propanoic acid ethyl este [CAS No 600-00-0] is reacted with
t he correspondi ng benzothiol, benzam ne qrCdpngRagentsul finic acid ion using
art- known procedures, such as for exanpl¢ described in "Advanced Organic
Chenmistry" Jerry March - John Wley & Sons, Inc. - third edition - New York
- Section 0.38 - page 360-361; Section O. 20 page 363 and Section 0.45 -
page 364-365 respectively. Su uerg,l y | i ng t hus obt ai ned
internediate (XI) with the apprlo ateCalm no,'},\ R°(VIl) using standard
coupling reagents such as N, N exyl car bQeisiyi de (DCC),

N, N - carbonyl dii m dazole (CDI), P 3 Tid 4, sulffur chloride fluoride
(S®2CIF) or 1-(3-dinethylam nopropyl)-3-ethyl carbodi {I'fi de (FOCl) in the

Comounds. o PRFI o R Ay BB SERRGER S R ittt ileie . 53 11

~ In an alternative embodiment the carboxylic acids are converted into the corresponding

5  halides by reaction with, for example, thiony] chloride or oxalyl chloride.
Subsequently said acyl halide (VIII) is-added to the amino-adamantyl derivatives of
formula (VII) to yield the amide of formula (I°’) using art known reaction procedures
such as the Schotten-Baumann method,

Scheme 4
0
()/ \CH el R’
+
(Vi
H,0 (VD
NaOH
O
UO\ @Rs

I
10  The carboxylic acids of formula (Vi) are readily available, for example commercially
from Aldrich Chemicals, or when they are not commercially available, they may be
readily prepared from available precursors using straightforward transformations that
are well known to the person skilled in the art of organic chemistry.



Schene 6 Op n(R4 ZHBr n(Ra) ZI~'"\ F O~ NaH Dioxane \R3 (XI) 4) 0 1)
HCL O n(R) Z 2) Coupling reagent n cy~z-- Z ~ Ir\Yj~HR5 HZNR5 R3 J \
(XI1) -9k (VI1) wherein Z, R3, R4 and RS are defined as for the conpounds
of formula nbefore. As provided in nore detai eri ment al
part herei %gif% egr)&ﬁ(r?r"gst of the R5 5 alternatives were ob%gllr}rﬁlgéda 9°4c%nvert| ng
t he hydroxyl of general formula | using-3t known conversion reactions as
schematically represented the schene hereinafter. As used therein; R refers
to Claallryl optionally substituted with one or nore am no, hydroxy, Het3
or hal o substituents, wherein Het3 is defined as for the 10 conpounds of
formula (1) herei nbefore R25, R26 and R27 each independent|y represent

hydr ogen, haFer, these compewnds iof fagmaladlrwhesein Zappraserts|O prd Rpeandriead witlksBbst i t ut ed

wi th one, V\Ebpﬂsrseﬂt et val &t Padical HPRIsOntSEb P r@tlal(a (ﬁbahﬁ said co |;_)Jeunds the

Cl4al kyl oxyc qn I d wher e

Gof 1oy on 1 B RGatboRIR IS oBforFAAYTLT BjePaEd bR SPinIRE S BREUR) 2 Rog
each i ndepe nnyhbX)yorrlez}amthydtwmegmdmvaﬁizesm fdeyriula (RX) with 2Ssdibdomohy dr ogen

or Cl4al kyl LS

or three gubg@ tﬁbﬁt H]Ieclt./i%ﬁ%grog‘l_rjn %&gédu%@i Iaﬁla]%g)ztoé%érl%ﬁﬂ méﬁlﬁ%gmo and
Het', wher e ﬂlum@ampégst%@()rﬁﬁlds ﬁxeélczehmarrbmhc a@dmﬁmeﬁ@teé@

formula (1) {wmeinbefore; R31 represents Cl_5al kyl wherein sai d Cl- 6a| kyl is

optionally substituted with one, t\/\osg;m{etsr ee substituents selected from
‘hal o, C1. al kyl oxycarbonyl, NR19R20 and Het"™, wherein R19,1(20 and Het' are

defined as for tthqorrpounds of fororrul a (I) hﬁ&gl nbefore Oand 25 - Z, R1,

1(2, 1(3, R4, R13, &re\defl 5}2 Qon;pounds of
formula (1) herein v\o 20,06/ 024627 PCT/ E 2q05/ 054197 ©

3__ 2

R ®
4 o) ;ﬁrolysis
S

_ (VIp
10  wherein R’ represents hydroxy or amino and wherein R?, R? and R* are defined as for
the compounds of formula (I).

In analogy with the above, those compounds of the present invention wherein both R
and R? represent methyl, hereinafter referred to as the compounds of formula (I’**), can

15  be prepared according to scheme 6. In a first stép 2-bromo-2-methylpropanoic acid

' ethyl ester [CAS No 600-00-0] is reacted with the corresponding benzothiol,

benzamine or benzene sulfinic acid ion using art known procedures, such as for
example described in “Advanced Organic Chemistry” Jerry March — John Wiley &
Sons, Inc. — third edition — New York — Section 0.38— page 360-361; Section 0.42 —

20  page 363 and Section 0.45 — page 364-365 respectively. Subsequently coupling the
thus obtained intermediate (XT) with the appropriate aminoadamantyl (VII) using
standard coupling reagents such as N,N’-dicyclohexylcarbodiimide (DCC),
N,N’-carbonyldiimidazole (CDI), POCls, TiCly, sulfur chloride fluoride (SO>CIF) or ‘
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDCI) in the presence or absence of

25  hydroxybenzotrialzole (HOBY), yields the compounds of formula (I"**)



-3 00 ZR / R3R24NH Z T n{R~ Jg YI TCOOH. n(R') HCONRZaRu HCOOH O Z
R R n(RYIL1Ll | Rg2 T OHRCOMHNR- HOCOR '/ R V/ coupling reagent
(i) RX' NaH H2gdZ 6R27TCCN R 2 a Z, HOR rKR~ O Rt ZSRZe~7 R +R~N=C=0

n(Fe) Z HYR 711/1 R+ O \R~ ie Z d Rz5 =R26 =H, BQIER2005(054197

n(R) H OCONR2+RR t hl our ea+HOAc, Et OH | 1 kgl I\\\'ssv d~~ or CHCI, ref!" O /vy,
~Z R, Rz5R2 Rz 00H n(e)- H NHOOCRZR. Rm noe) ~ Y H~. 1" ~--NH2 Rs 11 I 11
\. Fe, k, Ill /I cooping feagerN nss- Rs° W// 0 RzeRseN=C=0 O J\JI R JI I~
Z H HCONRZgFty we) ~1 R3R (FO g¢ @00CI R+ H,'--NHCOORyy O " /I R -
\iso2a nom-_Ra'R ZN(rzo a- X Lrl \kI~~IIFP' [ ~lZ ‘
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\YZH 7<u\0/\ NaH K, 0"
Dioxane

1) HC1

o
K/ o P 2) Coupling reagent (R4 7(“\
HN‘@ RS @
| | Wi
wherein Z, R?, R* and R’ are defined as for the compounds of formula (I) hereinbefore.

As provided in more detail in the experimental part hereinafter, most of the R’

5 alternatives were obtained by converting the hydroxyl of general formula I using art
known conversion reactions as schematically represented the scheme hereinafter. As
used therein;

- R refers to C, 4alkyl optionally substituted with one or more amino,
hydroxy, Het® or halo substituents, wherein Het” is defined as for the

10 compounds of formula (I) hereinbefore; '

- Rys, Rys and Ry7 each independently represent hydrogen, halo, or C;salkyl
wherein said C;4alky] is optionally substituted with one, two or three
substituents selected from halo, C;salkyloxycarbonyl, NR**R?® and Het?,
wherein R'®, R* and Het” are defined as for the compounds of formula (I)

15 hereinbefore;

- Rag and Ryg each independently represent hydrogen or CMa]kyl

- Rip represents hydrogen or C;4alkyl wherein said Ci4alkyl is optionally
substituted with one, two or three substituents selected from halo,
Cialkyloxycarbonyl, NR**R* and Het?, wherein R'®, R?® and Het” are

20 defined as for the compounds of formula (I) hereinbefore;

- Ra1 represents C;¢alkyl wherein said C¢alkyl is optionally substituted with
one, two or three substituents selected from halo,

Ci4alkyloxycarbonyl, NRR? and Het?, wherein R! % R® and Het® are
defined as for the compotmds of formula (I) hereinbefore; and

25 - Z,RY, R% R® RY, R™ R n, 0, and R’ are defined as for the compounds of
formula (I) hereinbefore.



or R13-CHO rt(R-" HHF, OlRy+ reducing agent \ aaR R OR nZ NRtRu R)
~' fe Further exanples for the synthesis of conmpounds of forrmula (1) using
anyone of the 5 above-nentioned synthesis nethods, are provided in the
experi ment o pRkb24eer €i nafter. WO 2006/ 024627 PCT/ EP200§J&§%}@)§/054—1§,5 Wer e
necessary or desired, any one or nore of the follow ng further steps in any
order may be perforned: (i) renoving any4-remai ning protecting group(s);
(i) converting a conpound of fornula (1) or a protected formthereof into a

further 5 conpound of fornmula (1) or a protected formthereof; (iii)

converting a conpound formula (1) or a protected forﬂtthereof into a
N- oxi de, a Wne TR sol vay, fm&a&@r mul a
(1) or aprotecté\/\ m'th (1v) convertrng i alt, a

guat ernary am ne or a soIvate of a conpound of 10 fornula (I') or a protected
formthereof into a conpdund of formula (1) or a protected formthereof;

(v) converting a N-oexeode| a salt, a quaternary am ne or a solvate of a
conmpound of formula (1)'or a protected formthereof into another N-oxide, a

phar maceutical ly acceptable addition salt- a quaternar anine or a solvate
of a conmpound of fg LPl\ ”4k) or a protected ereo vr) where the
conpound of for"i‘ﬁ]‘l 1)) & o Ned REHa i x toihg Han enantr oner s
resol ving the m xt \R’to obt ain t he dggisged enan I t |

appreci ated by thbse skiljled in the
above 20 the functional drou
bl ocked by protecting groéps "Funcyj onal oups whj is desirable to
protect include hydroxy, |am no and csarboxyli e 8C i@ﬂu%w otecting

e

groups for hydroxy include trialkyl sil gr oups’ g
tert-butyldinmethylsilyl, dert-butyl di phen IeryI or trrnethylsrlyl) benzyl

and tet rahydropyra %\JL protecting g BEP¥cior am no include
tert-butyl oxycaf“@oQ%%/ Aﬁ@oxycf?%nyl ui tabl e prptecting groups for
carboxylic acid i ncude CX kyl or benzyl est S~;ﬂk
if Ros *Rag =H, Ro7 = Cl nR* )—/S/ /ﬁ—ocomzmz
\R

throurea/HOAc EtOH
or CHCI, reflux

nRY—S r'fr np, _R28R2sRzCOOH e )_K, \R‘\ /@’"Hm&s&s&r
k,/' R coupling reagent \Rs

R

o] \RieRng:C 0
NHCONRgR:
*)k YOy e

R3pOCOCI

\})‘\ NHCOOR;g
Ryso2c - "®
R"3-x
or R13-CHO/ . rt(R4 \)i /@—NHS%R:ﬁ
reduclng agent
135,14
Ry E/\r \H\ /ﬁ—m R
\

R3

t that in the processes descrrbed'
Gixabe conpounds may need to be

Further examples for the synthesis of compounds of formula (I) using anyone of the
5  above-mentioned synthesis methods, are provided in the experimental part hereinafter.



30 The protection and deprotection of functional groups nmay take place
before or after a reaction step. The use of protecting groups is fully
described in "Protective Goups in Oganic Synthesis' 2nd edition, T W

G eene & W@2MAUZ, Wl ey Intersci ence (1991). 35 - mMPCI/EPADS/2B0W/ 024627
PCTI EP2005/ 054197 -36- Additionally, f N-atons in conpounds of formula (1)
can be nethylated by art- known net hods$ 5LJS| ng C133-1 in a suitable solvent
such as, for exanple 2-propanone, tetrahydrofaran or dinmethylformam de. 5
The conpounds of fornmula (I), can also be converted into each other

fol | owi ng aﬁﬂher«mwmamaydesjmdwymebnmotd afithd fofJowing furthon steps imeny ordenf whi ch
sone exanpl %P,%S, f9EMg oned her ei nabove. The conpounds of formula (1), may
al so ‘be conve to the corresponding N-oxide 10 forms follow ng art-known
procedur es K%rereqymge#nmrﬁr@alamgrpr%ﬂt@ﬁtgrw@ogen intoits Noxide form Said

N- oxi dat i on (f)@afidridiy ABImEBRAE bBfokniuld €1) ©fk protstidd forndthetedfiititd Aurthee  starting
material _of fornul a glfsul fonyl)oxaziridine or with

an apprgprl af%mg?‘ﬂgg)&owal oqraé’ﬁ%Ct%%Pg‘gqﬁ% Appropriate inorganic
per oxi des cd@iiipeanserting h compormdmif formuladilogyerprotected form, thexedfanto aféoxitle,ar eart h

al kal i ne et al,ipgraxo ranfindlor asolva R b BoRipoid SiformRh gﬁ%f é‘gﬁo&%ﬁx' de;

appropriate organ|c per des may conprise” peroxy aclds such as
exanpl e, benz &TECHSS %%erox0|c acid or halo substituted benzenecarboperoxoic

acid, e.g. @pévnombgawm@al@agar quitetranpdihitle oPEichvadediceddRpoundéf ds, e. g.
o vent d0ar o, Mipla Do EiEP R b dn G o %gmgpgn%‘%?faﬂ@qﬁﬁ%&q"ﬁ'g%ate?ﬁ:'T?EL?

sol vents are,
hydro 20 car b(ﬁnmthe,regf, t ol uene, ketones e.g. 2-butanone, hal ogenated
hydr ocar bongsy, cSn\Q:rtmgdd N*&kﬂ'éoa[@aﬁthéﬂﬁatexﬁﬁ? am]ﬁ@&ra%élv% o?%@mﬁ&ln\i%@t s. Pure

st ereocbem cal rrerl c for or mul may be
obt ai ned by t } T nrefrcted fogm;th %?fowgg‘eﬁg%fdﬁp@ée alj?hég?%’f’ s may be
separ at ed 25ah>,ep11ab1¢&ddiﬁbn ket hqrasersatg Amie of @lselvhte vea conisdudd lof foddnulan and
chr omat qgr aphi counter-current distribution, liquid

a3 aphy sh Bt B ey

chromat ogr ap me of the conpounds of fornula (I) and sone

of the int eKWbﬁh@:@ﬂ@cpmpqufrfmh (D) isobtained s a mixtureofi(B) andAB) asymmet ri c

carbon atom  RinfiofbRrED 6 Miktirel 18 OB the dfredl BhdMBioREr; Sal d conpounds and
said internedi ates can be obtained by the application of art-known
procedures. For exanple, diastereoisoners can be separated by physical

met hods suct will eedppreciated by st s]blledzmtthe)art that mhh@pmbesgafsaiakmbed gwivai ques,

€. g. coupt Erhe he fallétionat Qﬁ trflmtcr effte d h&%ﬁr@ds‘i@a[ﬂ@ Qéke&ﬁgyfo?&nh ke

met hods.  Fn Ioners obtained Fromra ur es
converting $£EWSsracem c m xt ures with suitable

Functional groups which it is desirable to protect include hydroxy, amino and
carboxylic acid. Suitable protecting groups for hydroxy include trialkylsilyl groups

25 (e.g. tert-butyldimethylsilyl, tert-butyldiphenylsilyl or trimethylsilyl), benzyl and
tetrahydropyranyl. Suitable protecting groups for amino include tert-butyloxycarbonyl
or benzyloxycarbonyl. Suitable protecting groups for carboxyhc acid include C.¢)alkyl
or benzyl esters.

30  The protection and deprotection of functional groups may take place before or after a
reaction step.

The use of protecting groups is fully described in “Protective Groups in Organic
Synthesis® 2™ edition, T W Greene & P G M Wautz, Wiley Interscience (1991).
35



35 resolving agents such as, for exanple, chiral acids, to m xtures of
di astereoneric salts or conpounds; then physically separating said m xtures
of diastereoneric salts or conpounds by, for exanple, selective

crystalli [ hr omat ogr aphi ¢ t echni ques, WO 2006/ .
PCT/ EPZOOé%g%@%{GZfN e.g. liquid chromat ography and t%@%‘é’mﬁé}%ods; and
finally converting said separated dias3ereoneric salts or conpounds into

t he correspondi ng enanti omers: Pure stereochemcally isoneric forns may
al so be obtained fromthe pure stereochemcally isoneric fornms of the

appropriate | niernmgdi.atgs. and. startin teriaks rovid hat . the 5

I nt erveni ng é@%@%@?‘rsﬁ%gé t(?mésj]tnec %8%%‘% io?? ocrg’lu*é\?.b d&ﬂ Sﬂeél}yﬁag?‘f WearFFanner of
separati ng tkmewamagthads msing EHhdr inm suttatiiérso hventrpushrag sfonéxaniple Zrptopafdng, and

i nt er medi at qgrARYQIANES of difiéing 1168 AKBE 00T aphy, in particular liquid

chromat ography using a chiral stationary phase. 10 Sone of the internedi ates
and starting materials as used in the reaction procedures nentioned

her ei nagcve me§_oiﬂpowds©ﬁmuh(iB), Sanchlsoee d@ﬁv&tfgﬁﬁtb%@l dther RO Wi hle.ho_r may be
repared acqgordi t <known procedur es. .gonpounds t he present
angnt I on aﬁ%oﬂvgg%ﬁe&ggs{:%fué%%oﬁgggr %‘@ﬁ%&@gnﬁtﬁ%rﬁ?’&&o%%aﬁx%}’%ﬁglFt [ eg. They

can t her ef ormentiongdskateinabonedi ci nes, in particular to treat pathol ogies
associated with excess cortisol fornmation, i.e. disorders where a decreased
| evel of actjve glucocorticojd is desirable, sych, as netahboli ¢ syndrone,
type 2 di abTéheé:Q,glmeslan 2 (Do Ty plse bf sorveried @e cqq?aeﬂnﬂwﬁ-aéﬂﬁﬁng gl ucose
(IFG, 20 dyfstmpiotiewing artiisoemtpescedmss fod badictting adriadledtattrogeh o ity rel ated

car di ovascul g 4l $6asas:; vy ;dg{ei&ngl»;egétﬁ%g@aﬁﬁeggapgsgé&@ci 885 e

s pgeny.
. . e
ost eoporosi s, neurodégenera dr'sorders; "stress rel ated

di sorders arftarngmaterial.of formyla @) with 2mphenyl2r(phanylsplionid)osagindine orwithen f or

exanpl e, obepbidpriatd ioPtaIcRT indrifc peréhtidd) CASoprReMmbiginic PeRdkRis comprileOvascul ar

di seases, sttress aﬂg‘ géjaucoma. é ?]ﬁs.des ri be@élh{;rt e e erl.HEnt al part

her ei natf § er ,10% FBTIPln PRA-PRA PoEividee plkel mERL or gl alieling BRBLORTERORM e £ne

11( 3- HSOB- r esddintrepseeoxidd, putassjung peroxide;sippropeifite ooganicyeroxides may@otrpisd )  has

been demons . agdoldd sidh'as Yor bfhull, BAEUARLIGHETRAY alToP b AbsliffQITD! NaNt 115-
€ conversion o I'son 1 nto cor

HSDI “enzyne,” by “neasuri ng. the cor 11N t1sol using
HPLC 30 pur itepzerecasbppsresoiquaids p-8i Tehlpwhenvenacatboperonoipaciperorealiencice
i nhi bi tion viRflsad & PerdtBARAS héidl A6 Thydrdpetdxites) dl. 3-basfl hyd85@6kias SSuitaBRMPr i Si ng
cont acti ng thia cells exg{wsm ng. 11 R HSD1 vmtB tliue fﬁﬁ”@ﬁ“ﬁld to be tested
and assessi ri§VENS i fo5 EFampRe. T 1o3igh S> €8n°® s Y8t cortisol in
t he cel |20| arcarbeds,erg. tfludnkdetones;lelgs 2-bitvpons hhloggrateddydivcyrbonssed. i n an assay

of the presqi?{g]]' ' gﬁ,@ﬂl 1 the group consisting of 35 nouse
fi broblast 3 fﬁg@%ﬁ%@%@@%e S, S(Ipf’égiﬁl dney cell, in particul ar LCC- PK1

Pure stereochemically isomeric forms of the compounds of formula (T), may be

" obtained by the application of art-known procedures. Diastereomers may be separated
25 by physical methods such as selective crystallization and chromatographic techniques,
e.g. counter-current distribution, liquid chromatography and the like.

Some of the compounds of formula (I), and some of the intermediates in the present
invention may contain an asymmetric carbon atom. Pure stereochemically isomeric

30  forms of said compounds and said intermediates can be obtained by the application of
art-known procedures. For example, diastereoisomers can be separated by physical
methods such as selective crystalliZation or chromatographic techniques, e.g. counter
current distribution, liquid chromatography and the like methods. Enantiomers can be
obtained from racemic mixtures by first converting said racemic mixtures with suitable

35  resolving agents such as, for example, chiral acids, to mixtures of diastereomeric salts
or compounds; then physically separating said mixtures of diastereomeric salts or
compounds by, for example, selective crystallization or chromatographic techniques,



cells and rat hepatocytes. WO 2006/ 024627 PCT/ EP2005/ 054197 -38

Accordi ngly, the present invention provides the conpounds of forrmula (I) and
their pharmaceutically acceptable N-oxides, addition salts, quaternary

ani nes andvosweswzherni cally isonmeric fornms for use i PCIIEPRASHS4197T
particular to treat pathologies associgied with excess cortisol fornation,
i.e. disorders where a decreased | evel ©of 5 active glucocorticoid is
desirable, such as netabolic syndronme, type 2 diabetes, inpaired glucose
tolerance (I1GI), inpaired fasting glucose (IFG, dyslipidem a,

hyper t ensi ore,g. digeidichyomattigrapby esd the ke methodglaad Edalbaeahiveriag 62ill aepatitesleases,
arteri oscl erfilSoomed] 5@8{%%&@@? ipt¥RR3h Bpondi5 ERRRLA

neur odegenerative an sychil a ers ess re?‘lgt ed d| sor.ders and
gl aucona. WFe@eqshm@lM latvm%r& forasay, also by effrined Homphopure sfereoehemically| e

obesity, di a&ﬁﬁ@ﬁ foﬁr)snﬂ’ﬂ?e @pﬁi@ﬁb@sime@ﬁuaﬁtésma shaingdniéril, provided ek thdi seases,

stress argd tauccxma Ve g ﬁéﬁﬁ in the treatnent or prevention of
pat hol ogi“es Siomtat stoﬁmg)ﬂ? Q8P %ol formation such as obesi ty,

di abetes, obesity related cardiovascul ar di seases and gl aucoma. 15 In view

of the util iAﬁ'al%ltmrtl @nﬁiﬂgé 511%&[ me%%@ SiohRrit ?(ﬁ'fdsr&‘f%tc'oﬂl ourfdQ%f'e s

provided a et an anl m for ex ,..a mammal

i ncl udi ng mfﬁmga () @@rm@rmﬁbatﬁsf igkeliesJiauitrtaematasraplyh a-‘tr@dﬂwletr rlllqelﬁéc ess

cortisol fordheinhdbepraphyiusing @ @H4listfidnarp@hdse] stering an effective amount of a
conpound _accor d| ng to the present invention. Said nethod conprising the

system c-or topical admnistration of an effective anmount 20 of a conpound
accor di ng t Gomeefitheietthetiates andwiartingrhaetidsiasusedrd the reantidnpoeegurehumans. |t
i's thus an qRjgch e&’&eréﬁ%o £ RRbwh Qé‘aﬁd% %Vdo%n&cﬁ@mﬂ%iea{;cm di ng

to the present |nvent|on or use_as med |C|n In particular to use the
conpound acdeydheRyeRaged ageording t?)?‘é‘i‘é‘h‘tmpﬁ‘?@@\‘ﬁson in the manufacture of a
medi canent for treating pathol ogl es assom ated with excess corti sol
formatlo h as for. e e 2 di abetes,

o r ed g B eETpRd 5 BT ﬁse;f?:ven R S S

dysl i pi demi @hamgselogisslgiropertiashBlidytopn therekbre tbe usedrsarddigjnessinparigular to

cardi Ovascult?eat @dﬂﬁﬁ%ﬁ&%ssocﬁ&éd%ﬂpé&bﬁrcgﬁis& forthdtROSE URLRIR-IsSWhefd/PPat hy,
osteopor03| ne stress

ur, erative and sychiatric dIS rders,
rel ated di sdloprEase iﬁ’(ﬂlg ‘{fn EWHCOCPWCB@rlf ﬁ%HPQF’ syl Tpstabo ’éhs PBe MRShesi ty
rel ated card distsessinghaired §1&6($esolelﬁﬁd’e€(K$T)aﬁﬂb@|edlﬁfsﬁﬂ§glu&'dme (Hm),u nt of a

conpound,,acg gln@e?m%ﬁay@gﬁﬁn&oﬁ o%Qéleégl‘éﬁélééagﬁesng 1eidted ﬁefxﬁfo(za%g Fe%E

active |ngre S requi era eu I ca
be, of 35 ccamegesclemmawrpsplctrms payopatby:l tateommmlmurodcgeeem@m@dof

gdm mdst rat l@%m&rﬁ@dlg&ae@%?mssqteﬁﬁmﬁs@faeﬁfatnagfa E:@’Iﬁhp IrffhrcuBR b &&e pa][tl cul ar
| soraer or ase reat ed. SuU a a e W e rom
0 001" e oty RO AP TSR PRy, SHOBERYRA A D %@@%&%ﬁ
PCT/ EP2005/ @ali®ascular diseases, stress and glaucoma.
25

efesfect w |

As described in the experimental part hereinafter, the inhibitory effect of the present
compounds on the 113-HSD1-reductase activity (conversion of cortison into cortisbl)
has been demonstrated in vitro, in an enzymatic assay using the recombinant 113-
HSDI enzyme, by measuring the conversion of cortison into cortisol ﬁsing HPLC

30  purification and quantification methods. 11B-HSD1-reductase inhibition was also
demonstrated in vitro, in a cell based assay comprising contacting the cells, expressing
11p-HSD1 with the compounds to be tested and assessing the effect of said compounds
on the formation of cortisol in the cellular medium of these cells. The cells preferably
used in an assay of the present invention are selected from the group consisting of

35 mouse fibroblast 3T3-L1 cells, HepG2 cells, pig kidney cell, in particular LCC-PK1
cells and rat hepatocytes. |



-39 from0.005 ng/kg to 100 ng/ kg body wei ght. A nmethod of treat neht may

al so include admnistering the active ingredient on a reginen of between
one and four intakes per day. 5 Wiile it is possible for the active

i ngr edi ent e nistered alone, it is preferable to resent it as a
phar naceut |"i‘§1l2 0@8%?& tion. Accordingly, the present in grjrp"?l)ﬁ?\(”f“?ﬂ%er

provi des a pharmaceuti cal conposition capgrising a conpound according to the
present invention, together with a pharmaceutically acceptable carrier or
diluent: The carrier or diluent nust be "acceptable" in the sense of being
conpatible wih the.other 10 .ngredient f the co It an

del et eri ous £ ?’?ﬁién@}éél?eﬁfrgﬁ?f“s %épggfowéﬁgleﬁﬁg}pﬂgﬁ%?? ?at:@rﬁfgég?{ ons of
tEi S i nven]E | @hammegeiizally aqveptahle fr@hom‘a,s addithvogalts, gadtérnémyamindsand he art of

phar macy, forgd ﬁmﬂ@ IWisd RS S %?ha.gm,t nnaro et
al . Rem ng ton s ar na : utrlﬁcal Scéljfeé’nces 18t hﬁﬁ&rﬂ%&ﬁﬁt‘b#ﬁﬁ; 541&0#%
Conpany, 199@88%@&9(1@@ heaoess (cgrtisel formption i dlisaiders wiere s dasrasad leyal oBind t hei r

Mangf actu ];Be) acti\réél@do%@@lbl&lﬂ(is’iﬂésifalﬁé fsae asvfﬁetacsmwsyndiém& hepdRaab&sl, ar conpound,
I N Dase orm ar.

ddi e.actlve ient i.s conbined in
intimate adm”%'?fﬁggq Ofen%flfr' B’ﬁﬁ@’g’h{ \h %@%‘f?f%gﬁg é&?lﬂ?‘é FM&zhi ch may
take a wi de \haparmlglom,fobbsntynmabelespebﬂmty\gelaiﬂd cdlélof/ascmiandlsqasaspa'teatosderosie,si red

for admni st rﬁfe#d%@lerolﬂ g%[{%ﬁﬁrr Hﬁ&?ﬂ}ds%aﬁe&&e SRR %@B@c@xﬁ&c%& dgdly in

unitary dosage torm sw t era ystem c m ni st rat I’on such

as oral, per Efessrelatd disgyders and Blaé%ﬂla aMnl‘l?TerHaE‘%‘H“&‘F toteeat gathelogies sych as for

adni ni st r1|at l Qﬁarﬁplé h)be&tw :h’ﬁbét&b ﬁg}p@Q;:(ﬁdheteﬁ, cﬂféﬁ@r RRkel)cardyRsclilMksedNes,Vi a a
cream ge Qr i ke. Fo aring the corrp05|t|ons
in oral dosaﬁ %B laugqra. ePﬁéorﬁngg?‘ﬁ %"@hﬁ“@ &ﬁ%%ug ng be enpl oyed,
such as, for pethalcgiee asspeinted mm&ngtsyc«zrhsql fointagion shchak obssitydiabictes, dhickity i n t he
case of oral rélhﬁ#h%dﬁ%@s‘&ﬁfa@&béh@és i @hu@Sma Suspensi ons, syrups, elixirs and
solutions: or so carriers such as starches, sugars, kaolin, lubricants,

bi nders, disintegrating agents and the like in the case of pomders pills,
capsul es 13nd It &lelvaifshe Wiitaobthe 06mp<hmds a@aﬁﬁng 10 twmmtbhlmélbﬁs‘lprombd gts and

capsules re u | in which

case soli dphartﬁg%g% Ehg?r[e ca t carri nrsetgrgxag?w ousﬁ%%gag lﬁlﬁq %}%ﬁ)m@nr parenter al

conposi t i ons sufféringcfeom apathplogy assaeiated Withcaenss ccerésczltf«mrnatlen weltiely comnrlsmeast in

lbgr ig(ra]CFﬁ(rand aﬂxﬂﬁn eigceﬁﬁ reﬂ'e?ﬁl{eeﬂﬁcﬁﬁ?f a doR ouﬁ&ﬁdEBf&xg tb%@ﬂr@seﬁpin%dtioht \>/l\/n ”ﬁy
sol ut | ons or exa ic

the carrier %%wée@cwww %FH%%OIGPW%“’%‘W%P iqa’gFg tWP?‘F’GP‘ﬁ of

sal i ne and glofaeempsumdiHcerding toihe divehtien, o epenbloodal aniials) iscludieg pr epared in

whi ch case 3%&5‘&8{ opriate liquid carriers, suspending agents and the |ike

may be enployed. T'n the conpositions suitable for percutaneous

adm nistration, the carrier optionally conprises a penetration enhancing

agent and/ or Iﬁsmustaalab cHSTiheARtRnARIORtion 8Pprlo0TdR alcymp e deestdiip 1e 86/ 024627

PCT/ EP2005 105p418n7t mventlon for use as a medicine. In particular to use the compound according to

25  the present invention in the manufacture of a medicament for treating pathologies
associated with excess cortisol formation such as for example, metabolic syndrome,
type 2 diabetes, impaired glucose tolerance (IGT), impaired fasting glucose (IFG),
dyslipidemia, hypertension, obesity, diabetes, obesity related cardiovascular diseases,
arteriosclerosis, atherosclerosis, myopathy, osteoporosis, neurodegenerative and

30 psychiatric disorders, stress related disorders and glaucoma, in particular obesity,
diabetes, obesity related cardiovascular diseases, stress and glaucoma.

The amount of a compound according to the present invention, also referred to here as-
the active ingredient, which is required to achieve a therapeutical effect will be, of

35  course, vary with the particular compound, the route of administration, the age and
condition of the‘recipient, and the particular disorder or disease being treated. A
suitable daily dose would be from 0.001 mg/‘kg to 500 mg/kg body weight, in particular



with suitable additives of any nature in mnor proportions, which additives
do not cause any significant deleterious effects on the skin. Said
additives may facilitate the admnistration to the skin and/or may be

hel pful fowoppenaidng the desired conpositions. These mompesisisoans may be
adm nistered in various ways, e.g., as a transdennal patch, 5 as a spot-on
or as an ointment. As appropriate conpo3Ptions for topical application
there may be cited all conpositions usually enployed for topically

adm nistering drugs e.g. creans, gellies, dressings, shanpoos, tinctures,
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creans, gellies, ointnents and the like will conveniently be used. It is
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-414rrethy| .phol j ne, " stands for N, N d||soaa£gamga{bod||mde
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shampoo or the like. For example, in preparing the compositions in oral dosage form,

rE

any of the usual pharmaceutical media may be employed, such as, for example, water,

25  glycols, oils, alcohols and the like in the case of oral liquid preparations such as
suspensions, syrups, elixirs and solutions: or solid carriers such as starches, sugars,
kaolin, lubricants, binders, disintegrating agents and the like in the case of powders,
pills, capsules and tablets. Because of their ease in administration, tablets and capsules
represent the most advantageous oral dosage unit form, in which case solid pharma-

30  ceutical carriers are obviously employed. For parenteral compositions, the carrier will
usually comprise sterile water, at least in large part, though other ingredients, for
example, to aid solubility, may be included. Injectable solutions, for example, may be |
prepared in which the carrier comprises saline solution, glucose solution or a mixture of
saline and glucose solution. Injectable suspensions may also be prepared in which case

35  appropriate liquid carriers, suspending agents and the like may be employed. In the

- compositions suitable for percutaneous administration, the carrier optionally comprises
a penetration enhancing agent and/or a suitable wettable agent, optionally combined



Extrelut is a product of Merck KgaA (Darnstadt, Germany) and is a short
colum conprising di at omaceous earth. Supelco is a prepacked silicagel
liquid 5 chromat ography colum. For sone chenmicals the chem cal formula was
used, e.g. CH2Cl12 for dichl oronmethane, CH30H for nethanol, HCO for

hydr ochl or WO He¢/Qp4622S04 for sul furic acid, and NaHCOBPEHEPXEHIUMThydr ogen
carbonate. 10 A Preparation of the intgjediates Exanple A 1 xo° x Cl
Preparation of If internmediate 1 4-chloro-2-nethyl phenol [1570-64-5]
(0.0049 nol) was stirred in dioxane (15 m). Sodi um hydride (0.0049 nol)
was added and _the m xture was stirred for 30 m nutes, 2-

Br onp- 2- net hwtblswwmd@tam of any natugg iRepRgT RopRrtionss waichpddiiyes dppnas payse. 005

Vﬁ\g{ ) V\/E(i; r1r15) 1ﬁ<|5d 1kt 8161 QRS off tﬁétslﬂhGSﬂ@%g&ﬁstLrﬁ ﬁé’ ﬁfa'i’é m@: hat GO'CI':h
er ure ed w onet hane e
| ayers were @ﬁ%ﬁ#& toﬁ%sq“%%ﬂfzgﬁ%ayl lﬁ%}p\@@é& EEI??HPE ‘{1‘3%051 HORS
extracted w Thesd k:cmpommmurbe adibiirdstersé pavanioesiwaysye.gi, as b ayesdennad patels,hed,

{1 ered 4 hr QHglhoRXh bl oyt NS dpplopt oG oliBosip BB Apoigh o27 AU vas

purified over si

I Ca e
The product fhemasobﬁsmtﬁd ﬂﬁ cempesitians ysualiy etnmbygé lfqrémlca(lb@dmaﬁm drgs
yielding 0.143 &Gedhs, | élh@J Hﬁgén@iesh’am pE2 BRéBred) pAst, ot ABRS %Elv@% S%d&s

i nt di at t hyl d

(o o e 5 e %p@g%m oA D osel it aar R A

rmnohydr ochl fuchde n{tidgerh 2arbbid didkideLa fidoh, oowjthaund pﬂopbuﬁn@mbdsld—ﬂumpmtayg azol e
0.011 3 t

Lenper ar i o, fOp 16Uk, SFSERARPRS ot as TikihiFq buhidfldn ofch thn B GRS, G b

tricycl o 3. 32 swalg, Injpasistlar, zeraﬁph«écormmﬁmﬁmh.a@éalyeﬁwz@ns gelligy, ofntmentts ol ) .

The reacti onady thé Uk@wilPEonvédibrtBbef86d.5 hours at room tenperature 30 and then
washed with a 15 %citric acid solution, with a 5 % NaHCO3 sol ution with

water and with brine. After drying, the solvent was evaporated, yielding 2.5
g of internids especidlly adbnitdgedts oXdfidnlate BERfGrPROMhed pifmhaceudidal Exanple A .3 N

a) Prepagati Q&nﬂgsitgng in%ojsadgei Bk SR R of adnfiniifidhibn and uniformity of dosage.
Dosage unit form as used in the specification and claims herein refers to physically
discrete units suitable as unitary dosages, each unit containing a predetermined quantity
of active ingredient calculated to produce the desired therapeutic effect in association
with the required pharmaceutical carrier. Examples of such dosage unit forms are

20 tablets (including scored or coated tablets), capsules, pills, powder packets, wafers,
injectable solutions or suspensions, teaspoonfuls, tablespoonfuls and the like, and
segregated multiples thereof.

In order to enhance the solubility and/or the stability of the compounds of formula (I) in
25  pharmaceutical compositions, it can be advantageous to employ ¢, - or Y-cyclo-
dextrins or their derivatives. Also co-solvents such as alcohols may improve the
solubility and/or the stability of the compounds of formula (I) in pharmaceutical
compositions. In the preparation of aqueous compositions, addition salts of the subject
compounds are obviously more suitable due to their increased water solubility.
30 | |
Experimental part

In the procedures described hereinafter the following abbreviations were used : "DIPE"
stands for diisopropylether; "EtOAc" stands for ethyl acetate; "DMF" stands for

35  N,N-dimethylformamide, “TEA” for N, N-diethylethanamine “DMAP” for N,N-
dimethyl-4 -pyndmamme, “EDCT” stands for 1-(3-dimethylaminopropyl)-
3-ethylcarbodiimide, “HOBt“ stands for hydroxybenzotriazole, “NMM” stands for -



NLO-cHs LAOJ internediate 4 2, 3-Di bronopropanoic acid, ethyl ester (0.05
not) was added to a suspension of 2-am nophenol (0.046 nol) and potassium
carbonate (0.135 nol) in 2-propanone 5 (250 m ) and then the reaction

m xt ure wawobhegedy and refl uxed over the weekend.. ThepcmEpebasioe419aS
filtered and the filtrate was evaporated yielding a mxture of internediate
3 [22244-22-0 and internediate 4[ 177202 350 71. 1 3 NDb) Preparation of o '
o-c,lc, internmediate 5 0 Potassium carbonate (0.03 nol) and i odonet hane
(0.03 m)l) were added to a solution to of a mxture of internediate 3 and

i nt er medi at 64~ﬁleﬂ'@’hﬁdrphﬁﬁnb “DIECII epadofoe N, N hdiisoprepyitdatboditinideané was stirred

and refluxed,. ni T Lesul ti meﬁé pitate was filtered off, washed
A s fof W i rob B -

with 2- propan aporated. The obtai ned residue
(3.2g9) was dEmmit%ds aproauqmpﬁmmmKgam(Datr)astaithemnaaymd@msmqolmn the

sol uti on was, n ' | -pat ed again,

yi el di ng 1. 9 (lsrﬁ%cé?ﬁr?egftgt gu%él %@ﬁﬁ?ﬁ%@é@?ﬂﬁ%ﬁﬁ%&% Preparati on of
O H mterﬁmd@é@féategfadlqug’éi}utlon of intermediate 5 [54442-28-3] (0.0086
Lml) lnTEydrmfsbmé bﬁeﬂﬁalﬁth%@ﬁerﬁmalﬂbﬁmﬂélwlasté&ﬁ, égI(L‘HleClz mdid mﬂtfﬁbmxmdna‘ or 3
ours en cti s,cool e | ed w.th.ice-water.
Pot assi um hyéﬁSQ 8”\?/8@”5’?&1#%5#& B ag,}gidﬁ?ﬂgdﬁ‘ Q# 183‘216 %gs extracted
wi t h Et OAC alNaHG03 Hordiodinindrydmseh earbonafthe aqueous | ayer was acidified wth
HCl and extracted wi th dichl oronet hane. The extracts were conbi ned, washed
wi th brine and concentr at ed, yielding internediate 6 [212578-38-6]. WD
2006/ 024827 £dicpae 5/intermediafes Exanple A.4 xo N a) Preparation

of i nt er medi aErg_dE@A(lPhenyl rret hoxy -tri cycl o[ 3. 3. 1. 13" 7] decanone[ 167856- 60- 2]
(1.5 g) was dissolved in et han Hydr oxyl am ne. hydrochl oride (0.9
ve§

g) was added foll owed by 2N 5 R The m xture was stirred
overni ght . TiRepapdtidhiofes were reno evapormtermldlaﬁrld the residue was

cxtractod w1t ol chopetbanteThes SU9aN o | e v amsnel i ori e
Sodium hydride (0.0049 mol) was added and the mixture was stirred for 30 minutes. 2-
Bromo-2-methylpropanoic acid, ‘l,l-dimethylethyl ester [23877-12-5] (0.005 mol) was

15  added and the reaction mixture was stirred overnight at 60°C. Water (5 ml) was added.
‘The mixture was washed with dichloromethane. The layers were separated. The
aqueous layer was acidified with HCI, then extracted with dichloromethane. The
: sepérated organic layer was washed, filtered through Extrelut, and the filtrate was
evaporated. The residue was purified over silica gel (Supelco) on a glass ﬁlter‘(eluent :
20  CH,Cly). The product fractions were collected and the solvent was evaporated,
yielding 0.145 g of intermediate 1. |

Example A.2
‘ Br, }Nﬁ
Preparation of 2 ' intermediate 2

0

A mixture of 2-bromo-2-methyl-propanoic acid [2052-01-9] (0.01 mol), N'-

25 (ethylcarbonimidoyl)-N, N-dimethyl-1,3-propanediamine, monohydrochloride [25952-
53-8] (0.011 mol) and 1-hydroxy-1H-benzotriazole (0.011 mol) in dichloromethane (50
ml) was stirred for 30 minutes at room temperature, then N, N-diethylethanamine (0.03
mol) was added, followed by tricyclo[3.3.1.1>"]decan-2 -amine, hydrochloride [10523-
68-9] (0.013 mol). The reaction mixture was stirred for 5 hours at room temperature

30  and then washed with a 15 % citric acid solution, with a 5 % NaHCO; solution with
water and with brine. After drying, the solvent was evaporated, yielding 2.5 g of
intermediate 2.



7. 1{ N~/ b) Preparation of c~ internediate 8 10 Internedi ate 7 was
dissolved in 7M NH3/ MeOH (40 m ), Raney Nickel (0.5 g) was added, and the
m xture was hydrogenated at 14C. The mi xture was filtered, and evaporated,
yi el di ng 1.?%]32% of internediate 8 as a 1 to 1 mxture of its cis and trans

i soners. 1Y BN ation of the conpounds Exanple B. PCEEEHMFMI¥N of o N,
iiox conpound 1 O 1-Hydroxy-1H benzotjxzole (0.0007 not) was added to a
solution of intermediate I (0.0006 nol) in dichloronmethane (10 m) and DWP
(5 M) and the m xture was stirred for 10 m nutes. Then

‘N (et hyl carboni m doyl ) - N, N-di net hyl 20 1, 3- propanedi am ne,

nmonohydroclil oride [25952-53-8] (0.0007 nol) was added and the m xture was
stirred for BRamploat®s. After addition of (1 a,3a,4a,5(3, 7(x)-

4-am notricycl o[ 3.3.1.13" 7] decan- it ol [62058-03-1] (0.0007 nol), the '
reaction m xture was stirred s ght and the sol vent was evaporated. The
obt ai ned resi c;ug was, . dissol ve%ﬂdﬁphg romet ha‘?]? an&l tgen washed with a 15
%citric aci dsoThPPEM %nd with 2 aol\(fa sol uPPFeERediql organi c | ayer was
dried through Extrelut and the solwvemt was evaporated, yielding 0.170 g of
conpound 1. WD 2006/ 024627 PCT/ER28Q84-654197 -44- Exanple B.2 Preparation
of -L conpound 2 Sodi um hydri @ 609% (0. 0009 nojerMegiaadded to a stirred
sol ution of 3,5- dinethyl phenol (0200098 nol) in dioxane (5 m). The nixture
was stirred 23rDib®maprenaneis apidf eshyd estat @ (Hadolhves added tp@suspension was added.
The react | 0nofth oBhaias (F48hé1) £l fossifimAoRat2 (0. 7 mol) EALpRRpRRGHAON at
room t enperature. %{fgr é% m ), was =~ added and the m xture s extracted with
di chl or on®t h&m8 mbrard thenythyireaction wixtygg was stirsed anddeifluxed oyer the weekepd g The 1 and
tﬂe sol vent m:sme\»s;@qscﬂhateedndillieeﬁltraﬁiwiuevaiﬁamtewyietdixg_lh2 W%%gﬁiﬁe ]

chr omat ogr ap lnaS{ 114 . uent : 1 , . The
pr oduct frac?%f%ir?\sﬁ'zvv%?jeé“go&Iteg’%fi%létgg'ﬁg%m'@b ]\/ent was evaporated. The residue
was 10 dissolved in dichloronethane and washed 2 tinmes with a potassium
hydr oxi de solution. The organic I¥8yer was separated, dried, filtered of f
and the sol vent was evapor at ed; Nel ding 0.175 g of conmpound 2. Exanple B.3

cx b) Preparation of 07 N-0—CyHs intermediate 5
o - '

Potassium carbonate (0.03 mol) and iodomethane (0.03 mol) were added to a solution
10  ofa mixture of intermediate 3 and intermediate 4 (0.01 mol) in 2-propanone. The

reaction mixture was stirred and refluxed overnight. The resulting precipitate was

filtered off, washed with 2-propanone and the filtrate was evaporated. The obtained

residue (3.2g) was dissolved in 2-propanol (50 ml) and in DIPE (50 ml). Then the

solution was washed with water and with brine and concentrated again, yieldjng 19¢g
15  of intermediate 5 [54442-28-3].

s
| CL,
- ¢) Preparation of Oj\ro—H - intermediate 6
i :

A solution of intermediate 5 [54442-28-3] (0.0086 mol) in hydrochloric acid and 2-

propanol was stirred and refluxed for 3 hours. Then the reaction mixture was cooled

and diluted with ice-water. Potassium hydroxide was added until pH 8 and the mixture

20  was extracted with EtOAC and with dichloromethane. The aqueous layer was acidified
with HCI and extracted with dichloromethane. The extracts were combined, washed
with brine and concentrated, yielding intermediate 6 [212578-38-6].



Preparation of .,,,i~ conpound 3 0 15 A m xture of

2-[ (p-chl onphenyl ) sul fonyl ] - 2- met hyl propi oni c acid [28361-38-8] (0.00028
nmol) in dichloronmethane (5 mM) and DM (5 ml) was stirred and 1-hydroxy-
1H benzot rwa2@le®824607 00033 nol ) was added. Then t he m xtPETEPRHS/O0$019T red for
10 mnutes and N'-(ethylcarboninidoyl)aﬁg N-di met hyl -1, 3 - propanedi am ne,
nmonohydr ochl ori de [ 25952-53-8] (0.00033"1fiol) was added. The resulting

m xture was 20 stirred for 10 mnutes and (I a, 3a, 4(x, 5(3, 7a)

-4-am .inotricyclo[3.3.1.13 ]decan-1-0ol [62058-03-1] (0.00033 nol) was
added. The risaopleoh4m xture was stirred overnight at roomtenperature and
then the sol vent was evaporat%ﬁ The residue was purified by colum

chromat ogr aphy over silica gel™ ent CH2Ch/ CH30H 98/ 2). The product
fractions wene peQal-gich6el and t was evappnatfste 7yi el ding 0.094 g of
conpound 25 anple B.4 a) Pr epara n of O ,1 conpound 4 A m xture of

2-[(4-chl orophenyl )thi o] 2- et hyl propanoi ¢ acid [17413-74-0] (0.0007 nol)

in dichl 7 d WO
2006/ 024627 P@P@%‘“ 5627 5%’8}@3@5“ ModbndPl 678864602 (15 &) WaSaisolval 8! an

1- [ bi s( di met3HAp e P’@ﬂ@fmihweﬂ%%%(g?(ﬂ)N@ﬁﬁd“r?é)f%HWférbéﬁ%%sphat e(1-),
3- oxi de (5HB1K0)HQ1(DM)5 'Iﬂialxﬂjxmﬂcbﬁﬁédo hit. Sthie vblakifes fweke tkmot@dibyt

(la, 3a,4a,5(3 not.ri ¢ ec 1]

(0. 00075 rmle)vap A Rl S qi%ﬁgﬁ‘@t“g@d%“ éu?frh&[i’%%? %m at 40C
and the sol mastwasbmi \&tlebmpodmcb@/lgsmé and svaporatedayieldingsiot g eflintenmediate

di chl oronet hane and then the solution was washed with a 15 %citric acid
solution and with a sodium carbonate solution. The organic |ayer was
separated, dried, filtered offNand the solvent was evaporated The obt ai ned
resi due was puri fi ed by coI unm mat ogr aphy over silica gel (Supelco)
(eluent: di c%ig; onet ha The actions, were coI8I ected and the

sol vent was ed yielding O @4 g of CHPedi®ads 1) Preparation

of ¢ N .10,1i dhienﬁﬂﬁ@é)mﬂds Bissdlvéd iA 7™M XHyMeOH (m&ppkmﬂy‘ﬂlck(eﬂ(m@%srml ) in

di chl or onet stlrre

3-chl orobenrz]agﬁgdéé&(goﬁero |‘€asz%1| ?’Eﬁ%éiﬁgl ?ﬁem‘s"“%a&’a%ﬁ“efﬁ% aP%actl on

m xture was eveparatedj yw@nmilémofamemndmtq&mlmhmextem@fvtasihenﬂmsh a sodi um
carbonate 15sgmdrgtion. The organic |ayer was dried by filtration through
Extrel ut and the sol vent was evaporated, yielding 0.13 g of conpound 5

Exarrpl € 5 B. Preparation of the compounds

Example B.1

Preparation of ; " >ﬂ’ wou  compound 1

1-Hydroxy-1H-benzotriazole (0.0007 mol) was added to a solution of intermediate 1
(0.0006 mol) in dichloromethane (10 ml) and DMF (5 ml) and the mixture was stirred
for 10 minutes. Then N'-(ethylcarbonimidoyl)-N, N-dimethyl- :

20  1,3-propanediamine, monohydrochloride [25952-53-8] (0.0007 mol) was added and the
mixture was stirred for 20 minutes. After addition of (1(1,30t,4(1,5 B,70t)-
4-aminotricyclo[3.3.1 .13’7]decan-1-ol [62058-03-1] (0.0007 mol), the reaction mixture
was stirred overnight and the solvent was evaporated. The obtained residue was

dissolved in dichloromethane and then washed with a 15 % citric acid solution and with
25  aNayCO; solution. The organic layer was dried through Extrelut and the solvent was
evaporated yielding 0.170 g of compound 1.



Preparation of (Xo o, conpound 6 o

N- (et hyl car boni m doyl ) - NN- di net hyl - 1, 3- pr opanedi am ne, nonohydrochl ori de

[ 25952-53-8] (0.0022 nol) and 1-hydroxy-|H benzotriazole (0.0022 nol) were
added 20 t jon of internediate 6 [212578-38-6] ( | n DVF
(25 m) an&w?ﬁ@%#l% fture was stirred and war ned (400 . %ﬁc%oog@t{}ﬂ on of
4-am no- (la,3a,4a,5[3,7a) tricyclo[3.3.44-13" 7] decan-|-ol [62058-03-1]
(0.0024 rnol) in hot DVW was added and the reaction mxture was stirred

overnight at roomtenperature. The m xture was poured out into ice-water
and was extrﬁt ed1 ﬁéh Et OAc. The obtai ned 25 extract was washed with water

and with bri fien dried and concent ated, yielding 0.040 g of
conmpound 6. 30 WD 2006/ 024627 / EP2005( 054197 -46- Exanple B.6 0O
Prepar ati on oPrepatatiod bon conp 07 uN dr oxy- | H beéfgsing2azol e (0.001 nol)
was added to a stirred m xtur )Yi\rret hyI benzof-urancar boxyl ic acid

[24673-56-1] (0.0009 m)t i n_di chl or Omet hane (5 nil) and DVF (5 m). The
m xture was §PF1¥“F1¥31B"1¥1§?( 0)(R-PAPO arolywas ﬂdﬁéfqﬁﬁtﬂ@dso ution of 3,5-

car boni mi doyld)mé\slﬂpnan mob9&ma 13h aRaneds ). MEhe MRAGE WIS QERddoot 45

[ 25952-53-8] _(.0. 001?i 61 The esueﬁg g xture wa stlrred for 1
hour beforeré’P‘gess @%{‘% Zg ?]5 d?? © jeagion f¥es of '
[ 62058- 0351] stu(rédfwi hmnls)atsmg ﬂ)ddedemigh'eatrrmtm@eratmi‘é(ater (Parsl)stasr r ed at
room t enpera LNToni um

bi car bonat e Lilgae?l Q\B?JIH [ g&ﬂ ?ﬁga u(ﬁ%é&ﬁ%‘)ﬂﬁ%ﬂgﬁé h%&m%%ﬁ%\%%ﬁ | socyanat e
pol ystyr ene @qpagate @ffard thegelvenhwassevapargigyl ?@sgla@yasp

resul ting m% ubnmuafﬁroxﬂwéquhyfo&ér silidaquer (ﬁlpélcé) (bmeﬁtede(Tb/EmoIH 9812 Was

d d fied
chronat ogr a‘;’}ﬁ;i‘» B RS Fefidlin el enn elfenmiBd T e o
col | ect edo andmsdﬁecismld}@ﬂnromet@armdcwaah@oz m;aesa'wuh agoRssiutv hydrofide solstimonpound
7. Exanple Brppe %rqgaﬁfcq BRE dhd bt d,cmiigegﬂﬁé}e@%ff/inmtsurvg@asgegm (1) 0

(0.00026 nol ) an acetonltrl was stirred. H2 m) was

added dr opwi Jildipg0dhaepk %?R%‘ﬁ di xture was stirred overnight. The mixture
was poured out on ice. The m xture was neutralized with a Na2CO3 sol uti on.

The m xture was extracted with CH2C12. The organic |ayer was separated,

dried, Example B.3
< > ||_$(

15 A mixture of 2-[(p-chlorophenyl)sulfonyl]-2-methylpropionic acid [28361-38-8]
(0.00028 mol) in dichloromethane (5 ml) and DMF (5 ml) was stirred and 1-hydroxy-
1H-benzotriazole (0.00033 mol) was added. Then the mixture was stirred for 10
minutes and N'-(ethylcarbonimidoyl)-N, N-dimethyl-1,3-propanediamine,
monohydrochloride [25952-53-8] (0.00033 mol) was added. The resulting mixture was

20 stirred for 10 minutes and (1a, 30,40, 5B,70) —4-aminotricyclo[3.3.1.1>"]decan-1-0l
[62058-03-1] (0.00033'm01) was added. The reaction mixture was stirred overnight at
room temperature and then the solvent was evaporated. The residue was purified by

Preparation of 2 N\ulon compound 3

column chromatography over silica gel (eluent: CH>Cl,/CH;OH 98/2). The product
fractions were collected and the solvent was evaporated, yielding 0.094 g of compound
25 3.

Example B4

a) Preparatlon of : Jﬁ’

A mixture of 2-[(4-chloropheny1)th10]-2-methy1propan01c acid [17413-74-0] (0.0007
mol) in dichloromethane (5 ml), DMF (5 ml) and DIPEA (0.5 ml) was stirred and

mou  compound 4

T N



filtered and the sol vent was evaporated. The residue was purified by colum
chromat ography over silica gel (Supelco)(eluent: CF[[2CI 21CH30H 98/2). The
product 25 fractions were collected and the sol vent was evaporated, yielding
0. 057 g ofwaomwpowezr 29. 30 WD 2006/ 024627 PCT/ EP2005/ @84XE97005/6054797 Exanpl e
B.8 cl Preparation of O N conpound 30 IIN-6-N uo A mxture of conpound
32 0(0.1 g), CH2C12 (10 nil) and TEA (ZmM ) was stirred.

N, N- di et hyl ami nosul fonyl chloride (0.15 m) was added dropw se. The
reaction mixture was stirred overnight. DVAP (cat. quant.) was added and

t he m xt ur e Iwhis(dmsthylamiab )methglae joMébenmiriazoliing hekaftuoraphosphatee), ed washed

with a 15% g tJ:i cgﬁﬁlg ' o] Q]{H!i&:f PRsrsepar ated, dried,
filtered an? cﬁ){%dee olv EQ'%$61283%%@§?'eé§ e Algg%?(ﬁjsue vvé%cs urified by colum
chr omat ogr afhg-3@#es5 P14 deargiaptricyolpig ) ke by deranelre! [6@%13211&319917599@_) . The
grgggct f][a‘ﬁds%@ed“ﬁ'h. gr&?ﬁ&rﬁﬁExb@&Ie%%sﬁg&e@lov%ﬁﬁgfgﬁim%ném][v%{aﬁﬁas yi Iel di ng

: g of conpoun : anpl e a) Preparation of ' 0 x cC
Conpound 31 IRTIED Thetpstisres s il popeptes ¢ Joluipy was
chl or oacet owaskdd veith 1519 citnia acidisblutienl andlwizlh 8 dodiiin Sarsbatewscdutiood dheand t he
m xt ure was LET e he m xture
was stirred % alél fcr%?%ﬁ% %W\éﬁ%ak%?déﬁ\ﬁégégg%@gm o%{ve%\ﬁ??%g%?ﬁﬂgﬁem xture was
neut r al i zed ofaitied sesidie @8 pubifiest hyotelummn ehramptographyraver sitics sl Bepelgod h - CH2C12.
The org fnhc (l_a#ﬁéiﬁfdi&l_ﬁ%roﬁﬁthﬁﬁe’).t THe Fﬂ{d}l&%cﬁdf)ﬂstv&rr%é’og%%grﬁﬁ@th% @J)N@ﬂtwat!\/as
evapor at ed. e resi r alliz rom : e precipitate was
filtereddof £VaROFRC ﬂeg‘ﬁ?éﬂ@?@‘f%\f;ﬁﬁ)@o%‘?g84% of conpound 31. b) Preparation
of G ¢ Nconpound 32 ¢ T) Il H20 A mxture of compound 310 (0.0042 nol),

thiourea (0.006 nol), et hanoPﬁ m Hand
: b) Preparation of ; N'%...“on compound 5
3 ‘

(0]
A mixture of compound 4( (0.00043 mol) in dichloromethane (15 ml) was stirred at -
50°C and 3-chlorobenzenecarboperoxoic acid (0.0005 mol) was added. The reaction
- mixture was stirred overnight at room temperature and washed with a sodium carbonate
15  solution. The organic layer was dried by filtration through Extrelut and the solvent was
evaporated, yielding 0.13 g of compound 5.

Example B.5

|
N.
SOV
~ Preparation of oj\(’*”m& - compound 6
o) OH ‘

N'-(ethylcarbonimidoyl)-N,N-dimethyl-1,3;propanediamine, monohydrochloride
[25952-53-8] (0.0022 mol) and 1-hydroxy-1H-benzotriazole (0.0022 mol) were added

20 to a solution of intermediate 6 [212578-38-6] (0.002 mol) in DMF (25 ml) and the
mixture was stirred and warmed (40°C). Then a solution of 4-amino-
(1o,,30,40,5B,7a) tricyclo[3.3.1.1*"|decan-1-01 [62058-03-1] (0.0024 mol) in hot DMF
was added and the reaction mixture was stirred overnight at room temperature. The
mixture was poured out into ice-water and was extracted with EtOAc. The obtained

25  extract was washed with water and with brine and then dried and concentrated, yielding
0.040 g of compound 6.
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acetic acid (4 mM) was stirred and refluxed overni ght. The mi xture was
poured out into water. The m xture was neutralized with a Na2CC3 sol uti on.
The mixture was extracted with CH2C12. The organic |ayer was separated,
dried, fil d..the solvent was evaporated. The resjdue
crystalli zé@?@gﬁﬂ PE. The precipitate was filtered 25 ngrkipaqufoap?

yielding Ig (63.6% of conmpound 32. WD 2§46/ 024627 PCT/ EP2005/ 054197 ' 48-
Exanple B.10 C Preparation of | oN a o conpound 33 0o Ns 6 A m xture of
conmpound 32) (0.00026 nol), CHzCl12 (10 m) and TEA (1 m) was stirred.

Met hanesul f ony| CQ'ﬁEi de (0.0006 nol) was added dropw se. The reaction

m xt ure was dverni ght. DVAP (cat. quant.) was added. The m xture was
5 washed with water. The orga haler_yas separated, dried, filtered and

t he sol vent wBepamtiempof at ed. esi’éﬂﬁ%&no}puri f caopdmpd i gh- per f or mance
i quid chromat ography. The product fract¥oAs were coll ected and the sol vent

\I;\?Zpg\rlgflo(r)ﬁ gg’l%ogﬁlcg}]%n Zﬁ (8%}1 il m X{l&?egﬁgfa%ﬁg@}nﬁnﬁ I{#o toI yl - al ani ne
[ 117755- 95- 0P-1ethylbenz ﬁca@wll%@ldd@%méﬁ 1] (01066 mob. 1@@@ methagen (0. 024
nol ) and CH2 @ i) £4d DVF (5 &l OfHétrhi@fr®waq skirred for 10 mmutes and N'-(ethyl-

?Oégogﬁo% &ﬁmﬁ?"@nw %yggéﬁéag%#éwﬁecarqth h?hgzr eac'(t)lgoﬁ] m xture
was stirred f2195263-8¢uo6l mbl)ms:addadeﬂ‘hmzesﬁltmwmﬂmm ms>sltméfwdshquour ed out

into a colu i ri t u was- washed
with CH3OH gﬁ%ﬁd%%/§5m'r%5ayjh% t rat sggulr :’]Ficéﬁﬁqnol [?%)as(sgﬁbcﬁnormt ogr aphy

(el uent: CI—IS@‘P—@%-@“)@/“@F{M) The gqactiay) rpxturg was giitrgg %rwzfn(m HRre of conpound
34 Egarrpl e BoﬂzéimghCT % l)@mﬂfneiﬂyl)rmﬁlempnﬁﬁﬁblﬁﬁn%ﬁfbgﬂﬁéo34 (07829 md)l)
was di ssqlve s _cogl e t 0 under
o1 ow. TP ol BNEERIDREGR GaF Stk S by Rdetale st 002 ol
wasadded The (I ga¥evabiochém Cat. NowdM -0 16P pwergtadded) Thé msulznglmvrtste Wdse mi xture
(WpS0d) | Thenike f0 WA LRERRGLE HE [IRLR Was SOkl fidindliSaiie S
silica gel. “‘Bﬁ 3%5 %&%?%@P (?lﬁe’ﬁl éﬁ}:@s/ &39&90/%)9]1‘8? ng 0.200g
of conpound %&duct fractions were collected and the solvent was evaporated, yielding 0.144 g of

‘15 compound 7.

Example B.7

Preparation of ; >§|’ "b,,mi compound 29

1k \\\

A mixture of compound (1) () (0.00026 mol) and acetonitrile (2 ml) was stirred. HySO4

20 (0.05 ml) was added dropwise and the reaction mixture was stirred overnight. The
mixture was poured out on ice. The mixture was neutralized with a Na,CO; solution.
The mixture was extracted with CH,Cl,. The organic layer was separated, dried,
filtered and the solvent was evaporated. The residue was purified by column
chromatography over silica gel (Supelco)(eluent: CH,Cl,/CH;0H 98/2). The product

25  fractions were collected and the solvent was evaporated, yielding 0.057 g of compound
29.
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25 Exanpl e B. 13 WO 2006/ 024627 PCT/ EP2005/ 054197 -49 H a) Preparation of o
."4113r conpound 36 A m xture of conpound 27 (0.00146 nol) and hydrobrom c
acid (48% (15 m) was heated to 80C overnight. The reaction m xture was
evapor at edwoQomdnyssess under reduced pressure. The rea®dIEPES51Epeat ed,

yi el di ng conmpound 36 (crude). Hb) Preparation of -'" o conmpound 37 0 5 A
m xture of conpound 36 (crude) and acetamde (q.s.) was heated to 130C for
48 hours. The mxture was diluted with water, stirred for 30 m nutes and
then extracted wth CH2Cl 2. The organic | ayer was separated, dried (Na2SO4)
and t he sol ixampled3.8 evaporat ed under reduced pressure. The residue (still
starting materi al A) was di § ed |n CH3CN. Acetam de (g.s.) was added.
The reacti on m xt S heatZE?Q ours at 17OC| a sealed tube in
the m crowav&™P§ ture was oure glf] Hg m xt ure was
stirred for 30 m nut es and then extrac i d CHZCI z. The organic |ayer

Was sepa][ at @Qm]ﬂﬁﬂe%@céxﬁﬁt?u%@@h ()a(mhg }l?eilzvﬁﬁ?l)\&ﬁéTE)&a(/Q%tﬂ}iﬁvﬁﬂsgg%gg tFGSi due
was purifie co ra en ne o

o/ 108) The%&éﬁ@ﬁ'{h%}ﬂg‘?ﬂyi gﬁ?‘%& é?%fséﬂge%i(‘ﬁ%p"%lﬁq TEREHON o\ apor at ed,
yi el ding 1mtuide gaodtired opemiptt. IMAP@apyeant) wés aided didtha nattierwasf o corrpound
38 HA t I d, t hyl
cater (2°m iipli SECBAURIH. s s WA ol e AN AT TAB AT, |1, T T
reaction m »elytien.whbe ergpnie lyer we sepasipd, gined, ﬁﬁﬁ@?drﬁﬂflttllﬁsel‘(ﬁa’fswiﬁour ed out on
ice. The m XkbpdRatd@STRESiGR wasqﬁn%a By o1l R niufdgrdph Bver BRa Xt Ur € was

extracted w T er, vvas se ar.at ed, d ed,, filtered and
t he sol vent (%%élﬁ’ﬁ ta?%é&’ it ﬁ’u Jugt-iractigns were collicsand the

chr ormat ogr apbiventweds esaparated, g&ﬂdx(xgsop% g of ¢ehpomind 30.CH2CI 2/ CH3OH 98/ 2) . The
product firactions were collected and the solvent was evaporated, yielding
0. 066 g of 25 conpound 38. RECTI FI ED SHEET (RULE 91) ISA/ EP WO 2006/ 024627
PCT/ EP200 5 i@ppfh B8 7 - 50-

H
a) Preparation of OXA/N@'% Yo compound 31
0

A mixture of compound (1) () (0.005 mol) and chloroacetonitrile (5 ml) was stirred.

H>S04 (0.5 ml) was added and the mixture was stitred over weekend. H2S04 (0.5 ml)

was added and the mixture was stirred overnight. The mixture was poured out on ice.
15  The mixture was neutralized with a Na,COs solution. The mixture was extracted with

l

CH,Ch. The organic layer was separated, dried, filtered and the solvent was
evaporated. The residue was crystallized from DIPE. The precipitate was filtered off
and dried, yielding 1.9g (84%) of compound 31.

Cl.
H
b) Preparation of {;f\?ﬂﬂﬁ " compound 32
(6] o |
H

20 A mixture of compound 31 () (0.0042 mol), thiourea (0.006 mol), ethanol (20 ml) and
acetic acid (4 ml) was stirred and refluxed overnight. The mixture was poured out into
water. The mixture was neutralized with a Na,COj; solution. The mixture was k
extracted with CH,Cl,. The organic layer was separated, dried, filtered and the solvent
was evaporated. The residue was crystallized from DIPE. The precipitate was filtered

25  off and dried, yielding 1g (63.6%) of compound 32.



Exanpl e B. 15 Preparation of H' ii conmpound 39 0 A mxture of conpound 32)
(0.00013 nol ) and dihydro-2(3H)-furanone (1.5 m) was stirred in a

m crowave at 240C for 5000 sec. The m xture was cool ed. The solvent - was
evapor at ed. ue was purified by colum chromato ilica
gel 5 (Supdl %2@6[8%% ﬂt CH2C12/ CH3OH 100/ 0 to 0/ 100). Tﬁ@%&%@ “Pfacti ons
were collected and the sol vent was evapggated. The residue was purified by
colum chronmat ography over silica gel (Supelco)(eluent: CH2C12/ CH3OH 98/2).
‘The product fractions were collected and the sol vent was evaporat ed,
yielding 0.1 %9 of conmpound 39. 10 Exanple B.16 a) Preparation of ~o
rw'.",lox c T3 To a nmxtyre of 2-methyl-2-(4-nmethyl phenoxy) propanoi c
acid [23438-11-1] (O. 015 nol ) 8 (400 m), HOBt (0.0165 mol) was added
at room tenpe react it ~g-=x Q@7 \WaS stl 3l conpl ete

di ssol uti on. P%%Hfa? R 165 nol ) G %ﬁgo#grg was stirred at
roomtenperature for 30 mnutes. (la, 3a a ‘Pa)

4-ami no-tri CWM&&e%f&oxﬁﬁo&thymaba@ﬂnoﬂ)GZH%b@ﬁ}ﬂ;]) 0@ TBAGE rilplwhs Was added

d th d 3 h |
was_evapor ai el geBle iy @gﬂ%@%@?&%ﬁeﬁ&%ﬁ%ﬁ?@ Al (el uen :
CH2C12/ CH3OH i@tk @wasstir@8 beymighh D MiAdsatt qians) wasadsledwe e miitirestaed and t he
solvent Was &y Rt @ﬁ}f—‘@ate}" PhdlrBehic EQe&%%P&A@&%e&fﬁlfé%M ¥ sbivett wi

Preparation o ture of compound 13
(0. 00466 nol )exmrﬁ%n“ét&créslii@ ‘a%mn@edbn neHpymange liqyid n{amrqﬂhy at 5C,
DVAP (0. 200 ghheesduaidiRtions werd colldctsd 2all tHl Sofvoht Wik &Vafdsted, Vadiding 0 az (3
m ) was added .dr opwi The reaction mxture was stirred until the 25
tenperature ré %’Hg%’“ﬁgém tenperature. Extra bronpacetic acid (0.00513 nol),

DVAP (0. 200 @(}mﬁf&%ﬂ PCDI (0.00606 nmol) were added at 5C. The reaction

m xt ure was or 2 ho unt|I the tenperature reached room
tenperature. The m xture was The precipitate was purified by

hi gh- per f or naRoepatatiguofl chr omao@]} QQ6/ 024 6@vpd@d/3EP2005/ 054197 -51
(el uent: C112C12/ CH30H 100/0 to 98. 4/ 1. The product fractions were

i g per 18 SRR aE L AP BAEEL Orated%ﬂﬂﬁ‘“’ﬁse@@ésérneﬁa%ﬁ@{&%‘? o

98.4/1.6). TheolpHS(0.009 awod), NYEM (0. 024 mol) and CH,Cl, (80 ml), a solution of
(10,30t,40,,5B,70()-4-amino-tricyclo[3.3.1.1*"]decan-1-ol [62058-03-1] (0.006 mol) in
DMF (20 ml) was added after 10 minutes. The reaction mixture was stirred for 16
hours at 20°C under N, flow. The mixture was poured out into a column comprising
15  diatomaceous earth. Then the column was washed with CH;OH/CH,ClL 5/95. The
filtrate was purified by flash chromatography (eluent: CH30H(2-3%)/CH,CL) over
Si0,, yielding 0.89 g (44%) of compound 34

Example B.12

Pr_epa.ration of ; >ﬂ’ F compound 35

Compound 34 (0.009 mol) was dissolved in CH,Cl, (30 ml). The mixture was cooled
20 to—70°C under N flow. (N-ethylethanaminato)trifluoro-sulfur [38078-09-0] (0.002
mol) was added. The reaction mixture was stirred at ~70°C for 2 hours. The mixture
was washed with a saturated aqueous NaHCO; solution (30 mlh)«\é.nd dried (MgSO4).
The solvent was evaporated. The residue was filtered through silica gel. The
precipitate was treated with diethyl ether, yielding 0.200g of compound 35.
25

Example B.13



were collected and the solvent was evaporated, yielding 0.842 g (37% of
conmpound 5 40. c) Preparation of j conmpound 41 1301 A m xture of conpound
40 (0.00174 nol), norpholine (0.00209 nol), potassium 9 %t_glggo 00348
mol ), aceWORR¥12#@7 (20 nl) and potassi um i odi de (cat. 2 §1 stirred
at 50C for 2 hours. The solvent was evaporated. The residue was dissolved in
10 CH2C12 and washed with water. The orgéni c | ayer was separated, dried
(MgS™), filtered and the solvent was evaporated. The residue was
crystallized from 2-propanol and DI PS. The precipitate was filtered off,
washed with 2-propanol and dried, yifelding 0.290 g (33% of conmpound 41. 15

Exanpl e B. 17 ,¢i ; aratiQQ_ prpoun A3 Zox O A mxture
of conpound fipr{eé\aﬂéggé nol ), t oni% rm’% gorﬂéousnodl um car bonat e
(0.06 g) was stirred. 2-(Methyl am no) et hanol [109 83-1] (0.0003 nol) was
added. The Aaﬂm]'recn”f compbud2 g@.08146 mel) anx!/l?ydiblg’omxc z'l'd’kt(&ﬂ%)\(eﬁmw\mS

evapor at ed. I ke 0 yer silica
gel (Supel c %glt%g(?]"@o %@2%§%ﬂ§%%§ﬁ% #ngéﬁepor tggEo @ryﬁr act | ons wer e

col | ect ed arrdduded pessurenThevgectinnapes rapeaeed yﬁbillltﬁ mnpotl)n@éé((g'udﬁ) conpound 42.
Example B.18 | H a) Preparation of ct~ corrpound 43 1Ix To a mxture of

2- (3-chl or ophenoxy) - 2- net hyl - propan0|c acid [17413-73-9] (0.010 25 nmol) and
CH2C12 (70 m), HOBt (0.012 not roomtenperature. The m xture

was stirred wypidpa@@opbet e dis @ NHgn Of % EDEdmpdhndB2 nol) was added
and the m xture was stirred at roomtenpératurke for 3 m'nutes

(la, 3a,4a,5(3,7a 4- am not cl 137e can-| - ol 058-03-1] (0.012
nmol) was 5add@(‘f”é%1‘EF? WQ“W@B%%@%%&?‘# ) Wesubegted to ggo Girdfe was
stirred at ryam, t’Bﬁﬁmlxairuwas aﬂuﬁemwhtwatéfhmr&dlfmaa mivates avd flehakeakted he ,
resi due was di 5 i uti on, IM
Na2CO8 and %ﬁgﬁ &ﬁ‘hﬂ) ;%@1 egwe;‘? Fh‘?é;il %éclkl\ila S/bfci) aﬁ15(51? 5@8‘%&?’9‘ filtered
and the sol vevaporaigdandsya a‘ﬂEGSS“T%eT}P%@Flé%(SWé@aﬂmgi Ifliltéﬂaltﬁl) wasl urm
chr onat ogr apiysofl vBHWeOH;CN. Acetamide (q.s.) was added. The reaction mixture was heated

10  for 4 hours at 170°C in a sealed tube in the microwave. The mixture was poured out

into water. The mixture was stirred for 30 minutes and then extracted with CH,Cl,.
The organic layer was separated, dried (Na;SO,) and the solvent was evaporated. The
residue was purified by column chromatography (eluent: hexane/EtOAc 50/50 to
~ 0/100). The product fractions were collected and the solvent was evaporated, yielding
15  0.07g of compound 37.

Example B.14

Preparation of ;/ °>§r -’ﬁmmu compound 38

A mixture of compound (1) () (0.00026 mol) and cyano-acetic acid, methyl ester (2 mi)
~ was stirred. H;SO4 (0.05 ml) was added dropwise and the reaction mixture was stirred

ﬂ)l«\\\

20  overnight. The mixture was poured out on ice. The mixture was neutralized with a
NayCO; solution. The mixture was extracted with CH,Cl,. The organic layer was
separated, dried, filtered and the solvent was evaporated. The residue was purified by
column chromatography over silica gel (Supelco)(eluent: CH,Cly/CH3;OH 98/2). The
product fractions were collected and the solvent was evaporated, yielding 0.066 g of

25  compound 38.

RECTIFIED SHEET (RULE 91) ISA/EP



5 CH2C12/ CH3OH 100/0 to 98/2). Two product fraction groups were coll ected
and the solvents were evaporated. The residue was crystallized from DI PE.
The precipitate was filtered off and dried, yielding 1.97g of conpound 43.
b) Prepara ~0 conpound 44 To a m xture of co 0. 00055
nol ) and 3%&?%’?82@ N di et hyl -1 1o propanam ne, hydr oc ‘%t”?"&&“’”%ﬂ@’r-m- 5]
(0.000826 nol) in DVF (8 mM) and toluenesf§2 ml), a dispersion of sodi um
hydride in mneral oil (60% (0.0165 nol) was added in 4 portions over 90
m nutes. The reaction mxture was stirred at 70C for 24 hours. The sol vent
was evaporated. Water was added. The m xture was extracted with CH2Cl2. The
organi c | ayerExamplest®par at ed, dried (MySO4), filtered and the solvent was 15
evapor at ed. The resi due was pelr\%fd by hi gh- perfornance liquid

chr omat ogr aph The oduct fr e _co ect ed an t9he sol vent was
%ﬁ@ e” B. 19 Preparation
of

evapor at ed, y?"éfrpmaﬂan 038g (15
of CL OY - Qconpound 45 20 A m xt ur e ound 32) (0.00026 nol), CHzC12

(fhrﬂl) a{ld s?dzmbmﬁagb@l% 018111(3@)@0@)13 zﬁfﬂldﬁh’ Gar) Fen e ( @Blrfﬂl ) GragiCl dt
e ester W Se. r.eac m xt ure
wasyst irred PdWe% %‘a"a"?ﬁ&% §2 ﬁ‘?@“@é? MWW%& efﬂ"@*"% xture

was filtered wadsrevampmatdd. XThegksidueamas puhified by tolatne chmma@qumyavacblhca'@ab resi due

was puri fized i
CHZCEZ/ (S@%@@@P@@gf‘k}?p@géﬁ?@ﬁg%\g@g 121§ ectfe)ﬁcriéc e soI vent was
evapor at ed, Wﬂmdfﬁdahqsogveef wapevsneragd4h emd}zewe# mnge;_iﬁyrnelpmgozoos/ 054197

-53- Exgrrg!zga oﬁroz&t aphy-aver¥ikiadie g{sﬁ pelce) ﬁgelﬁén@QIMlﬂgHﬁﬁ{O%/Z)l Theprodubi € Of
compoun e

carbon (5% ( eg@[@%ﬁﬁg& K’fm ?evﬂ&ﬂﬁcﬁ ‘%‘%H]rlrﬁg]gz%d%%‘%rogen (1
equi val ent) \mmpemndr?f%d at 50C over night. The mxture was filtered and the
filtrate \yas 5 evaporated. The residue was suspended in CH2C12 and washed
with water. The mxture was filtered through Extrelut filter and the

filtrate was ppeapRRMEd. The resi due was purified by high-performance

l'iquid chromatography. The pr fractions were collected and the sol vent
was evapor at ed lyl el di négf 0. 038 46. 10 Exarrpl e B.21 | =_
aration rm% - compound 13

To a mixture of 2-methyl-2-(4-methylphenoxy)propanoic acid [23438-11-1] (0.015

mol) and DMF (100 ml), HOBt (0.0165 mol) was added at room temperature. The

reaction mixture was stirred until complete dissolution. EDCI (0.0165 mol) was added
15  and the mixture was stirred at room temperature for 30 minutes. (1o,300,40,5B,70t)-

- 4-amino-tricyclo[3.3.1. 13"decan-1-01 [62058-03-1] (0.0165 mol) was added and the
mixture was stirred at room temperature for 3 hours. The solvent was evaporated. The
residue was purified by column chromatography (eluent: CH,Cl,/CH;0H 100/0 to
98/2). The product fractions were collected and the solvent was evaporated, yielding

20 0.290g (54%) of compound 13

2l

b) Preparation of : Xtﬁ"@ s compound 40

To a mixture of compound 13 (0.00466 mol) and bromoabetic acid (0.00513 mol) in
CH,Cl (15 ml) at 5°C, DMAP (0.200 g) was added. A solution of DIPCDI (0.00606
mol) in CH,Cl, (3 ml) was added dropwise. The reaction mixture was stirred until the
25  temperature reached room temperature. Extra bromoacetic acid (0.00513 mol), DMAP
(0.200 g) and DIPCDI (0.00606 mol) were added at 5°C. The reaction mixture was
stirred for 2 hours until the temperature reached room temperature. The mixture was
filtered. The precipitate was purified by high-performance liquid chromatography



Preparati on of conmpound 47 A m xture of conpound 13 ( )(0.00058 nol),

1-i socyanat o- 4- net hyl - benzene [ 622-58- 21(0.000758 nol),

chl orotrimethyl silane [75-77-41 (0.000058 nol) and 1, 2- dlchloroethane (5
m) was stWor®d06¥r ni ght at 50C. The sol vent was evap@ﬁiﬂ@@mﬂwwén resi due
was purified by colum chromatography (Supelco). The product fractions were
15 coll ected and the solvent was evaporated, yielding 0.045g (16% of
conpound 47. Exanple B.22 0 Preparation of o conpound 48 o N no~
compound 52 A mi xture of 2-nethyl-2- ;4 net hyl phenoxy) pr opanoi ¢ aci d

[ 23438- 11- 1)(¢locroodHy DY/ CH.0BH90/00 £3.4/1r))) Thanrodng fiaztions)warmeolloeted pedi.  HOBY

(0.004 mot) yiegradfigst darbke TH Kb whesurtetbEAH by ighlpefbaskelipan.  EDO

(0.004 nol) s adde dth 30 mnutes A

sol ution of C%T@F%@%é{?‘guw @*%&ﬁ@%&)}ﬁﬂ @:ﬁé@ﬂzg)( %Be Prodyet SE3GH9HE (7 )
was added drvmwwcﬂbcteibﬁﬂﬁheamtrmmaﬁbvdpmaeedy\@mldﬁigasmlg (37&6) oif gdrhpoundhe sol vent
was evapor at, d. The residue was dissolved in CH2Cl2 and washed with a WO
2006/ 024627 'PCT/ EP2005/ 054197 -54 Na2CO8 sol ution. The organic |ayer was
separated, dried, filtered and the solvent was evaporated. The residue was

purified by columm chr omat S ‘ qver silica gel (Biotage) (eluent:
CH2C12/ hexa EtOAc 5 [ 48/ 2 b fr(a tion ou re collected
and their ‘g% e evapor at ue vvaogl%ﬁ?}’&fligﬁ by high 5

per formance |i qui d chr omat ogr aphy. pr oduct-HEk acti ons were coll ected and

the sol ventAm&mews&ﬁﬁmdAomed)mriﬂolprﬁbxﬂldmzegpmoymbmgomm 175 g of
conpound 52. b %nw g ﬁgqp@{) of NG icQ ?gd iA mxture of
-ty - 2 CAEOTAR L GR Bi) i | S piapsumigads (ot awsn) War ) |

CH2C12 (25 mstirechatbOBNFor2rhomts) Thesolyentwasadvapdeatgt THe. ré)s@duerwﬁs)dlsadsechnmed and
the m xtur i [ eﬂa@at added and
the m x;(lgr e%ﬂg@q2 a'iﬁlv{a?ﬁeg ‘ﬁ)ﬁr {Vétsld n’?%‘&)lr%hﬁﬁcqu EPQIS Qgﬂné’@dﬂgS@ﬁ

5- phenyl - t r ifBigradsnd the selvent was exanosated. sHheesi ‘EWW@ edjfrong2-prpanelp| ) in
CH2C12 (25 %alnmei ’md:pré Mté waesltcedlon, wishedwRE 2-prdfagolrad dibd yidMixg ur € was
stirred ove:?gb&és }pe so v% % evaporated. The residue 15 was di ssol ved
in CH2CI 2 a (ﬁ% \(Xf‘f%é’ é solution. The organic | ayer was
separated, dried, filtered and the solvent was evaporated. The residue was
purified by columm chromat ography over silica gel (eluent: CH2C 2/ Et OAc

98/2). The gizémpleB.17ractions were collected and the sol vent was evapor at ed.
The residue was crystallize

H
Preparation of ; ‘0><”’N = . compound 42
P 0 /; lllﬁ—(o— "\ o P

A mixture of compound 31 (0.00022 mol), acetonitrile (10 ml) and sodium carbonate
(0.06 g) was stirred. 2-(Methylamino)ethanol [109-83-1] (0.0003 mol) was added. The
reaction mixture was stirred overnight. The solvent was evaporated. The residue was
purified by column chromatography over silica gel (Supelco) (eluent: CH,Cl,/CH;0H

20  98/2). The product fractions were collected and the solvent was evaporated, yielding
0.031 g of compound 42.

Example B.18 ‘
a) Preparation of a o>ﬂ/*3| compound 43
o] ¢ OH

To a mixture of 2-(3-chlorophenoxy)-2-methyl-propanoic acid [17413-73-9] (0.010

25 mol) and CH,Cl, (70 ml), HOBt (0.012 mol) was added at room temperature. The
mixture was stirred until complete dissolution of HOBt. EDCI (0.012 mbl) was added
and the mixture was stirred at room temperature for 30 minutes. (10,30,40,58,70)-
4-aminotricyclo[3.3.1.1*"]decan-1-01 [62058-03-1] (0.012 mol) was added and the



fromDIPE. The precipitate was filtered off and dried, yielding of conmpound
49. 20 Exanple B.24 Cl \ a) Preparation of conmpound 50 0 H2SO4 (30 ml) was
stirred on ice. A solution of conpound (1) (0.00265 nol) in formc acid (30
m) was ad LR e. The reaction m xture was stirre a Then

t he n1xtur§$§d@ s?%%fed at 60C for 3 days. Extra H2SO4 %f%ﬁ&nﬁb%'ﬁﬁadded at
60C. 25 The m xture was poured out on iG8- The m xture was extracted with
CH2C12. The organic |ayer was separated, washed twice with water, dried,
filtered and the solvent was evaporated, yielding 0.8g of conpound 50. b)

P55 A m xt ur g e”v%ps‘f 9‘&% %s%éwﬁ“fﬁ%@iﬁé%%% DG P

was stirred. resie HDGY% (corig ecid Solnion, 1MeNaAdded and

and the m }ﬁﬁ‘??‘fé?%ﬁg‘“ﬂa @‘Z*f%;%‘ﬁfw%” g”é’e&%%e‘%%?‘gag%*%m“ﬁfoadded
Xt u i ut i

wat er. The 5 S gY3poLaL XEHCHE e Ff”@f—&‘@!n?nc VZ er was

sepa & at eds waEhHEH/CH/OR d00/0 fo 98/2). iveprddidn ﬁa@t{dm@ojpsv\me eolkped ahdthe The

resi due was V& c ent :

CH2Cl ?/ CHBC]—lgg]g% l% G’gtfh a‘%&% ggeﬁ%ﬁ%@ﬁm@%&c o(f b %dﬁé e‘f“&%tgol vent

was evapor at &#s ﬁlm@dp@sané@@emlrbag il 078 ef egmppugé 43. perfor mance |iquid

chromat ography. The product fractions were collected and the 10 sol vent was

evapor at ed, yielding 0.051g of conpound 51. Table F-1 lists the conpounds
that were prepared according t (§<%@ t he above Exanples. 15 Table F-1 F

0.nl OH o sgpr aRii6R of NO 6 . EXoBpaundla JO- W "aoH \ Y ~
HNO I é% ’V\’ o

To a mixture of compound 43 (0.00055 mol) and 3--ch10ro-MN—d1methy1-1-

10  propanamine, hydrochloride [5407-04-5] (0.000826 mol) in DMF (8 ml) and toluene (2
ml), a dispersion of sodium hydride in mineral oil (60%) (0.0165 mol) was added in 4
portions over 90 minutes. The reaction mixture was stirred at 70°C for 24 hours. The
solvent was evaporated. Water was added. The mixture was extracted with CH,ClL.
The organic layer was separated, dried (MgSO,), filtered and the solvent was ‘

15  evaporated. The residue was purified by high-performance liquid chromatography.
The product fractions were collected and the solvent was evaporated, yielding 0.038g
(15%) of compound 44.

Example B.19

Cl
j H
Preparation of Q&%EI ﬁo compound 45
o] 2 NH

20 A mixture of compound 32) (0.00026 mol), CH>Cl, (3 ml) and sodium carbonate (0.1
g) was stirred. Carbonochloridic acid, ethyl ester [541-41-3](0.001 mol) was added
dropwise. The reaction mixture was stirred over weekend. The mixture was washed
with water. The mixture was filtered through Extrelut and the filtrate was evaporated.
The residue was purified by chromatography over silica gel (Supelco)(eluent:

25  CH,CL/CH3;OH 98/2). The product fractions were collected and the solvent was
evaporated, yielding 0.1g of compound 45.
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Example B.20

Cl
H
Preparation of \Q\Oﬁl‘_’@mm\/ compound 46
0 = A\

A mixture of compound 32) (0.1 g), paraformaldehyde (0.1 g), platinum on activated
carbon (5%) (0.010 g), thiophene (0.1 ml), methanol (40 ml) and hydrogen (1
equivalent) was stirred at 50°C overnight. The mixture was filtered and the filtrate was
5  evaporated. The residue was suspended in CH,Cl, and washed with water. The
mixture was filtered through Extrelut filter and the filtrate was evaporated. The residue
was purified by high-performance liquid chromatography. The product fractions were

mI

—

I
O

& o

N

collected and the solvent was evaporated, yielding 0.038 g of compound 46.

le Example B.21
TUos
Preparation of Y =, o compound 47
Cparatio: KJ’E”O JLﬂO\

A mixture of compound 13 ( )(0.00058 mol), 1-isocyanato-4-methyl-benzene [622-58-

2] (0.000758 mol), chlorotrimethylsilane [75-77-4] (0.000058 mol) and 1,2~

dichloroethane (5 ml) was stirred ovemight at S0°C. The solvent was evaporated. The

residue was purified by column chromatography (Supelco). The product fractions were
15  collected and the solvent was evaporated, yielding 0.045g (16%) of compound 47.

Example B.22

N

=<

Preparation of : a , compound 48

<

Uo&%-uuoy ; compOI;nd 52

A mixture of 2-methyl-2-(4-methylphenoxy)propanoic acid [23438-11-1](0.004 mol),
CH,CL, (25 ml) and DMF (7 ml) was stirred. HOBt (0.004 mol) was added and the
mixture was stirred until dissolution. EDCI (0.004 mol) was added and the mixture

20  was stirred for 30 minutes. A solution of intermediate 8 (0.0027 mol) in CH,Cl, (25
ml) and DMF (7 ml) was added dropwise. The reaction mixture was stirred overnight.
The solvent was evaporated. The residue was dissolved in CH,Cl, and washed with a



Br O A Ap Co. No. 15; Ex. B.2 Co. No. 28; Ex. B.6 ~cl "J s~n 0O n +nox p
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- evaporated. The residue was purified by column chromatography over silica gel

(Biotage) (eluent: CH,Cly/hexane/EtOAc 50/48/2). Two product fraction groups were
collected and their solvents were evaporated. The residue was purified by high-

5  performance liquid chromatography. The product fractions were collected and the
solvent was evaporated, yielding 0.4 g of compound 48 and 0.175 g of compound 52.

Example B.23_' _
RGNS
Preparation of oerpO compound 49
(o]

A mixture of 2-methyl-2-(4-methylphenoxy)propanoic acid [23438-11-1] (0.004 mol),

10  CH,Cl (25 ml) and DMF (7 ml) was stirred. HOBt (0.004 mol) was added and the
mixture was stirred until dissolution. EDCI (0.004 mol) was added and the mixture
was stirred for 30 minutes. A solution of 5-phenyl-tricyclo[3.3.1.1>"]decan-2-amine
[733695-05-1] (0.0035 mol) in CH,Cl, (25 ml) and DMF (7 ml) was added dropwise.
The reaction mixture was stirred overnight. The solvent was evaporated. The residue

15  was dissolved in CH,Cl, and washed with a NagCO;g solution. The organic layer was
separated, dried, filtered and the solvent was evaporated. The residue was purified by
column chromatography over silica gel (eluent: CH,CL/EtOAc 98/2). The product
fractions were collected and the solvent was evaporated. The residue was crystallized
from DIPE. The precipitate was filtered off and dried, yielding of compound 49.

20

Example B.24

a) Preparation of ; " >§r ,m( compound 50

H,S0; (30 ml) was stirred on ice. A solution of compound (1) (0.00265 mol) in formic
acid (30 ml) was added dropwise. The reaction mixture was stirred for 5 days. Then
the mixture was stirred at 60°C for 3 days. Extra H,SO4 (10 ml) was added at 60°C.

25  The mixture was poured out on ice. The mixture was extracted with CH>CL. The

organic layer was separated, washed twice with water, dried, filtered and the solvent
was evaporated, yielding 0.8g of compound 50.

b) Preparatlon of ; >§r ,,,,( compound 51
5N
H



OH+nlO[ NOGCo. No 52; Ex. B.22 Co. No. 79; Ex. B.11'al \HFENOI[ O
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31; Ex. B. 932 &) wh¥stir@@, HOBt (306025mdY) %ds added. EDCI (0.00025 mol) was added

/ and the mixture was stirred for 1 hour. 1-Piperidinamine (0.00025 mol) was added and
the mixture was stirred overnight. The mixture was poured out into water. The

5  mixture was extracted with CH,Cl,. The organic layer was separated, washed, dried,
filtered and the solvent was evaporated. The residue was purified by column
chromatography over silica gel (eluent: CH,Cl,/CH30H 98/2). The product fractions
were collected and the solvent was evaporated. The residue was purified by high-
performance liquid chromatography. The product fractions were collected and the
10  solvent was evaporated, yielding 0.051g of compound 51.

Table F-1 lists the compounds that were prepared according to one of the above
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H- NVR, CDC13;1..1.53..(s,..611 2X ’%ﬁ 1..42-12..15 (m ’I’%’I’I adarmnf;ﬁ‘n (s,

611, 2x OCHQO MMEMBJn Cll): 6.10 e N02193 FxeBdic): 6.20 (t,

; / /& %‘E . Q X“/NEM

Co. No. 43; Ex. B.18a . |1 Co. No. 104; Ex. B.9
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Co. No. 74; Ex. B.13 Co. No. 107; Ex. B.9
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18 111-NWR, CDC13; 1.52 (s, 61 , 2x CH3);1.42-2.15 (m 131-1-adanmant ane);
2.93 (s, 611, 2x NCH3); 4.05 (d, 111, CH); 6.28 (m 2l1l-aromatic); 6.45 (d,
111-aromatic); 7.03 (d, NM 7.10 (t, 1l11-aromatic 19 111-NWVR CDd 3; 1.53
(s, 611, MO WPEI2462743-2. 15 (m 1311-adamant ane); 2.17 (’§T/EB2.PQ5/0°4@|1|3) 4.05
(d, 111, CH); 6.67 (d, 1lll-aromatic); §;97 (d, NR); 7.10-7.23 (in, 3H
aromatic) 20 111-NWR, CDC13; 1.55 (s, 61-1, 2x CH3);1.44-2.13 (m

1311- adamant ane) 4.06 (d, 111, Cll) 6. 84 (d NH) 7 10, 7.18, 7.33, 7.41

(d s, d, —+—%1is |@;\uuti\,) 7T+ =N, kzLNJ.O, J. 56 (UI o2 t=adamaman )
1.80-1.99 (m 8ll-ladamantane); 2.25 (RQr d -adamant ane); 2.62 (s,| 311,
CH3): 425 (d, CR)[;’EE (d, NR); 7.28-1 .64 (m n’atlc)o 21
111- NVR, CDO;13 1 %8 411, 131]-adam&1nt ne ;er—2—-—39 (m 111,
11B - CH2){ 2.80 (m ) "%, 04 (4, O 4. 56(da : 6. 80 (m
NH, 3H ar oimti-¢) NMVR; WV13, 1. 18.-(-m 131% a af.mnt ane,
It -Cl12); 3%180(7,51, E’M ly o oy, 2 Qrw‘)iolg E?‘;-E»im 4Q4 (d CH )
4.56(dd, OCR m  NH, 3H- arorratl 3, 1.56-(2. 30
(m 1311-a1arrant OS% ;6.8 /%‘( .uN— (2x t|,
211-aromatic); 7. 5 6@ ((2X\d, 211- aromatlc) 48% fura) 24
.21 adandn 2 n {. Al
G oy AR [ P R o B e
111-NMVR, CDC13i (. 2.\%,“ 1311 adarfant ane) : 311 o) 4. 23(d.
CH); 6.86{(d, NN@“@‘? 2 (%_;Q;, !"1 -arormatic); 4—9— #23.1- ar ongti ¢ ;
7.47 (s, ﬂLl-furan) 26 111- S 13i [1.44-2. 19 (m- 341 311- adaunant ane,
H -CH2); 2148 Ne76LEL,B.lths CL12)7 2. 81 |(0p. Néld6; Bei8)i3a 4. 05 (d, CH); 4.56(dd,

OCH); 6.85{6.94¢ NH — 2ZH aromatic ,; |7.05-7.17 (m ZII-aromatic 27
111- NVR, CD{13; 1. [s\ 0614, 2x CH3); 1.39, 1.56, 1.72, 1.89, 2.04 (§x br d,
1311-- adanant ane, = oCH3); [3.63 (s, 111, N11); 4.03 (d, 311,-
Cl1); 6.50 (d 211- aroms@tl B-596 (d, 2H-arorratic) 7.48 (d 111, I‘JIH) 28
111- NWR, ;o \f ZroyATLe L ('-i-)( Sy B G_B), 105, 1 24, 144, (3X
brd, 4H a M.'Q:a}.gp43:3'!“‘37‘4B ﬁ” 198 {m—941l adarantane—233—2-68—(m—4412x
CHZ) 3.91 (d, 111, C; 6. 64 (d, 111, NH) 3 1H NWMR CDC13; 1.55 (2x s, 611,
2x CH3); 1. 5Fablad- %rﬁ@dé%eﬁ%chﬂmnﬂmhﬂisd}xta far the eorip&ithdg off the present

711" - adaman ; 7.29 (d, 111, NH); 7.54 and 7.77 (2x d,
4H arorratic}‘ﬁ?ﬁ%"fl‘ﬁﬁ%?é%%ﬁys"f ’1.59, 1.76, 1.81 (4x d, 10H adamantane):
1.51 (s, 611, 2x 2.02 (br d, 311-adanmantane); 2.24 (s, 311, CH3);
4.06 (d,511TableF : 698(d 111,

Co. No. NMR data

6 1H-NMR,CDCl;; 1.37 -2. 14 (m, 13H, H-adamantane); 2.88 (s, 3H, N-CHs); 3.36 and
3.51(2x dd, 2H, CH,); 4.02 ( d, CH); 4.74 (dd, 1H OCH); 6.70 and 6.90 (2x t, 4H-
aromatic); 6.81 (d, 1H, NH)
8  |[1H-NMR, CDCl; 1.39- 2.15 (m, 13H-adamantane); 4.03(d, 1H CH); 4.28 and 4.48
(2x dd, CH,); 4.71 (dd, 1H, OCH); 6.76 (d, NH); 6.91 (m, 3H, H-aromatic); 6.98-
7.01 (m, 1H-aromatic)
mixture
2 1H-NMR,CDCl;; 1.51 (s, 6H, 2x CHj3);1.54-1.95(m, 14H-adamantane); 2.26 (s, 6H,
2x CH3); 4.09 (d, 1H, CH); 6.56and 6.69 (2x s, 3H-aromatic); 7.11 (br d, NH)
10 1H-NMR,CDCl;; 1.52 (s, 6H, 2x CH,);1.44-2.18 (m, 13H-adamantane); 2.31 (s, 3H,
CH,); 4.06 (d, 1H, CH); 6.73 and 6.88 (2x d, 3H—aromatic)- 7.01 (br d, NH); 7.14 (t,
1H-aromatic)
11 1H-NMR,CDCl3; 1.46-2.17 (m, 13H-adamantane); 2.21 (s, 3H CH;); 3.49 and 3 64
(2x dd, 2H, CHy); 3.75 (br s, NH); 4.01 (d, CH); 4.64(dd, OCH); 6.44(s, 1 H-aromatic;
6.50 (d, lH-aromatic), 6.76-6.86 (m, NH, 1H-aromatic)
12 ITH-NMR,CDCls; 1.53 (s, 6H, 2x CH;);1.45-2.16 (m, 13H-adamantane); 2.28 (s, 3H,
CH;); 4.08 (d, 1H, CH); 6.86 and 6.95 (d and t, 2H-aromatic); 7.08 (m, NH, 1H-
aromatic); 7.19 (d, 1H-aromatic)
13 'TH-NMR,CDCl;; 1.48 (s, 6H, 2x CHs);1.44-2.16 (m, 13H-adamantane); 2.31 (s, 3H,
CH,); 4.05 (d, 1H, CH); 6.83 (m, 2H-aromatic); 7.08 (m, NH, 2H-aromatic)
14 1H-NMR,CDCls; 1.48 (s, 6H, 2x CH3); 1.46, 1.59, 1.75, 1.89, 2.10 (5x br d, 13H-
adamantane); 3.78 (s, 3H, CH3); 4.05 (d, 1H, CH); 6.52 (m, 2H-aromatic); 6.63 (d,

o




NE-1); 6.78, 7,05, 7.17 (3xd, 3Haromatic ; 4 111-NWR CDC13; 1.52 (s, 611,
2x CH3);1.42-2.19 (m 1311-adamantane); 4.00 (d, 111, CH); 7.22 (d, 111,
NH); 7.24-7.33 (m 4l11-aromatic) 5 IH NWR CDC13; 1.31 and 1.59 (2x s, 611,
2x CHB) 1. 1311- adamant ane); 3.98 (d, 111, ?&l) ; < 111, .
7. 45. ﬁ%gﬁ’aﬂ%%m 411-aromatic) WO 2006/ 024627 PCT/ EP Juerhaobsifhy 33
, Furt her conpound identification LCVS-neth2dd: 5 The HPLC gradi ent was
supplied by a Waters Al liance HT 2790 systemw th a columheater set at
40C. Flow fromthe colum was split to a Waters 996 photodi ode array (PDA)
detector and a WAt ptl-atdmationeds(dAQNTERYt, dHeednratiet er Wit h an el ectrosgray
i oni zation soutfe PPBNMRCDCI) 150 €3, 6Hy2x Gindl1.AS0.83(my $0H-adzmaathnel?. 10whle. 3HL (
Rever sed phase HPL[adamstane)y4.05¢d, 161 CHyr6.85 (6 WHy 2-&Bmaikcl 700D {m( 35 mm |4. 6 X
100 mm with a fl pavomaticg of 1.6 m/mn. Three nobile phases (nobile phase A
95% 25mM  afmoié unpiRNMRECDCE %354 €8 bH[2xt CHL); £.44-005 (th,a 3pladamanBne)az.28 G)éH,r 1|l e;
nobi | e phas¢ C.  ne2h@n] 40648, 1&l, ERyl6cdacd 6.0 2w, 3al-agomaatick 1101 ¢ordNH) on f rfom
100 % A to 50%B ahdH-BOR,CICH;1.58 (§ 6H) 2x A5 1.42-0.14 () 196 Bdamantane)t 1118 @, 6HL00% B
for 1 mnute and r p2qOCH})D4G(E, N, CH); 5 016 @H34rdindtio); 6.20 &, 1H-arotnetic); 6493 (d,n) @cti on
vol unme of 10 uL wagNB¥ed. Table : retention tine (RT in mnutes) and
mol ecul ar wei g8  aplH-NMR\CIPCly; (52 Go 6 CH: b 42-Ri 5 (vh, 33H-aBardantare) 321K @, 618 3. 15
328.1 9 5.5%8 342 | 2x NCB3; 405Xd3H, CH);65.287m32Hlarofitick;. 6345 (843-ardiBatis), 70384 | 13
6.19 344 14 5.72 %HH) 718 (51 2@rodidfic) 16 6.45 358 17 5.72 390 18 5.72 279
19 4.71 404 2D 6. FIZHNWR,CUCIB 198 (6 6H, 2x CH;);1.43-2.15 (m, 13H-adamantane); 2.17 (s, 3H,
CH); 4.05 (d, 1H, CH); 6.67 (d, 1H-aromatic); 6.97 (d, NH); 7.10-7.23 (m, 3H-
, aromatic)
20 1H-NMR,CDCl;; 1.55 (s, 6H, 2x CH3);1.44-2.13 (m, 13H-adamantane); 4.06 (d, 1H
CH); 6.84 (d, NH); 7.10, 7.18, 7.33, 7.41 (4, s, d, t, 4H-aromatic)
7 1H-NMR,CDCls; 1.50 (br d, 2H-adamantane); 1.80-1.99 (m, 8 H-adamantane); 2.25
(br d, 3H-adamantane); 2.62 (s, 3H, CHs); 4.25 (d, CH); 6.86 (d, NH); 7.28-7.64 (m,
4H-aromatic) -
21 1H-NMR,CDCl;; 1.45-2.18 (m, 14H, 13H-adamantane, H*-CH,); 2.39 (m, 1H, H°-
CH,); 2.80 (m, 2H, CH,); 4.04 (d, CH); 4.56(dd, OCH); 6.77-6.80 (m, NH, 3H-
aromatic)
22 |1H-NMR,CDCls; 1.45-2.18 (m, 14H, 13H-adamantane, H*-CHy); 2.39 (m, 1H, H"-
CH,); 2.80 (m, 2H, CH,); 4.04 (d, CH); 4.56(dd, OCH); 6.76-6.89 (m, NH, 3H-
aromatic)
23 1H-NMR,CDCly; 1.56-2.30 (m, 13H-adamantane); 4.26(d, CH); 6.84 (d, NH); 7.30
and 7.42 (2x t, 2H-aromatic); 7.53 and 7.69 (2x d, 2H- aromatic); 7.48 (s, 1H-furan)
24 1H-NMR,CDCl;; 1.40-2.21 (m, 13H-adamantane); 3.40 and 3.60 (2x dd, 2H, CH,);
4.03 (d, CH); 5.14 (dd, OCH); 6.91 and 7.18 (2x m, 4H-aromatic)
25 |TH-NMR,CDClIy; 1.60-2.31 (m, 13H-adamantane); 4.03 (s, 3H, CHz); 4.23(d, CH);
6.86 (d, NH); 6.92 (dd, 1H-aromatic); 7.19-7.27 (m, 2H-aromatlc), 747 (s, lH-furan)
26 | 1H-NMR,CDCL; 1.44-2.19 (m, 14H, 13H-adamantane, H*-CH,); 2.40 (m, 1H, H™-
CH,; 2.81 (m, 2H, CH,); 4.05 (d, CH); 4.56(dd, OCH); 6.85-6.94 (m, NH, 2H-
aromatic); 7.05-7.17 (i, 2H-aromatic)
27 1H-NMR,CDCl;; 1.48 (s, 6H, 2x CH;); 1.39, 1.56, 1.72, 1.89, 2.04 (5x br d, 13H-
adamantane); 2.24 (s, 3H, CHs); 3.63 (s, 1H, NH); 4.03 (d, 1H, CH); 6.50 (d, 2H-
aromatic); 6,96 (d, 2H-aromatic); 7.48 (d, 1H, NH)
28 | 1H-NMR,CDCls; 1.58, 2.08, 2.18, 2.21 (4x s, 4x CHs); 1.05, 1.24, 1.48, (3x brd, 4H-
adamantane); 1.62-1.98 (m, 9H-adamantane); 2.33-2.68 (m, 4H 2x CH,); 3.91 (4,
1H, CH); 6.64 (d, 1H, NH)
3 1H-NMR,CDCls; 1.55 (2x s, 6H, 2x CH,);1.59 and 2.20 (2x d, 6H-adamantane); 1.77-
1.91 (m, 7H-adamantane); 4.02 (d, 1H, CH); 7.29 (d, 1H, NH); 7.54 and 7.77 (2x d,
4H-aromatic)
1 1H-NMR,CDCls; 1.4, 1.59, 1.76, 1.81 (4x d, 10H-adamantane); 1.51 (s, 6H, 2x
CHs); 2.02 ( br d, 3H-adamantane); 2.24 (s, 3H, CH); 4.06 (d, 1H, CH); 6.98 (d, 1H,
NH); 6.78, 7.05, 7.17 (3xd, 3H-aromatic);
4 1H-NMR,CDCL; 1.52 (s, 6H, 2x CHz);1.42-2.19 (m, 13H-adamantane); 4.00 (d, 1H,
CH); 7.22 (d, 1H, NH); 7.24-7.33 (m, 4H-aromatic)
5 1H-NMR,CDCls; 1.31 and 1.59 (2x s, 6H, 2x CHa);1.42-2.21 (m, 13H-adamantane);
3.98 (d, 1H, CH); 7.34 (d, 1H, NH); 7.45-7.55 (m, 4H-aromatic)



21 5.54 404 22 5.55 404 23 5.39 623 24 5.09 353 WO 2006/ 024627

PCT/ EP2005/ 054197

-64 Conpound No. Rt M+ 25 5.29 359 26 5.55 328.1 27

5.52 343 28 5.65 400 3 5.54 279 1 6.54 376.2 4 6.42 380 5 5.04 396 49
7.52 404 WR20p6/086Y34 52 7.38 434 53 4.98 359 54 5. GETERYPOSEHIY 44 343
56 6.02 361 57 6.37 345 58 4.95 359 5.98 361

61 6.49 399 62 6.41 345 29 6.59 170

3 6.51 433

41 6.72 471 34 5.61 343 65 5.78 455 66 5.15 400

10

15

20

Further compound identification

LCMS-method:

31 6.78 470 60 5.68 397
64 7.01 288 38 6.32 477
47 7.21 477 ‘

The HPLC gradient was supplied by a Waters Alliance HT 2790 system with a
columnheater set at 40°C. Flow from the column was split to a Waters 996 photodiode
array (PDA) detector and a Waters-Micromass ZQ mass spectrometer with an

‘electrospray ionization source operated in positive and negative ionization mode.

Reversed phase HPLC was carried out on a Xterra MS C18 column (3.5 mm, 4.6 x 100
mm) with a flow rate of 1.6 ml/min, Three mobile phases (mobile phase A 95% 25mM
ammoniumacetate + 5% acetonitrile; mobile phase B: acetonitrile; mobile phase C:
methanol) were employed to run a gradient condition from 100 % A to 50% B and 50%
C in 6.5 minutes, to 100 % B in 1 minute, 100% B for 1 minute and reequilibrate with
100 % A for 1.5 minutes. An injection volume of 10 uL was used.

Table : retention time (RT in minutes) and molecular weight as the MH*

Compound No. Rt MH'
6 4.77 343.2
8 5.15 328.1
9 5.58 342
2 7.52 342.3
10 6.12 344
11 5.31 343
12 6.17 344
13 6.19 344
14 5.72 360
15 6.28 425
16 6.45 358
17 5.72 390
18 5.2 279
19 4.71 404
20 621 415
7 5.98 651
21 5.54 404
22 5.55 404
23 5.39 623
24 5.09 353



67 6.22 125 32 5.62 377 35 6.48 345 68 6.14 331 69 5.78 330 70 5.55 384
45 6.99 466 71 6.99 476 43 6.17 346 72 6.78 462 73 6.79 504 42 6.52 492
74 6.18 464 75 5.02 .387 46 5.68 405 76 5.09 400 WO 2006/ 024627

PCT/ EP2005/ @#941@570246265 Conpound No. Rt M 33 6.55 453. 2pcfifpdodds a8 78
6.02 389 79 4.78 387 80 6.48 490 30 6.82 501 44 5.91 449 81 5. 32 397

82 4.21 375 83 6.24 492 39 6.88 462 345 .61 384 86 3.12 373 87 6.38 506
88 6.54 541.1 89 6.85 568 90 6.17 482 91 7.05 476 92 6.52 521

Compound No. Rt MH"
25 5.29 359
26 5.55 328.1

L7 552 343

: 28 5.65 400
3 5.54 279
1 6.54 376.2

4 6.42 380
5 5.04 396
49 7.52 404
48 7.28 434
52 7.38 434
53 498 359
54 5.08 329
55 5.44 343
56 6.02 361
57 6.37 345
58 495 359
59 5.98 361
31 6.78 470
60 5.68 397
61 6.49 399
62 6.41 345
29 6.59 - 170
63 6.51 433
64 7.01 288
38 6.32 477
41 6.72 471
34 5.61 343
65 5.78 455
66 5.15 400
47 721 477
67 6.22 125
32 5.62 377
35 6.48 345
68 6.14 331
69 5.78 330
70 5.55 384
45 6.99 466
71 6.99 476
43 6.17 346
72 6.78 462
73 6.79 504 -
42 6.52 492
74 6.18 464
75 5.02 .387
46 5.68 405
76 5.09 400



93 5.32 409 94 6.48 456 50 6.12 306 95 5.22 363 96 5.84 389 97 3.35 431
98 6.29 512 99 5.11 363 100 5.61 431 102 4.98 397 103 5.14 343 104 5.02
222 105 4.95 377 106 6.44 496 51 6.85 488 108 6.34 502 109 6.25 441 C
Phar macol Y 2Wp/02&2npl es Exanple O : Cellul ar assays PETHEBIWSPHETef f ect of
conpounds on 11 6-hydroxysteroid dehyggﬁgenase type 1 and type 2 5 The
effects on 11 R-HSDLl activity was neasured in differentiated 3T3-LI cells
and rat hepatocytes. WO 2006/ 024627 PCT/ EP20051054197 -66 Mouse fi brobl ast
3T3-L1 cells (ATCC +a density of 16500 cells/m in 12
wel | plates and gr oIl . Exredi um (suppl emented wwth 10 %
heat inactivated foetal ? |

37Cin a humdified 5% ere. “VBdi um was refreshed twice a week. 5
Fi brobl asts were differefiti ated 82 o ad®Bocytes at 37Cin a 5% CR

humi dified atnosphere i# grow HAedi uPBéontai ning 2gg/m insulin, 55

.tg/ m1BMX and 39.2 xg/%1 dexan®#hasod®0 Primary hepatocytes fromnmale rats
were seeded on nornmal Falton 12 &B2| pl58les at a density of 250000 cells
/wel |l and incubated for 446 hours5.8at 37@4Pn a 5% CO2 10 hum di fi ed at nosphere
in DVEM RAM s F12 nedi ungicont ai n§.8@ 5%38@-serum 100 U m penicillin, 100
g/m streptonycin , 0.2582 tghnl g@pphotanscin B, 50 g/m gentanycin sulfate,
59/m insulin and 392 ng¢gyl dexaged hasee. Foll owi ng a 4 hour

pre-incubation with testygonpourglgg 0.5 4gb 3H-cortisone or

dehydrocorti costerone, wapg 561 384
86 3.12 373
87 6.38 506
88 6.54 541.1
89 6.85 568
90 6.17 482
91 7.05 476
92 6.52 521
93 532 409
94 6.48 456
50 6.12 306
95 522 363
96 5.84 389
97 3.35 431
98 6.29 512
99 5.11 363
100 5.61 431
102 4.98 397
103 5.14 343
104 5.02 222
105 4.95 377
106 6.44 496
51 6.85 488
108 6.34 502
109 6.25 441

C. Pharmacological examples
Example C1 : Cellular assays to test the effect of compounds on 1183-hydroxysteroid

dehydrogenase type 1 and type 2

The effects on 11 f-HSD1 activity was measured in differentiated 3T3-L1 cells and rat
hepatocytes.



added to the 3T3-L1 cultures. One hour later, the nediumwas extracted on
Extrelut3 15 colums with 15 ml diethyl ether and the extract was anal ysed
by HPLC as described above. The effects of JNJ-conmpounds on rat hepatocyte

HSD1 activi\)@(2 rgpAsured after an incubation period Qfr3QfsRf6s W th
eny

0.5.G 3Hd rocorticosterone. Corticosterone formation was anéﬂllysed by

HPLC. 20 The effects on 11(3-HSD2 acti vi-66+ was studied in Hep& and LCC- PK1l
-cells Hep&-cells (ATCC HB-8065) were seeded in 12 well|l plates at a
density of 100,000 cells/m and grown at 37C in a humdified 5% CO2

t h ' - ' | Wi % ' j vat ed
foetal calf Wﬁ%ﬁv@?ﬁ%%%@2@%%52@3‘%%&3«;%@%%2% S0 m was
refreshed t vm'celés/rgi Wi Bk web glatss gnd growayfor 2 fays in DMEMmediyar Guppirmentgd wyithwer e
seeded at a denshéat imktividadl 18681 cabfetusd, TN Blutnin€ hid 78 Ab @entamgcigly gwn at 37C

in a humdifi 5%.CC2 S re in, Medium 199 s I nted wwth Earls
nodi fi ed sal égg:om}fuéwdﬁi[fgg/{)ﬁﬁi atmosphers: S){‘ﬁfmnl?fﬁsre ﬁ%esg%rcgﬁt"fﬁ\%'ci n and 10 %
foetal cabf JSehroblastdvrcicudniferersiatedfinte atipdeyten at872C imeefdo COpvmntigifitdur hour s
prior to the o SN ' in irf?%!#@ : C BCS j um

cont ai ni ng 18%%%?§%a$rbst ri g‘g{gg%%%t a ﬁgg?ﬁh??ﬂg@ﬁl oW n%l a hour

pre-i ncubat i &&/m)derampethasopynpound, 0.5 G 3H-cortisol or corticosterone,

was added t o PrififainhdpatocRSs fréMendlOtits wétt 8feded b noRfhl BACHRE K¥ll pREk @fla ON

hiplatot Pt
Extrel ut 3-colums w 5 di,et hyl eth t he r.ac anal ysed by
HPLC as des gﬁ%@&&%@?@ .ceﬁgfwﬁg afl@%m{lﬁaée@:‘?ﬁ ?&rﬂ?‘fr ataﬁgéﬁ? (tyﬂ\g@a%orrpounds to
be t est ed0wehemidifieshatmosphere is DMEM-EAMIs Fbh medidnt eeptaining §%aNd-seradn, 100
~concentrati oRy i Hinf 5 7 int Q. Jax iPR2 4627
PCT1EP2005/ OSAToR A %W;?%%@%éﬁﬁ o&%ﬂéﬁs gh(l(;:{grrlves,’ 9?& bl C50 val ue

was cal cul at SEMARYCIE spifaie) Shg/mifinubipgrd 3Bcpg/ml dexamgthesage, Fqllowing £4 haror e 2 =
pIhCSO \t;al ue ipre-inbbatian gathadst borhbud, (E@gce3h}1-30rﬁsc{ﬂe@5gew¢certic6steﬁﬁéc&vas{) | t he
t hus obt ai ne ul.t re; s rhzed in t ta el Qw. . (i n | S 3table NT
St ande for a3 E1 SHURR! OREhod Tude e bR S et oM it
Conpound 18corceludaswith ISunidiethy ekiier and e extgact gaganalyged by BPBC as described

above. The effects of JNJ-compounds on rat hepatocyte HSD1 activity was measured

after an incubation period of 90 minutes with 0.5 uCi3H-dehydIocorticosterone.

Corticosterone formation was analysed by HPLC.

20  The effects on 11B-HSD2 activity was studied in HepG2 and LCC-PK1-cells
HepG2-cells (ATCC HB-8065) were seeded in 12 well plates at a density of 100,000
cells/ml and grown at 37°C in a humidified 5% CO, atmosphere in MEM-Rega-3
medium supplemented with 10% heat inactivated foetal calf serum, 2 mM L-glutamine
and sodium bicarbonate). Medium was refreshed twice a week.

25  Pigkidney cells (LCC-PK1, ATCC CRL-1392) were seeded at a density of 150,000
cells/ml in 12 well plates and grown at 37°C in a humidified 5% CO, aimosphefe in
Medium 199 supplemented with Earls modified salt solution, 100 U/ml penicillin, 100
lg/ml streptomycin and 10 % foetal calf serum. Medium was refreshed twice a week.
Twenty four hours priof to the onset of the experiment, medium was changed by

30 medium containing 10% charcoal stripped foetal calf serum.

"Following a 4 hour pre-incubation with test compound, 0.5 uCi 3H-cortisol or
corticosterone, was added to the cultures. One hour later, the medium was extracted on
Extrelut’>-columns with 15 ml diethyl ether and the extract was analysed by HPLC as
described above.

35
As for the enzymatic assays, the compounds to be tested were taken from a stock
solution and tested at a final concentration ranging from - 10°M to 10"°M. From the
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thus obtained dose response curves, the pIC50 value was calculated and scored as
follows; Score 1 = pIC50 value < 5, Score 2 = pIC50 value in the range of 5 to 6, Score
3 =pICS50 value >6. Some of the thus obtained results are surnmarized in the table
below. (in this table NT stands for Not Tested).
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present invention. s "Acﬂqi)v" ]' “"rlﬁI‘;Ieng "H%f“)'ﬁceﬁul%S used throughout these
exanples relates to a co oﬂﬁ o2 3T311
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Number
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D. Composition examples

The following formulations exemplify typical pharmaceutical compositions suitable for
systemic or topical administration to animal and human subjects in accordance with the
present invention.

5  "Active ingredient" (A.L) as used throughout these examples relates to a compound of
formula (I) or a pharmaceutically acceptable addition salt thereof.

Example D.1 : film-coated tablets

A mixture of AL (100 g), lactose (570 g) and starch (200 g) was mixed well and

10  thereafter humidified with a solution of sodium dodecyl sulfate (5 g) and polyvinyl-
pyrrolidone (10 g) in about 200 ml of water. The wet powder mixture was sieved, dried
and sieved again. Then there was added microcrystalline cellulose (100 g) and
hydrogenated vegetable oil (15 g). The whole was mixed well and compressed into
tablets, giving 10.000 tablets, each comprising 10 mg of the active ingredient.



formula (1) or a pharnaceuti cal | y acceptable addition salt thereof. Exanple
D. I : filmcoated tablets Preparation of tablet core A m xture of A l.
(100 g), lactose (570 g) and starch (200 g) was m xed well and 10 thereafter
hum di fi ed | uti on of sodi um dodecyl sulfate (5 VI nyl -
pyrrolidonw@ga 4&lc}n about 200 ml of water. The wet poﬁéﬁ%ﬁ 'e was
sieved, dried and sieved again. Then thm-e was added m crocrystalline

cellul ose (100 g) and hydrogenated vegetable oil (15 g). The whol e was
m xed well and conpressed into tablets, giving 10.000 tablets, each

comprt 5109 18y Mofliob el 4 oRI0TD P opt B Bharty g?%l?%a?“’“%%@da
enaturated &9 c oselpeg ). CICOVETD 2 se
d d eelatioroef ethyd celujose ke )eln\K&bCézz(déQiméJ Tb@lhhri #ddsd KHC4€TS mil)o
(59) in CH2§H@1 Q§5;9 tnoﬂ'?.e.‘i‘mi)hpél cthese Q?&@@l 26aband1tén afdl HissAA in

1, 2, 3- propanet ene

Pol’yet ten and
di ssol ved i nd®© OE‘HP %‘ﬁé?-ﬁé‘pe ]}éﬁ?ﬁ ““T’Hé"aﬁ 5@6@@@8%%@%@%%% t he
fornmer ansl t hédedtoRegh aslmroetaﬂeoaﬁlmatm@npayﬂﬁylmﬂmr(s@ énd amsergr)ated

pol yvi nyl - pyr. 1 don e n ) and
t he whol e vvagOlﬁo 13% Z%&)n"l) EEQT,“E(?QE%?% rg%ggqe‘g Th?tl%?& cgﬁegwe ecota

obt ai ned i xwithghg uaow@acdmgtt@ppaaa@amsgapmtatum aims 1. A conpound for use
as a nedicine having the formula R ORs (Ra)" ZR2 HR3 (1) the N oxide
forms, the pharmaceutically acceptable addition salts and the
stereochemically isoneric forns thereof, wherein nis 1, 2, 3, or 4; Z ‘
represents 0, S, NR6, SO or SO2; RI represent hydrogen, cyano, hydroxy, or
Ci aal kyl optionally substituted with halo; R2 represents hydrogen, G aal kyl,
~or Claal kyl oxy-; R3 represents hydrogen, C aal kyl, Claal kyl oxy- or R3
conbined with R2 form together a divalent radical selected fromthe group
consisting of O CH2- (a), -NR7-CH2- (b), and -(CR8BR)ym (c) wherein m
represents | or 2 and R7, R8 and RO are each independently selected from
hydr ogen or C aal kyl ; :



R4 represents hydrogen, hal o, hydroxy, cyano, am no, NR'R12,

C aal kyl oxycar bonyl , hydroxycar bonyl,_ Claal kyl oxy- optionally substituted
with one or where possible two or t ir'de substituents sel ected from hydr oxy
and halo or R4 represents C aal kyl optionally substituted with one or where
possible two or three substituents selected from hydroxy and halo; R5
represents hydrogen, halo, cyano, am no, phenyl, hydroxy, Cl_

4al kyl oxycEeimsny| -, hydroxycarbonyl -, Het', -NR13R14, -0 (C=0)-NR21R2Z, -O
(C=0 -d aal kyl, carbonyl -NR23R24 or C aal kyl optionally substituted with one
or nore supstjtuents selected from hydroxy,. hal.o, hydroxycarbonyl, phenyl,
Cl_ A4al kyfo@cwpm ﬁl‘@eﬁwﬁ@d‘r"@ﬁ%‘é’@ﬁiﬁ{e fogauls kyl oxy optionally
substituted with one or nore substituents sel ected from hydroxy, hal o,

hydr oxycar bonyl, phenyl, O aal kyl gxkyQor NR17R18, or R5 represents

-0-(C=0 -G aal kyl substitute Lz oL e\ aprho, hydroxy, Het3 or halo
substituents; R6 repre i r oge orHCl. ; R11 and R12 each
i ndependently represent hy n, .®%al kyl ,

, " 4al kyl oxycar bonyl - or
Ci aal kyl carbonyl -; -72- R13 and R4 each i ndependent I(f)/ represent hydrogen,
C . 4al kyl, C1 oal kyl - SQz-, nono- or di(Cl. 4al kyl )am no-S02-, Art-SQO2, nono-
or di (Claal kyl)am no- carhbonyl -, d aal kyl - oxycar bonyl aqr Cl4al kyl car bonyl -
wher ei n sathg Nexdg Royns, Seppharmeoeutiqally acespipbierdddHipp S%Rls @%-ﬂﬁfal kyl carbonyl - are

each i ndepgaesibemicaliy thon@fit frnsltheresfohdreinut ed with one, two or three
substituents sel ected from hal o, Cl4al kyl oxycarbonyl, NR1I9R20 and Het2; R15
and R16 each independently represent hydrogen, Claal kyl, Cl1-

4al kyl oxycarosryR-3,0r4C, al kyl carbonyl -; R 7 and R18 each i ndependently

represent hyﬁ;@g&&tsg}sggkfwo of80,;4al kyl oxycarbonyl - or Claal kyl carbonyl -;
R19 and R20 each mdgp ndently represent hydrogen, Cl4al kyl carbonyl,

Cl4al kyl oxycRrisBisysnt hydrogsns syangy hydmXYefhl | y substituted with one or nore
substituents s@|selkybsptionaliy subbtituted withdratixy; R2' and R22 each i ndependently
represent hydrogen, Are or Cl-4al kyl optionally substituted with one or
nore substituents selected fromhalo or hydroxy; R23 and R24 each
i ndependent | §° reppssensehidrogear @gekkyl or Satalkyilexd-bonyl , Het4 or Cl4al kyl
optional |y SpbfpicsétieRlydtbdeR, ONAIKYY, CTRAIRYIBXP-Yr RE ¥BMbRES Mlitt R eBroh r om hal 0 or
YO, L GRSl e L Wihes R i 501V X320V
-0-CH;- (a), -NR’-CH;- (b), and -(CR*R®)«- (c) wherein m represents 1 or 2
and R’, R® and R® are each independently selected from hydrogen or C,alkyl;
R* represents hydrogen, halo, hydroxy, cyano, amino, NR''R'?,
Ci4alkyloxycarbonyl, hydroxycarbonyl, C,4alkyloxy- optionally substituted
with one or where possible two or three substituents selected from hydroxy and
halo or R? represents Cjalkyl optionally substituted with one or where possible
two or three substituents selected from hydroxy and halo;
R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy, C;.
salkyloxycarbonyl-, hydroxycarbonyl-, Het', -NR"R", -0-(C=0)-NR*'R%, -O-
(C=0)-C4alkyl, carbonyl-NR**R* or C,alkyl optionally substituted with one
or more substituents selected from hydroxy, halo, hydroxycarbonyl, phenyl, C,.
salkyloxy or NR'’R' or R’ represents C,4alkyloxy optionally substituted with
one or more substituents selected from hydroxy, halo, hydroxycarbonyl, phenyl,
Cialkyloxy or NR''R'®, or R’ represents -0-(C=0)-C)salkyl substituted with
one or more amino, hydroxy, Het? or halo substituents;
R® represents hydrogen or Cysalkyl;
R'! and R'? each independently represent hydrogen, C,4alkyl, C;.

salkyloxycarbonyl- or C4alkylcarbonyl-;



OO N~ IR)o N~~)o a) or '"j1R b) wherein R represents hydrogen or
Cldal kyl and o is 1 or 2; Het2 represents norpholinyl, pipeddinyl,

pi perazi nyl, thionDrphollnyI or pyrra?rdlnyl Het 3 represents norpholinyl,
pi peridinyl, piperazinyl, thionorpholinyl or pyrrolidinyl; Het4 represents
pi peridinyl, norpholinyl, piperazinyl, thionorpholinyl or pyrrolidinyl; Ar'

oPresent s, PRET OELLRA, bwﬁfﬁpﬁgﬁy}?ﬁ%@n LB L e
conpound of f oPRBe=PT(dI(CikalkphameinoS¢kn Mﬁ@arm@ﬂoaﬁfél(‘jlﬁﬂt@amw oxy-
acetam de. 2. @arB ound for use as a medicine accordi ng to claim1, wherein

nis 1, 2, 3, : ent re resent

hydr ogen, cyan %&Pﬁ%‘iﬁﬂ’zﬁﬁg@:wﬁﬂ?&a’w{ dﬁ%ﬁ“&/saé %lﬂd&?f ’vvlpt h halo; R2

rleErlesegt ,SAa PKdOQMyl-o@yeamddebrCmau@ﬂeaﬂaﬂn&ylawqaehuﬁspmdpnte;sams Ihyd{ ogeg_, Cll

a ent radica

sel gct ed fromy ﬁﬁ&ﬁallgguggt&?\egd@ ﬂ!{‘Sﬁ'e, %’6 H%ﬁf%%&%%?%@“m@%? and

-(CR8R)m (¢) V\ﬁe-naéhﬂowcﬂ@pnﬂsblﬂt§ YantHet’; and R7, Re and R9 are each

i ndependent | ‘Rlisﬁdqgﬁ%hflﬁ&&méqﬂ gé%,gesgﬁt t@ﬁro%e!ﬂ@malkfi ggpresents hydrogen,
‘Esw

hal o, hydroxy, oxy optionally substituted with
one or where poagéf‘b’fyéa‘?\%y pre "t uent sel ected from hydroxy and

halo or R re;Rr‘éaﬂrR@edEthdpyﬁdenﬂyrmalethyﬂt&gei|(t]uhlkyll Op th one or where
possi bl e two oraug S%ﬁﬁ)ﬁg?lt }gh%ﬁfylcsa?ﬂ)o%% ed from hydr oxy and halo; R5

represents hy am no r oxy

phenyl ,
4al kyl oxycar l?on%ﬂd Rqﬁy@nhonmnwylreerGMmm, Gl ﬂéb’k@fbogﬁhl onal | y
substi tut ed wi i) afsam@,rcamahg 81 L3 a1yt @fionafy besiRkd VLIV G sk ar bonyl

phenyl, d 4al k resents C 4al kyl oxy optionally
substituted w £ sHPré“%rselﬁﬁF erH’o‘?th ?ﬁ@ﬁ‘f ysel ect ed from hydroxycar bonyl ,
phenyl , O - 4&%kydB& eah iNRpERERtlY regRbseneipydesient Artoy @ galleyl optiolal ky! ;
substituted with one or more substituents selected from halo or hydroxy;
R* and R** each independently represent hydrogen, C;4alkylcarbonyl, Het* or

Cialkyl optionally substituted with one or more substituents selected from halo

or hydroxy;
Het' represents pyrrolinyl, pyrrolidinyl, pyrrolyl, oxazolyl, isoxazolyl or a radical
of formula
o o)
,},//1 /O(R‘)o /'?'//« / (R%
/\/ a) or \/ b)

wherein R represents hydrogen or Cy4alkyl and o is 1 or 2;

Het” represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl;

Het’ represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl,

Het* represents piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl;

Ar’ represents phenyl optionally substituted with Cj4alkyl; and

Ar? represents phenyl optionally substituted with C,4alkyl, provided however that
said compound of formula (I) is other than N-adamantan-2-yl-2-o-tolyloxy-
acetamide.

2. A compound for use as a medicine according to claim 1, wherein
nis 1,2, 3,or4;



R 1 and R 2 each independently represent hydrogen, ClAal kyl or

C Aal kyl carbonyl - R13 and R14 each ingependently represent hydrogen,

Cl 4al kyl or C1 gal kyl carbonyl - R15 and R16 each i ndependently represent
hydr ogen, Cl Aal kyl or C Aal kyl carbonyl - ;and R' and R s each independently
represent hydrogen, C -0Oal kyl or C, Aal kyl carbonyl - , provi ded however that
sai d conpound is other than N adamantan-2-yl-2-o-tolylo xy-acetam de. 3. A
conpound of Zderfaieats@)S, NRheSQobRPede forns, the pharmaceutical |y acceptabl e

addi ti on sal R$r@9¢1eﬁthgdﬁ,tga{,e9m@genj@aﬂ,mi sonmeric forns thereof, wherein nis
1, 2, 3, or 4 CZ re retsenhs Od 'St \/V\g S@lqr S02; R represent hydrogen,
cyano, hydrox ,“bﬁlk &Pb@fla Wu SBtiulecSin 'Iﬂf Lubstituted with halo; RZ represents
hydr ogen, Cl Rakdpyésente hydshgel €ydadsy.-ar Cigalkyl®Ry-t epr esent s hydr ogen, Cl4al kyl,

Cl - Oal kyl oxygp3 Liedcw ogat’ [ adi cal
sel ect e)d/ fr)c/)%t égg?tggga}g%hﬁléﬁga}u{}’é’%f tiﬂ&?@xg:lﬂz- E%“bﬁw%&o?@dqz% rr{lb), -(CRBR9) m
(c) wherein m w@sﬁhe%i%lemt ragica) selpciedfrompthe giqup pRsiHag @hch i ndependent |y

sel ected from Nm.m—goggnml(gg{zl__mll M-(Cmgbn@f(émlﬁgﬁﬁ Hhmgfeggg@ll oh%l o,0 Ih{dlr oxy,
cyano, ami no, : : - Qal kyl oxycar bon rgxycarbonyl , . Cl - 0al kyl oxy-
optionally sul‘?%‘lﬁ %uﬂ%&nd% i eg%{m@@%&ﬁe@?lg %%%fg?ﬁpg%oggp ot ﬁl"g«g(ygubsti tuents
sel ect ed froR' ngpdesenty hudrdgenhhalo, hydray, eyape cameine. NRARY) Qydalkypsxiyonal |y

substituted wW BOSTRIR Bl £ i ts sel ected
from hydr oxy aﬁglﬁgﬁ%%bsm%gg}’lesentogvﬁleretly&m Et&g%a?nue:ég%&tﬁ%ér?ﬁ; hydr oxy,

; R5 0, cyano,
d aal kyl oxycar Bosfied ’{romﬁyérpesxefadab%ﬂw?r,epmr%sz Cifeyseptipnallysybstiied\rz) R22,
- O (C=0) - d - Oakktlone o avhére pyssiNRAFAAhee sGHsfilektslseloged oMl Hydroxyland i t ut ed
with one or no . Substituents sel ected from hydroxycarbonyl, phenyl,
C aal kyl oxy or, f15R16 or R5 represents Cl4al kyl oxy optionally substituted
with one or Rorepresghtshydrogen balosejanetatnd, phenyhyhydioxyc@r-bonyl , phenyl ,

Cl - 0al kyl oxXy OLalRd:ARADonfl hydoxycBBERACRRER Qrl(G7ikyiGpashityl Substi tut ed
with one or nor %?E‘Je 3, or, halo SUbﬂ{;jﬁt uent S F% reﬁlr sent s, hydrogen or
O Aal Ryl R 1SSV LR o mAEh SIREHERY ST LEERBY PV RRIYEOl S 0al Kyl or
Cl - 0al kyl car bophitnyl, R, 3alkpldxRaINRERY onrRieppmsterstC yalkglorpeptnally dr ogen,
Claal kyl, C. 6gichhitedRith ond B Hbre Absthieftb 4akdCd I ARYBRxyERbonyfy ' - S02, mono-
or di (Cl-0al ky arrllkuno- lcza(r)?)on;%qqr,e7 I:SS By x§ onyﬁ‘
phenyl, C,4alkyloxy of NR''R™;
R® represents hydrogen or C;.4alkyl;
R'! and R'? each independently represent hydrogen, C;alkyl or C;alkylcarbonyl-
R" and R™ each independently represent hydrogen, Cialkyl or C,alkylcarbonyl-
R and R each independently represent hydrogen, Cyalkyl or C,4alkylcarbonyl-
; and .
R'” and R'® each independently represent hydrogen, C)4alkyl or C)4alkylcarbonyl-
» provided however that said compound is other than
N-adamantan-2-yl-2-o-tolyloxy-acetamide.

3. A compound of formula (I), the N-oxide forms, the pharmaceutically acceptable
addition salts and the stereochemically isomeric forms thereof, wherein
nis 1, 2, 3,or4;
Z represents O, S, NR®, SO or SO;;
R' represent hydrogen, cyano, hydroxy, or
Cialkyl optionally substituted with halo;
R? represents hydrogen, Ci4alkyl, or Cysalkyloxy-;



Cl - Oal kyl - oxycar bonyl or d Aal kyl carbonyl - wherein said Cl Sal kyl - SOz-,
Cl4dal kyl - oxycarbonyl or C Aal kyl carbonyl - are each i ndependently and
optionally substituted with one, twd4or three substituents selected from
hal o, Cl -0al kyl oxycarbonyl, NR1I9R20 and Het2; R15 and R16 each

I ndependent |y represent hydrogen, ClAalkyl, C _ 4al kyl oxycarbonyl or

d Aal kyl car bonyl ; R'" and R 8 each independently represent hydrogen,

Cl /;al kyld g &eédsyﬁﬂw%arcmaw Qfmzmcyl@@ ll@még&laeﬁudiwuh:izgo?lgdl R20 teach .

i ndependen r ese car bon -0a opti ona
subsltol tuted 3“% % deal'?%Faémgﬁfﬂ?cfetdtfg @/s%?‘g’c‘fo tf“?% hal o o)r/ hygroxy, Y
R2' and R22 ea-ﬂqCHﬁl-c(e})eNE.éﬁJsz(bDe(ﬁRSﬂ@m (tlyskhepemm Ar 2 or Cl - 0Oal kyl

Py owy:  Re3 A A BEOR adpdnaaner s B e sfigygghem from halo or
Cl - Oal kyl car bdwyirogepier G1-kyli75- Aal kyI optionally substituted with
hydroxy; Heg*re ﬁeéﬁm&&geﬁyﬁan@lhywk xﬁd@iﬂndi M"R‘byrrol yl, oxazolyl,

|yl O, ~ b
wherein R ?regwa@(aﬁf&gcasm@a °5¥°%mafﬁ?ralg e Sl 0D
nmor phol i nyl , witlpend ahi whyelre pgssiplertapionyiiree substatnentpieddctedyfrorahydyoyy amd i di nyl ;
Het3 repr ese”ﬁa'%{?i% Blleké?ﬁ’é ?MQIkPP(Seﬂt%gglyr&?ubQﬁtH?eﬁ% h’Bﬂe or WHeRRYs@hR! I nyl or

pyrrolidinyl resen inyl, pip a2|nyl
t hi omor phol i o athrep gebstituprss ps}«rotedpﬁwmm%rpésew{)ba lshenyl opti onal Iy
substit ut edeemsg;gmlgwyan@gﬁLmoAf,&nwmp@f@ t@,491n§elaxycaew[ﬂypnal |y substituted
wi th Cl Aal kyl c%o 9 QL di (r: ‘ﬂ r is 1, 2, 3, or
4: 7 represenlféi(ﬁ‘ ) \w %%o r&g( mgt g’ég-h rhé ano, hydr oxy,
or Cl4al kyl catanyhNRAR*Sob6tatkyt qdlmmtﬂwsdbaﬂltutedﬁmhrmmmme s hydrogen,
G 05 01, AR R sty DSOS PR gl oy
group consi st Rnrg:pgg}pents Ciaalkyloxy optlonally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C4alkyloxy or NR''R'®, or R®
represents -O-(C=0)-C, 4alkyl substituted with one or more Het’ or halo
substituents;
RS represents hydrogen or C;alkyl;
R'' and R'? each independently represent hydrogen, Ci4alkyl or Cjalkylcarbonyl-
13 and R'* each independently represent hydrogen, C)4alkyl, C,.¢alkyl-SO,-,
mono- or di(C, salkyl)amino-SO;-, Ar'-SO,, mono- or di(C, 4alkyl)amino-
carbonyl-,
CMalkyl-oxycarbohyl or C4alkylcarbonyl- wherein said C,salkyl-SO»-, C;4alkyl-
oxycarbonyl or Cj4alkylcarbonyl- are each independently and optionally
substituted with one, two or three substituents selected from halo,
C,alkyloxycarbonyl, NR'’R*® and Het?;
R'® and R'° each independently represent hydrogen, C4alkyl, C;.
salkyloxycarbonyl or C, 4alkylcarbonyl-;
R'” and R'® each independently represent hydrogen, Cy4alkyl, C,_
salkyloxycarbonyl or C; 4alkylcarbonyl-;
R" and R* each independently represent hydrogen, C;alkylcarbonyl or Cy4alkyl
optionally substituted with one or more substituents selected from halo or
hydroxy,
R?! and R* each independently represent hydrogen, Ar’ or Cj4alkyl optionally
substituted with one or more substituents selected from halo or hydroxy;
% and R? each independently represent hydrogen, Calkylcarbonyl, Het" or



-OCH2- (a), -NR -CH2- (b), and -(CR$R9)m (c) wherein mrepresents 1 or 2
and R7, R8 and R9 are each mdependen}sl y selected from hydrogen or Cl

4al kyl ; R4 represents hydrogen, hal o, -hydroxy, cyano, anm no, NR'R12,

g 4al kyI oxy- optionally substituted with one or where possible two or three
substituents selected fromhydroxy and hal o or R4 represents ( Aal kyl
optionally substituted with one or where possible two or three substituents

sel ected frgrqaugudp@@mug@ﬁbshmtﬁwiﬁ{)h}v@@{}esents hal o, cyano, am no, phenyl,

opti ondl 11y, Eab VR HE PP LAY ey PO BRYony UG B oy

hydr oxycar bongf formpuenyl , Cl Aal kyl oxy or NR 5R16 or RS represents
Cl- Oal kyl oxy optiQonal |y substi®outed with one or nore substituents sel ected

from hydr oxycar i) Yo phenyl J@@I kyl oxy or NR 17 R18; R6 represents
hydr ogen or %Abyl -76 R12 each i ndependently represent hydrogen,

Cl 1al kyl yI (‘@rb 3 and R14 each independently represent
hydr ogen, CI - 0al ki or d Aal kyI rbonyl - Rli and Rlfi each independently
represent hydixdgRmh R'Gepadskits hdroge n/bamydmrab@ayéioamd R17 and R18 each

i nd dent t h I b - 5. A
compound of HLrREEmymRetndg Fessindf pigersvh SRR ER TG - o de
forns, the phaymelokntlj cal |y acceptable addition salts and the

st ereochem Y—%Plrg k&ﬂ@ﬁér@h&ﬁ{yﬁ Oﬁel?l‘afngpfplp&p1%?'tfﬁoﬂlo¥;§mi1n¥l r 3, or 4 R

represent hydr al’Kyl optionally substituted with
hal 0; R2 repr@g’é i ydrogen Cl - Oal kyl, or ClAal kyl oxy-; R3 represents

hydrogen, CHM iépresentslpipdriehily® iorpRsliny pméfﬂilmdhiohfoh)tﬁﬁnﬂwrm t oget her a
di val ent radi cal lchl qct ed from trlge group consisting of -O-CH2- (a),

-NR - CH2- (b) (CR8R?m(c) wherein mrepresents 1 or 2 and R7, R8 and
RO are each Arncmmmjephdny epgionaliyesuibstitated mjttilagelsybendsl  4al kyl ; R4

represents hytly g,%éhts glo mﬁl%ﬁbstﬁﬁ@muhmmm LNWR 2,
Cl., al kyl oxycarbonyl , " hydr oxycarbonyl , Aal kyl oxy- opti onal |y substituted

4. A compound according to claim 3 wherein

nis 1, 2, 3, or 4;

Z represents O, S, NRG, SO or SO;;

R' represent hydrogen, cyano, hydroxy, or
Ci4alkyl optionally substituted with halo;

R? represents hydrogen, C)4alkyl, or C4alkyloxy-;

R represents hydrogen, C)alkyl, C;4alkyloxy- or R? combined with R* form
together a divalent radical selected from the group consisting of
-0O-CH;- (a), -NR7-CHA,2- (b), and -(CR®R®)- (c) wherein m represents 1 or 2
and R”, R® and R’ are each independently selected from hydrogen or C;.
salkyl;

R* represents hydrogen, halo, hydroxy, cyano, amino, NR!'R?, Ciaalkyloxy-
optionally substituted with one or where possible two or three substituents
selected from hydroxy and halo or R? represents C; 4alkyl optionally
substituted with one or where possible two or three substituents selected from
hydroxy and halo;

R’ represents halo, cyano, amino, phenyl, hydroxy, C).alkyloxycarbonyl-,
hydroxycarbonyl, NR"*R'* or C, 4alkyl optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C,4alkyloxy or NR*’R'®
or R’ represents C)4alkyloxy optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C, salkyloxy or NR''R'%;

Rﬁ represents hydrogen or C; 4alkyl;



with one or where possible two or three substituents sel ected from hydroxy
and halo or R4 represents C3-0al kyl gptionally substituted with one or
where possible two or three substituents selected fromhydroxy and halo; R5
represents hydrogen, halo, cyano, am no, phenyl, hydroxy, Cl _

4al kyl oxycar bonyl , hydroxycarbonyl -, Het', -NR13RL4, -O (C=0O-NR21R22, -O
(C=O-0a al kyl, carlbon | - NR23R24 or ClAal kyl optionally substituted with one
or nore subBt'iand&nt each édependantly wpresgm hysipeen: Komtkyl asitangikylcarbomdt ky| oxy or
NR 5R 6 or RS represents Cl4al kyl oxy optionally substituted with one or nore

bstituents,sel d f 1o, hyd hyd bonyl, .phenvl,, C _ -77-
2al Kyl oxy ok Kaich topasd P eBientrd hsopds & ~aist o Ryt BB ecwi ¢

one or nore ajino, hydroxy, Het3 or halo substituents; R6 represents

hydr ogen or ¢l aalkyl ' ende ﬁ ep dr ogen,
d aal kyl, Ok & Pky%asli?@é?%@%%&%ﬁ%?fﬁé‘%?%a%ﬁ* Lor c%i@@ﬁ%"%% each
i ndependent | y randresent hydrogen, Cl-4al kyl, Cl-6alkyl-SO2-, nono- or
di (Cl4al kyl hemg ae' &Rh indBperidSh: it hQdroféd, €1 4lRy1le¥ |0, galkarbe@abony! -,
Cl4al kyl - oxycarnbonyl o?n eA?al k%rg%ony?-ro%h%r efﬁﬂéai d 1Cleglll kyI%OZ- .
ClAal kyl - oxycar bonyl or Cl-0al kyl carbonyl - are each independently and
optionally substituted with one, two or three substituents selected from
hal o, Cl4al kyl oxycar b, R1I9R20 and Het 2; R15 and R16 each independently
repr esent hyér"é’é‘&’ﬁ}‘“‘&‘i%ﬁ%?‘?%(:l- Aiald<yl oxycar bonyl - or Cl4al kyl car bonyl -;
R 7 and R18 each independently rcg egent hyden,'CI aal kyl , CI.

{ N

4al kyl oxycar bonyl - or @W NI MR RIY each i ndependently
represent hydrogen, Cl4al ky{{l.o¥ycar BenylH , «w kyl carbonyl or C1 aal kyl
optionally substituted with \al*eR:t)‘r hydr oxy;—R21 andg 2 each independently

represent hydrogen, Ar2 or Cl4al kyl optionally substituted with halo or
hydr oxy; R23 and R24 each i ndependently represent hydrogen, C,

al kyl car bgpyh.oxtdetfdrm@! the pharddakMlticRlly heRpdably a88ib6H bdltdtand thd t h hal o or

hydr oxy; Het' éerg.rﬁfents lggf/trrol hlg?/l F %r r.olidinyl, pyrrolyl, oxazolyl,

i soxazol yISEEFOCACTHGHICSPerst Iof g} QL™ a) or b) wherein R represents
hydrogen or Cl-Oalkyl and o is 1 or 2; Het2 represents norpholinyl,

pi peri di nyl ,nipil’pze:rg,gglj@yl , thionorpholinyl or

R' represent hydrogen, cyano, hydroxy, or

Cisalkyl optionally substituted with halo;

R? represents hydrogen, C;4alkyl, or C,alkyloxy-;

R represents hydrogen, Cjualkyl, Cy4alkyloxy- or R® combined with R* form
to géther a divalent radical selected from the group consisting of
-O-CH;- (), -NR’-CH;- (b), and -(CR®R®)- () wherein m represents 1 or 2
and R’, R® and R’ are each independently selected from hydrogen or C;.
salkyl;

R* represents hydrogen, halo, hydroxy, cyano, amino, NR”RIZ,
Ci4alkyloxycarbonyl, hydroxycarbonyl, Cy4alkyloxy- optionally substituted
with one or where possible two or three substituents selected from hydroxy and
halo or R* represents C;4alkyl optionally substituted with one or where possible
two or three substituents selected from hydroxy and halo;

R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy, C;.
salkyloxycarbonyl, hydroxycarbonyl-, Het', -NR'’R", -0-(C=0)-NR*R%, -O-
(C=0)-C 4alkyl, carbonyl-NR*R?* or C4alkyl optionally substituted with one
or more substituents selected from hydroxycarbonyl, phenyl, C,4alkyloxy or
NR"R' or R’ represents C, 4alkyloxy optionally substituted with one or more
substituents selected from halo, hydroxy, hydroxycarbonyl, phenyl, C,.



pyrrolidinyl; Het3 represents norpholinyl, piperidinyl, piperazinyl,

t hi onorpholinyl or pyrrolidinyl; Het4 represents piperidinyl, norpholinyl,
pi perazi nyl, thionorpholinyl or pyrﬂ I"i dinyl; Ar' represents phenyl
optionally substituted with Cl4al kyl; and Are represents phenyl optionally
substituted with CL. Aal kyl; provided however that said conpound of fornula
(1) is other than Acetanlde

N-tricycl 0[3 3alkylaky o] NRURZ, yi ROrep@sdutty i0-(Qred)obpiblkyl Jublsitnted wiith o(nQCI) - 78-
Acet ami de, Vi cyclo[3.3.1.13" "] dec-2-yl -
(9C1l) Butan %H{"}e %ﬁ‘{“ﬁ @E&l}hb%trppgﬂég g‘%bsﬁ&é‘g‘itkls 7 Jdec-2-yl- (90I)

Acet am de, 2102WB$EﬁﬂWﬂE€9h91%h@ ky) N-tricyclo[3.3.1.13" "]dec-2-yl- (9C)

Acet ani de, &' am@xeleeéﬁn&p&na&m?]reﬁesearmum?geﬁ% 3alkyk C, et hyl phenoxy) - (9Cl)
Acet ami de, 2(%1( (grt@éfi e rlcyclo[33113 ] dec- 2y| (9c)
Acet ani de, 508 - ﬁ% Wdsy) -N-tricycl o[ 3.3. 1. 13' ' ) dec- 2- yI -
(9Cl) Acet arR'dend R each independently represent hydrogen, C,4alkyl, C,salkyl-SO,-,

2- (4-chl oro- 2- h I e (9cl)

Acet ami de, 2- é}%@ﬁg?ﬁgﬁ%‘éy C%N-}%I?Jlsc Ve 31[ ﬁdlgélfgu% )54331 . yl- (9Q)
Acet am de, 2- ("2t AYlor ophenoxy) - N-tri cycl 0[3 3.1.13'1 ]dec 2-yl - (9CI)

Acetani de. 2- [Chbllkyloxyeirobi be CplRyhaesiayy bvtbkeid iy Cl QUII30}., 13 7 | dec- 2-yl -
(9CI) Acetam

5-[ 5- et hyl - ‘ffa%‘tWF%rPﬂ'W Ppfretrleisarnqnyl ars raphy independently apd) o o vy (901)
Acet ami de, 2- (optiendilylspbstitussd/vithjone, itwy ot thfc<® sBbstitkdts' spldeted Frop halg,9C1)

Acet am de, 2- pcycl o[ 3.3.1.13" 7] dec- 2-yl 9Cl
Acet ami de, (% QI%MDWWW’MMH& y [ 7]]dec 2ny ((QC?)

) - Nt |o[3.3, 1. 13

Acet ani de, 2R(2n<11 dle éﬁpﬁﬁiﬁ%ﬁwﬁwﬁe?ﬁ@?ﬁ@g[%43&11 iL/& 7 ]dec-2-yl- (9Q)
Acet am de, 2- (JdkblbapartbnyRoén@] alkgarppylN-tricycl o[3.3.1.13'7 ] dec-2-yl-
(9C1) Acet ag'cﬁ ng'egéh BB%JEH&&’&U? TS OB WaRER X Yady 1 cyel o[ 3.3.1.13' 7

dec- 2-yl

]2 FZ (1yrret hy | tnilprysarearylgt Crealkylcathonyi:a. 3. 1. 13' 7 ] dec- 2- I - (9CI)
Acet ami de, ZRMn@R%?reacRuﬁ&Leaa@mﬁeﬁéséht ﬁ&d&dgeﬁy@M@ﬂ&b&yé&r g? ] dec- 2
](geqc) 5. C\f:et agbfﬁ‘ylcﬂ\‘&?é{%lrﬂ‘ éiak)‘?’l onﬁonaXIy S\r}gstl?uée/c? wm-\ Balo o¥ﬁy¢?ery,3 1.13 7

2- (4- net hoxy%@n@i&yz)eabh indepepndemlyFepresent Bydrg gt cAs oy Cregliedioptiomilgpanani de,
2- (2, 4-dichl orﬁggﬁﬁggmthmafordrq,?ggog -3.3.1.13"7 ]dec-2-yl- (9C) Acetam de,

2-(2-brono-4 t hybphe cIo 7]1d (9od)
Acet am de, gg’“@ {‘1 é% ﬁ‘Eyﬁﬁ g’ﬂ‘?‘?g%é 3‘9’1‘1 g{%yhﬁf t' o8 7 ]dec 2-yl -
(9Cl1) Acet a@]ﬂﬂcylapt(oﬁaﬂrymmm&tedmlﬂmmjmm;o)(yj\ktr| cyclo[3.3.1.13'7 ]

oo 2.1 (OCIPRE PRt il k@'ﬁf{%@%&?%@ PISKEREL 5 )i

(9C1) Acet ami def form ‘(@f brom)phenooxy) N-tricyclo [3.3.1.13'"] dec-2-yl- (9Q)

,},J( /O(R o N /(R‘)o
/\/ a) or /\/ b)

wherein R' represents hydrogen or C;4alkyl and 0 is 1 or 2;

Het? represents morpholinyl, piperidinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl;

Het” represents morpholinyl, piperidinyl, piperazinyl, thiomorpholiny! or
pyrrolidinyl;

Het" represents piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl;

Ar' represents phenyl optionally substltuted with C;4alkyl; and

Ar” represents phenyl optionally substituted with C, salkyl; provided however that

said compound of formula (1) is other than

Acetamide, N-tricyclo[3.3.1.1%] dec-2-yl-2-[3-(trifluoromethyl)phenoxy]- (9CI)



Acet am de, 2-(4-nmethyl phenoxy)-N-tricyclo[3.3.1 .13, ']Jdec-2-yl- (9C)

Acet am de, 2-(3-bronophenoxy)-Ntricyc|o[3.3.1.13 "]Jdec-2-yl- (9C)

Acet am de, 2-(4-chl orophenoxy)-N-tritcytlo[3.3.1.13" 7 Jdec-2-yl- (9C)

Acet am de, 2-(3-methyl phenoxy)-N-tricyclo[3.3.1.13 "lIdec-2-yl- (9C)
N-tricyclo[3.3.1.13" "] dec-2-yl -2-benzof urancar boxam de, and

N- adamant an- 2-yl -2-0-to |yl oxy-acetam de. 6. A conpound according to claim

579vvhgr il Ink Roetatnide, 2-B1- 1Snen@lpr&pyl)ﬁendx@pﬂaﬁ@mo[mﬂr%mam-ylcmllpt, Eygr oxy, or

- a i 0 represents hydrogen,

Cldal kyl , é‘t‘i’% dﬁ{ka %‘Z@;‘”‘y%‘>¥"i"g delwgc&e Ry #g%%n Cldal kyl, Cl4al kyl oxy- or
R conbi ned AugetaimidR22-{20bromo-t-ethglphawx - Niimmlaﬁhﬁ lrl%fdﬂecawl s%(lllé:ct ed fromthe
group consi SAéeELde%fN n%y@a% 3%161,)](1%_%2-@@25“&%}4 dep y) C$§&§R9) m (c) wherein m

represents 1 or ently selected from
hydr ogen or ‘ﬁ‘,‘f‘a““ a? k?yq dl“ﬁlllly‘?‘é‘/’ﬂ?’%é’n‘i‘ﬁyqlﬂﬁﬁ? bdyeiectl©Chydr oxy, cyano,
am no, NR'R1Zgetamidbat-koyd- mxmmo@phdtwmbﬁdﬂyﬁubﬁdybwmdl Whéce-gn@cyr wher e

possi bl e two or t e nd halo or R4
represents C?L%efl"& ?§4 %?Oé%aﬂe%ypu%mfﬁ &35’[1&%&%98'?%@% possible two
or three subéttqtam@nl@ %mmwnomfm mm%k?lé}ﬂﬂiec-hﬁl ¢CIR5 represents
hydrogen, ha), nﬁcYéa -cHSR Qnox 103N B¥¥ec-2Gh- (9cAal kyl oxycar bonyl ,

hydr oxycar bonéglélta ‘Eé (gﬂ )éma]l \B/élywoﬂgtl ongl I gcy]l C(gp lftgg wi th one or
nore subst i tﬁ%"t’ﬂ“gd%%’l tetmeth g e lPBTg R D rsEHYP-3- 1- 1p i ﬁ;%ry @4%al kyl oxy or
NR15R16 or R&cdtaefrideezesqmsﬂnﬁM(alnkeyﬂy&ﬁyl)pmhmqmmrhg'yclosm)lslﬁdekt Bgl-@ah one or
nore substit | e 3 enyl , C, 4al kyl oxy or
NR 7R18; in %9&53@3?&?&@&&& esen‘gé‘%?fﬁ{ bﬁQch %l (9% phenyl , hydroxy,
C, 4al kyl oxycéaedrsmde 2-2.hrfinetx bmb@%lﬂcyq‘lﬁlélkill]@iﬂ@ﬂ%@kyl optionally
substi t ut ed maﬁnlaaﬂg(pu dﬂéﬂ@lpﬁdj;b;‘a}l)lnﬂﬁy&lq3 seh¥qdeed-yi-noom hydr oxycar bonyl,

phenyl , C14al kyl a repr 5, C kyl oxy optionally
substituted @f %%%?%‘I} N}%ﬁ‘ g %ngq‘ﬁgg eﬁ‘l"éa"’]’ (g hydr oxycar bonyl ,
phenyl, C, 4aAkty4rm§tyZM-bmm-Zmla'lnh@ﬂmEbN@MdD@ 3hyldrldegenylo®CU, 4al kyl ; R’ and
RL2 each Indﬁeéﬁqiemémoﬁleramemﬁ hOGR m&%ﬂ@li(}/i” b-£48@icty| car bonyl - R13

RIS and Rifi AERENT AHCOERREHERD %B%Yewéwoﬂﬁ@?adeaﬁc&m?@c “aliyicarbon

Cl4al kyl car bénstamide, 2ahdromo-2 chlorophenoxy)-N-tricyclo[3.3.1.1*")dec-2-yl- (9CI)

Acetamide, 2-(4-chloro-3-methylphenoxy)-N-tricyclo[3.3.1.1*")dec-2-y1- (9CI)
Acetamide, 2-(4-methoxyphenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Propanamide, 2-(2,4-dichlorophenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Acetamide, 2-(2-bromo-4-methylphenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Acetamide, 2-(4-chloro-3,5-dimethylphenoxy)-N-tricyclo[3.3.1.1*")dec-2-yl- (9CI)
Acetamide, 2-(4-bromo-3-methylphenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl- (9CI)
Acetamide, 2-(2,4-dichlorophenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Acetamide, 2-phenoxy-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Acetamide, 2-(4-bromophenoxy)-N-tricyclo[3.3.1.1*")dec-2-yl- (9CI)
Acetamide, 2-(4-methylphenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl- (9CI)
Acetamide, 2-(3-bromophenoxy)-N-tricyclo[3.3.1.1*"Jdec-2-yl- (9CI)
Acetamide, 2-(4-chlorophenoxy)-N-tricyclo[3.3.1.1%"]dec-2-yl- (9CI)
Acetamide, 2-(3-methylphenoxy)-N-tricyclo[3.3.1.1*")dec-2-yl- (9CI)
N-tricyclo[3.3.1.1*")dec-2-yl-2-benzofurancarboxamide, and ‘

N-adamantan-2-yl-2-o-tolyloxy-acetamide.

6. A compound according to claim 5, wherein-
nis 1,2, 3,or4;
R! represent hydrogen, cyano, hydroxy, or



R1" and R18 each independently represent hydrogen, C, 4al kyl or

Cl4al kyl car bonyl - provided however that when R5 represents hydrogen in said
conpound of formula (1), then RL and R2 represent C, 4alkyl. 7. A conpound
for use as a nedicine according to claim1l1, wherein; nis 1, 2, 3, or 4; Z
represents 0, S, NR6 or SO2; in particular 0 or NR6; R represents hydrogen
or C 4alkyl; -80- R2 represents hydrogen or Cl.4al kyl; R3 represents

hydr ogen, 014@]I45y( lo[ﬁoﬂﬁj%lbﬁﬁﬂted‘aﬁth%loconb' ned with R2 form t oget her a

di val ent radj cal Selecte ﬁEr*r“ ?eﬁgé@g{) consi sting of -OCHz- (a),

“NR - CHz-  (B)repissnts yedresee) Wé‘é‘ YPX¥represents | or 2 and R7, R8
and R9 are Bresentictperapens € y.akkel, €¢hatikly6xyeor Ry dorabiaed otith RE¥dat kyl ; R4
represents hy e Aal kyl oxy-,

Cl4al kyl oxyca %é%ﬁe leﬁﬁén?radhc\égge %"Rmﬂ‘%ﬁ%@ }"E%I%lgoptl onally substituted
with one or wiﬁ)aEHz-;i@)ssNB @va@),cﬂrﬂdt RR’ ha(@“@@@mmtfeﬁﬁﬁ@ts lF@i’repr esents

hyd hal 3] h I , NR13R14,
(20 Al and RORT e e e R B een oESh 1 oy

optionally sulls |’t uted with one or nore substituents selected from NR17R18
or RS repr eRtrpmsen® In0rogeh; 1dd, hydrosylaytind, umird, NR' IR 'halqalkyloxydet 3; R' and R12

h d b | -
ond K14 each Sy S‘Bgﬁt%%“mé 80 Plere oSt Mo Fampeptihufieha] DIV )
nmono- or di (Ge e@@ld @@2‘30 xR’ -rwsenﬁ&\ealkﬂropélp(@ly Sﬂbfrtltlytleg ani no-

carbonyl -, C wmbif%n%y&ﬁdsl@mmvo% tifebAibliithes Qutydd- ﬁd}ﬁ*ﬁ&&’oﬂ%m d C1
al kyl - SQz-, Cl-0al kyl -oxycar bonyl or C 4al kyl carbonyl - are eac

independentl alhg optionally substituted with one, two or three substituents
sel ect ed frRBhrepedsents Gikéadenyhado cg@moh amirlo, ptMRyERgdroay;dllHetZ R17 and R18 each

i ndependent | y Fﬁ%nyghlﬁ%gé’alrbo l%ﬁmlgmggbl%hm gﬁgﬁmndent |y represent

hydrogen or z Stitute roxy; R21 and R22 each
i ndependent | yS‘&b éé‘ﬁfth 996 @F BIgE-Substitugris seleqted framyhydaxyeatonylndependent | y

represent hydpiRgen Cosalityddd; or NIEER 'S oe R epesbids @._raﬂcqul optfonilr mula 0 0 NA
N_k7Qua substituted with one or more substituents selected from hydroxycarbonyl,
phenyl, C4alkyloxy or NR''R'®; in particular R’ represents halo, cyano, amino,
phenyl, hydroxy, C, salkyloxycarbonyl-, hydroxycarbonyl, NR'*R'* or C, salkyl
optionally substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C;4alkyloxy or NRR'® or R’ represents C;.
salkyloxy optionally substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C,alkyloxy or NR''R"®
R represents hydrogen or Cj_alkyl;
" and R'? each independently represent hydrogen, C;4alkyl or C,4alkylcarbonyl-
R'? and R'* each independently represent hydrogen, C,4alkyl or C,4alkylcarbonyl-
15 and R'® each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-
;and
'7 and R'® each independently represent hydrogen, C,4alkyl or C,_salkylcarbonyl-
, provided however that when R’ represents hydrogen in said compound of
formula (Ii), then R' and R? represent Cjalkyl.

7. A compound for use as a medicine according to claim 1, wherein;
nis 1, 2,3, or 4,
Z represents O, S, NR® or SO;; in particular O or NRS;
R’ represents hydrogen or C,alkyl;



a) or b) wherein R represents hydrogen or Cl-4alkyl and o is 1 or 2; Het2
represents norpholinyl; Het3 represen nor phol i nyl; Het4 represents

pi peridinyl; and Arl and .Are each independently represent phenyl optionally
substituted with Cl4al kyl, provided however that said conpound of formula
(I') is other then N adamant an-2-yl -2-o0-tol yl oxy-acetam de. -81- 8. A
compound for use as a nedicine according to claiml, wherein; nis 1, 2, 3,

or 4, Z repres ot rticular 0; Rl represents hydrogen or
G aal kyl ; R2 rg‘ r §e(e%ﬁrtlt§hg&r8§92 '6an? I - Oal kyl ; %resents Nydrogen,

Cl 4al kyl , O AaRkydpsssgnts By rmenegmlkyédlwlimlor& qr&rﬁo gge vHER fomm val ent
radi cal sel ect edigfpEBr 4 fi9aleritGhdc4 9818dted frovd t gm@; %rsuﬁgm - NR7- CHZ-

(b),.and -(CRBR) ) gi n.m r and R7, R8 and R9 are
each |ndependent{@cil'£Z @Shg{? &@’m( g‘@om}m@‘ﬁlﬁr%preﬂws?‘éﬁ%ents

hydrogen, hydr oxgandf i, andI\EF?I arR@.@h iglergaddnflysriected dfrom Wedrkgan oropt i onal |y
substituted wth o a;fr wher e p055| ble two or three hal o substituents; R5

represents hydrog hydroxy |n partlcul ar Nﬁlgrlg.é and R' and RI 2 each
i ndependent | y Refﬂpé%séﬁﬁ hdrae ey 640, hydmyykaming, - lsp¥syio8Ywonyl -, provi ded

wagver t hat 2sa: d W&b@ﬁyﬁ ﬂfvdl’ﬂdky?bafﬂo}lyl- scrqt,nakyltdpaanau i |
adamant an- y X e according to c aim
5, wherein; %fm“%d ‘@Yh Y % W%ﬁe H”é%ﬁgé‘g?lf"sﬁhéeeﬁ%?ng’r %‘3%?{ $C1-0al kyl, in
particul ar hydRBg:mnesents bpdrogén , HRB, emivb) ptmdthydToRQ lny(bnovtyctadgmlyher a di val ent
radi cal selected 13pe4 g QLD NSk t Do 6 AR -CH2- (b),
and - (CR$R9), , - ’ gol\?\}}erel n &é 0 Efr)“és lc O%I EQ}} ?%38&% RO are each
i ndependent |y se ”@do’fWQI’(‘r‘PnﬁiYcﬁ“ E}Eﬁe@)?’m@lollﬁpk?lp‘e SRH“F‘&B‘F%@@H‘FQ hydr ogen,
hal 0, hydroxy, Céal XRI'8XYor R @éprédedl-RN+0)-Caliai bulstilutsd willdhdleor esent s
met hyl, ethyl, nE¥ oxy, fluor, chloro or brono; and R5 represents hydrogen,
am no or hydr oxyi articular amno or hydroxy; 10. A conmpound according
to claim9, whé&' eamﬂ R'fieachlindependzntiprepteserRhydmges €aatlkylorhydr ogen; R3
combi ned with & fieyiedbegesher a divalent radical selected fromthe group
R" and R'* each independently represent hydrogen, C,alkyl, C, salkyl-SO;-,"
mono- or di(C)4alkyl)amino-SO,-, Ar'-S0O;, mono- or di(C, salkyl)amino-
carbonyl-, C4alkyl-oxycarbonyl or C, 4alkylcarbonyl- wherein said
C1salkyl-SO,-, Ciialkyl-oxycarbonyl or C,4alkylcarbonyl- are each
independently and optionally substituted with one, two or three substituents
selected from halo, C)4alkyloxycarbonyl, NR'’R* and Het?;
R'7 and R'® each independently represent C,_alkyl;
R'? and R? each independently represent hydrogen or C)salkyl optionally
substituted with hydroxy;
R and R* each independently represent hydrogen or Ar%;
R* and R* each independently represent hydrogen or Het";

Het' represents a radical of formula
0O

0]
u}z//(o o A LR

e 5 o </ .

wherein R represents hydrogen or Cjalkyl and o is 1 or 2;
Het? represents morpholinyl;
Het’ represents morpholinyl;
Het" represents piperidinyl; and
Ar' and Ar? each independently represent phenyl optionally substituted with
Ciaalkyl, provided however that said compound of formula () is other then N-

adamantan-2-yl-2-o-tolyloxy-acetamide.



consisting of -0-CH2- (a), -NR7-CHZ- (b), and -(CR8R9)m (c) wherein m
represents 1 or 2 and R7, R8 and R9 @re each independently selected from
hydrogen or Cl _ 4al kyl; -82- R4 repr¥®sents hydrogen, hal o, hydroxy, -
Cl Aal kyl oxy-, or Cl.4alkyl; in particular R represents nethyl, ethyl,

met hoxy, fluor, chloro or bronp; and R5 represents hydrogen or hydroxy; in
particul ar hydroxy. 11. A conpound according to claim5, wherein;

nisl,2or3; R represents a C aalkyl, in particular nethyl; R2 represents a
Cl-0al kyl, in particular nethyl; R3 represents hydrogen, Cl al kyl or

Cl- Oal ky'9><yAcarﬂp&ﬁratfarqrglearamégmgeeeorarﬁ thvérampr wWiRLdROXY; R4 represents
hydr ogen, hal yl oxy- Oal kyl'oxycarbonyl ,

hydr oxycar bBr\syr 2 Q& 0al kyl optionally substituted with one or where
possi bl e t\Zxrepresehter:(SdreS(h mipastfoutan@nts; in particular R4 represents

met hyl , et hyh {f l uoronet hyl, methoxycarbonyl, methoxy,
'y regréjslexg?h%@%s&% ﬁrrf& .

fluor, chlorg gsent s hydrogen hal o, am no, phenyl,
hydr oxy, hyBr ssopesanth bydrpgengs(CraalkyINRI3R', - O ( C=0) - NR21R22,

-0-(C=0O -] R@@é knts hfdbRANY 4kl xy-Ga RAlckpsbsy waRtR’Goah | y subst i t ut ed
with NR17R1 ﬂ%ms ya m r4ammaﬁa ? Z}el kangsﬁgé tlnt uted with one or nore

Het 3 or hal g gseﬁ’ﬁrs? ij'tvglg?lttrggw‘flﬁeleﬁg&f’%’d%agm?% ts hydroxy, am no,
met hyl sul f brQIGH- (e, -NR'HOHLS (b) mW—I(CR%R%)mé?) wmduynmapmm hod 2end

et hyi car bonyj7agi gredeRIi%l ({P‘yu g?%ﬂgﬁﬁéﬁfg’usg fed fﬁm Hﬁ‘drogéﬂ &f @1 4a1ky1

met hyl car bonyl am n rfg% m ne o é
phenyl sul fo If%%%@s foé‘ﬁ‘d Y&Q’%&E‘I‘P"i’ p%n 0r"é‘p?re e’ﬁikyhydrogen

Cl4al kyl or optionall#shtsytuealrbieyre; oriwhefipgdssible Inad othéRnﬁldﬂlBstit@emtﬂsent met hyl ;

R13 and R14 gach I ent | [ Aal kyl , C, -6al kyl - SO2-,
mono- or di fgri{’aﬁ?‘r&g%g mg &d‘&g’r‘g%’%ﬁﬁulayf? ‘%g‘r‘“dg]]( d . 4al kyl ) ani no-

car bonyl -, (Bi4a1dkf9 emymmmly wre@a.mé}b'mg@aﬁbmﬂwlor @her ei n sai d

C, 4al kyl - SO lgrs@dylf»)/ roQiﬂlé& %\QQJ&Y tha%algcﬂﬁ’édﬁ}ﬂi 6 RfobRAMN(T) i96BeBED

i ndependent | nd optl o ubstituted with one, two or three substituents
‘sel ected fr %araa ﬂ%ﬂﬁ%ﬁ?ﬂ&?%ﬂﬂw NR1O9R20 and Het2; R17 and R18 each
i ndependent |y represent hydrogen or C, 4alkyl; in particular R7 and R18

represent gne i Ww endently represent hydrogen or
Cl- Oal kyl Op%‘l Ong? O?a:@& mE*%chﬁr%?E', s

R! represents a hydrogen or C;4alkyl, in particular hydrogen or methyl;

R? combined with R? form together a divalent radical selected from the group
consisting of -O-CHa- (a), -NR'-CH,- (b), and -(CR*R’)y- (c) wherein m
represents 1 or 2 and R, R8 and R® are each independently selected from
hydrogen or C,4alkyl;

R* represents hydrogen, halo, hydroxy, C,4alkyloxy-, or C4alkyl; in particular

R’ represents methyl, ethyl, methoxy, fluor, chloro or bromo; and

R’ represents hydrogen, amino or hydroxy; in particular amino or hydroxy;

10. A compound according to claim 9, wherein;
nis 1, 2, 3, or 4;
R' represents a hydrogen;
R® combined with R? form together a divalent radical selected from the group
consisting of
-0-CH;- (a), -NR’-CH,- (b), and -(CR®R®).- (c) wherein m represents 1 or 2

and R”, R® and R’ are each independently selected from hydrogen or C,.
42111(}’1



substituted with hydroxy; in particular R19 and R20 each i ndependently
represent hydrogen, nethyl or hydroxy%thyl; R21 and R22 each i ndependently
represent hydrogen or Ar2; in partid&ldr R21 and R22 each independently
represent hydrogen or nethyl phenyl; -83- R23 and R24 each independently
represent hydrogen or Het4; in particular R23 and R24 each independently
represent hydrogen or piperidinyl; Het2 represents norpholinyl; Het3

represents nRff pipedsbrty hydrogiel Halb SMESENC SalkyRRY4, 8 Qylalkylyin pagipilesent s

phenyl ' substityied wt ;. and r2 represents. phenyl substituted
with ClAal kyl .HﬁPreﬁF%H’B Aﬁ%@izé‘bﬁ%"ﬁgﬁ{%’ e R Gpmes i o ° hi sl or 2 R
represents aRCiohedsknts hydroggnanrthiydmolgyin pettioylar hydR&yr epr esents a Cldal kyl, in
particular methyl; R3 represents hydrogen; R4 represents hydrogen, hal o,
-NR'R12, Cl4al kyl oxy-, or Cl4alkyl; in particular R4 represents methyl,

et hyl, metlhogycompouast accerding t9 My WhHereInR5 r epresent s hydrogen or hydr oxy;
in particul anihyderdy; and R' and R12 each i ndependently represent hydrogen
C Aal kyl or €1 4al kyl ca nyl . 13 onpound as clainmed in claimb
wherein the géﬁﬁgﬁﬁ S¥§ﬁ§% t%é@ﬂ#wgﬁﬁpﬁlﬁpgroup consi sting of;

2, 3- di hydr o- R- fepreremsp Gi-dlipds mmpprtiquiay setiyB. 3. 1. 13. 7] dec- 2-yl ] - 1, 4- benzodi oxi
n- 2-car boxamp deyresphik b 2k 1%H COXattYIdGY f particular hydrogen, methyl
Io[3.3.1.13'ng§%?%?EL }g?ﬁ%E%QI;g¥(g?ﬁe€ﬁ§§%héhoxy)- %ro%ananige, N[(1 R 3
S)- 5-hydroxyt PT&§ 0%/36 [ 3.3.1.13 "'

dec- 2-yl ] - 2- Réirdpyéseids hidropery hlp haNRIXB/Y -CipaleplarpnCdalkyloxycarbonyl,

2- (3, 5-di met hy - -5 r £ T ecihdec- 2-yl ] -
2- met hyl - pr opahgﬁgg&&%?%%%%@ @%ﬁfﬁ%s :Elééd%@rl g&i?ﬁ%?%ﬁogf%g:% 1.13'7
] dec- 2-yl | - 2H twoeibERshriprubstitecnty Sypariiquar R” represents methyl, ethyl,
2- (4- chl or o- 2- aghdiylname oaifliotdniethhR ndethoxycarbonyl, methoxy, fluor, chloro or
S) - 5- hydroxytric cLo[3.3.1.13"]dec-2-y|f— 2- met hyl - propanam de,
2-(4-Chloro-2- %1 - phenoxy)-N- [(1 R 3 S)-5- met hanesul f onyl ami notricyc
to [3.3. 1. 13'R’Jremescnt3-hydiogen, melohgrinps phenynbydraky, hydroxycarbonyl, Het',

-NR"R", -0-(C=0)-NR*'R?, -0-(C=0)-Calkyl, -carbonyl-NR*R?* or

Cialkyloxy optionally substituted with NR'’R'® or R® represents

—0-(C=0)-C;4alkyl substituted with one or more Het® or halo substituents; in
particular R® represents hydroxy, amino, methylsulfonylamine, ethylsulfonyl-
amine, methylcarbonylamine, ethylcarbonylamine, dimethylaminosulfonyl-
amine, chloromethylcarbonylamine, trifluoroethylsulfonylamine or methyl-
phenylsulfonylamine;

R and R'? each independently represent hydrogen, Csalkyl or C;.
salkylcarbonyl; in particular R'! and R'? represent methyl;

R" and R each independently represent hydrogen, C;4alkyl, C,salkyl-SO;-,
mono- or di(C;salkyl)amino-SO,-, Arl-SOZ, mono- or di(C, 4alkyl)amino-
carbonyl-, Cj4alkyl-oxycarbonyl or C;alkylcarbonyl- wherein said
Ci6alkyl-SO,-, C;aalkyl-oxycarbonyl or C;4alkylcarbonyl- are each
independently and optionally substituted with one, two or three substituents
selected from halo, C,4alkyloxycarbonyl, NRR? and Het?; '

R'” and R"® each independently represent hydrogen or C,4alkyl; in particular R"
and R'® represent methyl; '

R" and R?® each independently represent hydrogen or C,alkyl optionally -
substituted with hydroxy; in particular R'"® and R* each independently
represent hydrogen, methyl or hydroxyethyl;

R?! and R? each independently represent hydrogen or Ar?; in particular R*' and
R? each independently represent hydrogen or methylphenyl;



2- (4- Chl or o- 2- net hyl - phenoxy)-N-[(1 R 3 S)-5 -84-

(di met hyl am no) sul fonyl am notricyc |1o[3.3.1.13 ']dec-2-yl]-2-nethyl-

pr opi onam de, 2-(4-Chl oro-phenoxy) - N—%?l

R, 3S) - 5- hydroxytricycl o[ 3.3.1.13" '] dec-2-yl]- 2-nmethyl - propi onam de,

N[ (1R, 3S)-5- (di net hyl am no) sul fonyl am notricycl o[ 3.3.1.13" '] dec-2-yl]-
2-met hyl -2-(3-trifluoronethyl -phenoxy)-propionamde, N [(1 R 3

S) - 5- net hanesnpfaamafl‘e&bm{dé peaiéntlyGeprdsedt B dl@gen]or@@e‘ Brpakticufar REY M| -
2-(3-trifluoro h% enoaie%glp g_lgldy ‘Lz%wl

R, 3S) - 5- ani notr ‘Fkb‘F B e?fﬁf%a'ét 1ySTQgeR on,pip or o- phenoxy) - 2- et hyl -

pi onami de, Hb# ﬁc(piﬁgﬁiﬁ%)noﬁsmmlylpt ricyclo[3.3.1.137

N-[ (1R, 3S)-5- eoul btricyclo[3.3.1.13'7 ]Jdec-2-yl]-2-nethyl -
(3-trifluor Hﬁbtrm@rsewﬁems& Ylpr opi onani de,

R, 5S) - 4- [ 2- -k R EistituRBRBK ) salicylRibAY | -

pro

] dec-2-yl]-2- Eggtg resg Hom&%\oronet hyl - phenoxy) - pr opi onam de,

[

2-

(3 ‘

propi onyl am nqQltric dcae carboxylic acid, N[ (1

R 3S) - 5- ani no?‘l 8%%/"8}%&%“%5‘%@“%’%‘1%‘%}6@ l2 (4- chl or o- 2- net hyl - phenoxy) -
2- met hyl - pr opi onam de, 2-(4-Chloro-2-net hyI phenoxy) 2-methyl -N-[ (1 R 3
) -

2-

d

S @Fy)fxoc%n@gamagwda@tauamuuywaerrgmcycl 0[3.3.1.13'7
3- Br ono- phBh‘gL Z2- et hyl - N-[ (1R, 3S) - 5- ( 2- oxo- oxazol i di n- 3- yI)trlcycIo-
3.
5-

1.13' ]dR&r@r@gbﬂt&aﬁr@kﬁnamldxeulaam(et&yl,%r orm pheno xy)-N-[(1 R 3
th
c- 2n§l ] agesﬁgkeg’?]éélﬂﬁ&&o Jlﬁr#éﬁpggwhg %ﬁ&&%l or o- phenoxy) N[(1

R 3S) - 5- et haﬁesftpr¢serﬁ§/ Edf?g?@trl cyc 10[3.3.1.13
dec-2-yl]-2- rrat'beplresa&@ @a@mmo .ML”R‘\Z aﬁl 6m4atkw i@d¥s, the
pharmaceuti ca l4 acc %}{g &\yﬂl tion s he stereochemcally
i someric for ?Pé?s SRV mpeioxyy, °6u‘%°rf’§ rsogr ected fromthe group
]c8n5| Ztl In]g gf R’ :;pgfsmgi}i%pg@mylddroxytemg paryichle] 1§/dBoxy; 4Bl 7

ec y 1 a
N[ (1R, 3S)-5- ydr X tal’l %y g%{{dggﬂy&? é}%f\gardg? a_ -lt())(ranzofurancar boxam de,
or NJ[(1 ylcarbonyl.
R, 3S) - 5- hydroxytrl cyclo[3.3.1.13 "]dec-2-yl]-7-met hoxy-2-benzof uran-

car boxani de ﬁ&fconé,%un@%sogaaﬁmeaaﬁncetvh&%mqﬁé bR W R Rl Wb e

phar maceutiCa e carr

group cons1st1ng of;
2,3-dihydro-N-[(1R,38)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-1,4-benzodioxin-
2-carboxamide,
N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"1dec-2-yl]-2-methyl-2-(2-methylphenoxy)-
propanamide,
N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-2-methyl-2-(4-methylphenoxy)-
propanamide,
2-(3,5-dimethylphenoxy)-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1>"1dec-2-yl}-
2-methyl-propanamide,

S
] de

(
[ 3.
) -
e

S

3,4-dihydro-N-[(1R,3S)-5-hydroxytricyclo[3.3.1. 137]dec-2-yl] 2H-1-benzopyran-
2-carboxamide,

2-(4-chloro-2-methylphenoxy)-N-[(1R, 3S) 5-hydroxytricyclo[3.3.1.1>7 ]dec-2-yl]
2-methyl-propanamide,

2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,38)-5-
methanesulfonylaminotricyclo[3.3.1.1>"]dec-2-yl]-2-methyl-propionamide,

2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5-



and, as active ingredient, an effective 11(3-HSDl inhibitory anount of a
conpound as described in any one of C%PIWB 1 to 14. 16. A process of
preparing a pharmaceutical conposition'as defined in claim 14,
characterized in that, a pharmaceutically acceptable carrier is intimtely
mxed wth an effective 11(3-HSD1 i nhi bitory anount of a conpound as
described in any one of clains 1 to 14. 17. A conpound as clainmed in any

one of claj Jﬁe&yiaﬁmc@sulﬁny@mnﬂo@mﬂ:% {3.321 ziae@ﬁ- il]‘? fethyl-use as a nedi cine.
as Claimed’in any one of "claims"1 to 14 in the

18. Use of nglo
manuf act ur @rptona di canent for treating pat hol ogl es associated with excess
corti sol far(mnlan-phmb)-ﬂs[(IR:;BS)@S(-aydrbEytno;MB By, 1°djdab@tydls, obesity rel ated

car di ovasc I}g{ dementia, cognition, osteoporosis, stress and
gl aucoma. ?9‘% éﬁ%ﬁ&?ﬁmde ound as clainmed in any,one of clains 1 to 14 in

conbi nat i odV-KARAS)- é‘rﬁdlmﬁthymm)ﬁ'émm@memcb[h%lkﬂe ]ﬁlﬁ%af)’é]ct ure of a
medi cament of géthyitpe 3ttlhgﬂbmthy[_9fled0§a%rbﬁoﬁﬁﬁﬂd§t ance, dyslipidem a, obesity

B AT S o PP T LS L AP Pl et act o ¢

of a nedi cQF(GFttxﬂﬁcnombﬂhel-plreedxm{prmormimdmdes| rable side effects occurring

Gur 9.9 USORORLASS RHRIRY s 1SR el AL rabyng sore Torr
proplonarmde
N-[(1R,3S)-5-aminotricyclo[3.3.1. 137]dec- -yl]-2-methyl-2-(2-trifluoromethyl-
phenoxy)-propionamide,
N-[(1R,3S)-5-Ethanesulfonylaminotricyclo[3.3.1.1*")dec-2-yl]-2-methyl-
2-(3-trifluoromethyl-phenoxy)-propionamide,
(3R,5S)-4-[2-(4-Chloro-2-methyl-phenoxy)-2-methyl-
propionylamino]tricyclo[3.3.1.1*”Jdecane-1-carboxylic acid,
N-[(1R,3S)-5-aminotricyclo[3.3.1.1*7]dec-2-yl]-2-(4-chloro-2-methyl-phenoxy)-
2-methyl-propionamide,
2-(4-Chloro-2-methyl-phenoxy)-2-methyl-N-[(1R,3S)-5-(3- methyl 2-0x0-
pyrrolidin-1-yl)tricyclo[3.3.1.1*7]dec-2-yl]]-propionamide,
2-(3-Bromo-phenoxy)-2-methyl-N-[ (1R,3S)-5-(2-0x0-0xazolidin-3-yl)tricyclo-
[3.3.1.1’"]dec-2-yl]}-propionamide,
2-(3-Bromo-phenoxy)-N-[(1R,3S)-5-methanesulfonylaminotricyclo[3.3.1. 1*7-
dec-2-yl}-2-methyl-propionamide, or
2-(4-Chloro-phenoxy)-N-[(1R,3S)-5-methanesulfonylaminotricyclo[3.3.1.1*]-
dec-2-yl]-2-methyl-propionamide.

14. A compound, the N-oxide forms, the pharmaceutically acceptable addition salts
and the stereochemically isomeric forms thereof, wherein the compound is
selected from the group consisting of;

N-[(1R,38)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-3-methyl-2-benzofuran-
carboxamide,

N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-2-benzofurancarboxamide, or

N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"}dec-2-yl]-7-methoxy-2-benzofuran-

carboxamide.



15.

16.

17.

18.

19.

20.

-85 -

A pharmaceutical composition comprising a pharmaceutically acceptable carrier
and, as active ingredient, an effective 11p-HSD1 inhibitory amount of a
compound as described in any one of claims | to 14.

A process of preparing a pharmaceutical composition as defined in claim 14,
characterized in that, a pharmaceutically acceptable carrier is intimately mixed
with an effective 113-HSD1 inhibitory amount of a compound as described in
any one of claims 1 to 14.

A compound as claimed in any one of claims 3, 4, 5, 6, 9, 10, 11, 12, 13 or 14 for
use as a medicine.

Use of a compound as claimed in any one of claims 1 to 14 in the manufacture of
a medicament for treating pathologies associated with excess cortisol formation
such as for example, obesity, diabetes, obesity related cardiovascular diseases,
dementia, cognition, osteoporosis, stress and glaucoma.

Use of a compound as claimed in any one of claims 1 to 14 in combination with
an antihypertensive agent in the manufacture of a medicament for the treatment
of insulin resistance, dyslipidemia, obesity and hypertension.

Use of a compound as claimed in any one of claims 1 to 14 in combination with a
glucocorticoid receptor agonist in the manufacture of a medicament for the
reduction of undesirable side effects occurring during glucocorticoid receptor
agonist therapy and for treating some forms of cancer, diseases and disorders
having inflammation as a component.





