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WD 2006/ 024627 PCT/ EP2005/ 054197 -1 N-2
ADAMANTANYL- 2- PHENOXY- ACETAM DE DERI VATI VES AS 11- BETA

woORRMIMSTERO D DEHYDROGENASE | NHI BI TORS 5 ThePCT/EP2005/054197

met abolic syndrone is a di sease with increasing

preval ence not only in the Wstern world but also in

Asi a and devel oping countries. It is characterised by
obesity in particular central or visceral obesity,

t )pe ADAMANT ANY [RY{PETEN QXY ACE T AMIIBE DLEIHVMIVES AS 11-BETA

arterioscl

event ual | yﬁ?ﬁ’jﬁﬂfgﬁ aw@ﬁ?ﬁé‘@m tlgéEQRgt

al. (2000), D abetes, 49, 883-888). 10 d ucocorticoids
and 11(3-HSD1 are known to be inmportant factors in

differentiation of adipose stromal cells into nmature
ddie prsighodis syndromeds ¢ fisease avithsinergasing prevalencsfnoppelydn the

bdtéH tworldibkt 3is6RPA sTARNA def6pin éomfﬂﬁéseﬁsséelha&me&@y obesity

wi t h subcut an oustlﬂg Fur a tiss

3% Bprtigy ’f%“é’gﬁ of Bcera] P3e¥ P b&F‘FéS‘@E’F Ipidemya, hypertension,
asiericdchireis, toronhityrheartcliseases dnd) evdnumlytohfdﬂixerehelvtaﬂﬁei(@.T.

t dlp r sity, insulin

sl,\g(ﬁ%tlg ??ﬂe (idp?)zlﬁabe&ésagg,t@g éjéﬁ@perl i pi dem a and
hyperphagla (H Masuzaki et al (2001), Science, 294,

Q&Tc%iltig ds aﬁﬁqusf Iy %én&élﬁ}x)ﬁ'%e irﬁpd'f%f fdc inydiﬁgregtiation of

i nvo Vi _Scera eSI
eHipoRsiEasw |C§11%19me@w Sbppoyieni B theanscer] :fmrsal efinof obese
fpﬁﬁéﬁti 9 1BHHSD dafR1¢AI6vel 1y ifiérbdsed @dibaret Qsﬁthadﬁﬁcﬁﬁheous tissue.

B Bipot AL oY CER L EREHOD | it ZepeRae U isocited
evitieincreasedivertiosterany levelsiinshd adnpca;a dlsstuepma:eralmbpmm;rm’tsalm

SORSH 190 UL AL 8550 BB 01, B4R a6 oo,

2@@96) 294, 2662 170} JdﬁptetﬂorelvbltBaHSDl iy gostdikehphe inVokvedin the
RIAoSHEARF Vist&at oS @aﬂﬁ‘@ﬁﬁe %gbtét%ﬁ’i@ts%ﬂ(ﬁbfn@n of

cortisone by 11(3- may exacerbate obesity and it
may be benef|C|aI to inhibit this enzyne in adi pose

tThisiBition @f 10BFED PRkl ThS. dethResd ih\diffeetiation lahd k@ thckdase in

PRAIpRHAR Al pbossusTial Calf: Mokov, Bl@brastiéRRsicimmey, o
c(tﬂrh@d:o&mm}r) e?lﬁnalhxm kheradonlita rod ingolie and leptig ¢reproimoge 4dvatxia and
éf@ﬂ%yst én?ilq}lg %Pfe@lﬁiy k‘%ﬁefsgg %ﬁ ﬁﬁﬁ@&ﬂ@&ﬁs&d&fmstrat]fo? rgP M. Stewart

I'ovascular ri

aortic st
(e8P0 Erods Brdagrin Metabbl dar - SGMThessidela miagest that enhanced
@%hbﬁion-rmohﬁﬁﬁ@i) ofp Hﬁ)leﬁlﬁﬁéiac@fba%%%ﬁ AP it may be beneficial
HSD1 activity..is highlighted t he "R- HSD1
Q?I it Sr%g@e%é‘@‘p?ﬁ??S? é’5’§%¢dp 8ma | evel s of

Q)bé@lgﬁ ol latked vecardlovasealar tislas0 Tﬁere lilsui s@ﬁﬁhhﬁt&el@ﬁoﬂshi;ﬁ
ed b

E;Jal ns, ﬁl 9 exct %nfrgtom I 1,0 1583 e | ndu&[:J d |
b g o"o&s"i A&AY {1-on }P‘WS ? Bt Fomdths e
puggssting that glnwcomdwisorggrlatc ksﬁcqmlnp@mnts dfi Cprchio\;amﬂarl rgsk. In

AElopF Anlc e RO 1R BSR AT LR ANEAIRINTIH it adults
a ucoddetimpest @S therrdfegt efidesteased 1 Sd 8P jagtyitysis highlighted by the

t[5315[SD|1 Khoelfoud hAMSOMRBt k¥ ihcbaskd PlakMe lév@Isr(ﬁ‘éﬁ&%g%hous active
adm |stered ex in certain

BHRIF TG G inR0F @RLBR T A D RORC HoRLIngpn tesisiies fdted by

stress and obesity. Additionally, these knockout mouse present an anti-atherogenic

plasmid lipid profile and benefits from decreased age-related cognitive impairement.
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5 Cushing's syndrone. Corticosteroid-induced el evation
of intra ocular pressure is caused by increased

WO e®oer4@mpre to aqueous outfl ow due to gl ucocorpCTBPINS/054197

i nduced changes in the trabe&ul ar meshwork and its
intracellular matrix. Zhou et™al. (Int J Ml Med
(1998) 1, 339-346) also reported that corticosteroids
i ncrease the anounts of fibronectin as well as
collagen type I and type IV in the trabecul ar nmeshwork
ﬁ orcggn-iq%o éu?ﬁuur ed bovine anterior segnents.
'(lcop- [RIF L REPEYY%d in the basal cells of the
corneal epitheliumand the non- pignented epithelial
€8udasortigoidsdnwrease ¢l diskr of ggncoma bRmising shaimirgogidargaessere when

laBmii§erell reﬁ@%&:%ﬁ afi ﬁlm.’é‘i’t%ﬁl co%ﬁ{gﬁ?ﬁ? in@re%gb% production like in

non- pi gnent e hella

§usking srsyndremg.- C%lqpémlée%dqcpé sleaatr%&%a ogikar pressure is
tahs3d Ugiﬁaacrmsd BIRERDE to @emﬂm e ﬂ&glaédﬂoﬁic‘éﬁd aldhesa

s it e bl afhivpand i tract i TEGHE Ficu byt T Mol
Obdéd @oad) 1, 3‘39@46)3ai5®repertedﬂlat &ﬁﬁ&os&@dﬂ; mcsaaggﬁmtanmgn‘a of
Eﬂk&egﬁ& 5? %P%%&ﬁﬂlﬁgﬁ M@% ahﬁ‘ a{p{) St ih bggglo escllv%ork of organ-

ccor bllemto
tcnhsurpdbg@n@amnv@megmntﬁas to 20 identify potent

]1]:E’>Q-I$§Pls' é?(Bi‘é?,béd% the Misﬁlrbeﬁs bf @1@ cﬁﬁieﬁcépﬁt}’léﬁlﬂn B the non-

ereo In tr
@mat%gm@e@scsﬁsf Qigepcmcﬁldeffe%%r ?\ Wy 04135 detseted in the
ItraBecMHISﬁdszngc whisehe mathg ?sﬁ@wtédeqﬁﬂhel@g c?nst mRANA for the
t.,col | e apfol |1 C

GromEoE Fyletsfogp b iR Brorstfil LASITRL 388bicSens, Garpgnonolone

@d@ii)lstrampam patientsassilted igh sipngeantdde@pse uyistra-pculanprassure (S.

Ef ﬁn pé Pﬂ%@s Q%)Ktahﬁiblab%l QSien@98) 047 rﬁj4§} %ﬁiggestmg arole

car [ ova seases, arterioscleros
ef@ﬂéﬁ@éem@blé@ssn treaf B AAPOMast eopor osi s,

neurodegeneratlve and psychlatrlc dlsorders stress

S bR S S T I8 B BB o
tidenbi€y peteditull 1 BEESD inlibitors, with a highpalettivity for 1 ﬂﬂSl—HSE‘l and the use
etr}ﬁ ffé}ﬁ ttr%{lt?ngdéat}?olm?é %@%:Fi‘%}%d With egilaeesst 1? Q. gfﬁ{:}f)at%n €. dlsorders

ol ogl es SOCI excess cCcor
a@esaa feor®sal lewel aflactiyelglabenortidodyd isPasizablel 9@h) gs m@abohc

%f@drgl%%% tﬁ/gf Qﬁhé%%f%st aﬁé’ %ltﬁeoc'destolgfancé ﬁ@q‘g r]ﬁi#glred fasting glucose

qul nox am ng al cq

)3 Xﬂlla}deml@ @WB%I&I,ISIQn, lﬁb >dighetrs cohepiby kelate cardiovascular
fﬂlﬁﬁehydrteﬂoﬁdlérﬁsﬁ | dﬂi&os’élelosl@ mhjopety 20§t’éoporo-§fseneurodegenerat1ve

B pls Sl Grebs PRIALRonHS el Elfieone Rs sPowis ©

dpnrembebdw nhxsz-\a/éatmantmmncetam@s o fvrinnAg ([ wiead foand tt Ise usédfill as a

%‘%%?é'?nﬁlgﬁ | ongﬁﬁg%%% app | ca?w?(% ’f%g%g’;%f of

@aﬁml&g@é@sm@tedaw&mmeyﬂ cartigsl deranefioncet ami des as
| nt ermedi ates in the preparation of nucleosides as
05|ne receptors, antidjabetics, enzyme inhibitor
b : S of

aﬂa Db ¢tiab ({-Chemng: Date (1284) e, 229-23LLproxidgs,
soine iew N (3-pihyl-2rghitdxalosXauiiihé alcdhols 4id infieticund ditoses 2-

?}*’gﬁ%ﬁmﬁ%ﬂogaﬁf gtq{leéwigy %{f(?y\éﬁ)t[\gét efi ﬂfég lim‘alm Thd {]2 dioxides of

aglid pirtoxblines steaorslibavdiorhiava antitestedal achigityrvelsee the parent
'qﬂiﬁ%%ﬁﬁ%g WS IRERR Al Sabat&h agents.
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The use of adamantyl acetam des as 11-(3
hydr oxysteroi d dehydrogenase i nhibitors was 10

walewelpsed in Linders J. et al (PCT I|nternati OPel/EP2005/054197

pat ent applicati on WO 2004/ 056745). Conpared to the
conmpounds di sclosed in said pdblication, the conpounds
of the present invention differ in that they conprise
an additional heteroatom represented as - Z- in

NMasannufie {. gt A1e(POT. Ianiﬂatﬁih&lS@m apﬁlw‘aﬁbﬁ%@ﬂ%@%ﬁmcloses N-2-

bac
AT ZPhatend PeRAidls S inAneglR ih SRRy o Hicleosides as
silemisinecegeptoys, bbtidinpetivs.caonzyme inhrbitas amd for Whet tyeamlelttlrmé ischemia.

R TP BCE A, T e RS PO RO B33 s

a conparison of the cellular 3T3-L1 activity (plC50
RIweser, m A6R ofSHSHBIVE- c@e@ g6&intagd tﬁé\/}he@ag)ehﬁ@aﬁli%ﬁﬁdﬂ 6f the N-2-

amant ace a des osed in PCT I.nternatio aI
ﬁ‘gi“&?ﬂty ‘i 78@%@%&1@ ??ebeﬁﬁ’év Of

et hers of t he present application and the single

oS oL RAETAC SRR 163yl BASEITASRL hitbiors was

use O
disclos¢dBinHgnders &; atlabPCT bﬁ@n@ttonahpatmﬁapnlmahon WDtZIQOé/056745)

@ GRS %'tﬁ@é&rﬁ&ﬁ&?&@élo?&q{i ls3ild pRbli og5the com Bomds of the

ant | h pertensi been “di scl osed

PFESERAY NSRRI R %xat Hsy CPERTSHLAd o hytemoters reppgsented as —
@%f&ﬁﬁﬁ]@) w6y V\Phe QMérQ%%‘Hlﬁs additiGridl HetBaM, together with the

ne
Rethoufat heckione SkBEn T SPRRORELin ol hereinhelop sigrificantly
smppwedthe dveml petdsigraf thq)qaﬂanmatly acetimglebaehl -d syaragstroid
?igﬁi’(dﬁ_ eqlgged&g g}sy(F é: )al med fromthe first and
Griher

use I'ms in the present application.
Furt her corrpounds W|th| n 30 the scope of the present

380l § 3 Adlos AUGmPBFSH OUSE Kol ST LRS!

medi cj 1) Nunber CA | nde }’ 907- 55
Axapplgi(gh ere gelow of the icyclic adamanty acetaml es disc losed9 in PéT

ghttefﬂﬁﬁyﬁl @bﬁnﬁap];h&z&logl]o\?'@'u‘%(ﬂ)gingﬂi with tilid l(ﬁjlbytﬂfccvﬂm@w the present
Nnox - 64- et am de
Sopheapin At s mad o h R RERE T eRl ey Por 5. 5. 1. 13, 7 -
dec-2-yl- (9CI) WD 2006/ 024627 PCT/ EP2005/ 054197 -4
t

él@)% ﬁ)@%gr)l(a%Zﬁc]alr Fsléycfg l@gl'[;%ﬂge aT;Sges/]ﬂg mocgllat ng tle%%gjtsvny of 113-HSD1
[egggziéqpepg i ]:omb@g‘ra(m with a glucocorticoid receptor agonist or an

FeRSveia hhh(dsﬂ)@@rﬂ@?ééﬂ))sé}i‘lhmlt&ﬁﬁloﬁaﬂpal&t &psiR@tions

SN o

Yohly (ﬁle(&_ﬁlp))u{uﬁﬁew-édﬁﬁanla}n A@&Qa}ndﬂﬂoxy-acetM{de within the scope of
_%ﬁe% é&%e)ng Ifl}gg ?%%Pgaé%o 5N ﬁlsgtoge'd agxzi 1 %c%i'(ﬁnél'y Wl deE nithe first

2nd Ryrtheg mdmnbusecﬂmmhw fheeneseyt) aphlicationy Fughd. @mpousdsnyithin
%hé(j%ﬁgﬁ ?19' the pfe%gﬂaﬁéﬁc%ﬁﬁ% re%‘ou%iy ﬁﬁﬁ%fﬁ’i‘bgﬁf for uge a a med1c1ne

or o- 2- et enoxy)-N-tri‘cyclo
ar-yl - (94)

Cas Number CA Index Name

[721907-95-5] Acetamide, N-tricyclo[3.3.1.1>"]dec-2-y1-2-[3-(trifluoromethyl)-
phenoxy]- (9CI)

[701966-64-5] Acetamide, 2-[4-(1-methylpropyl)phenoxy]-N-tricyclo[3.3.1.1*"]-
dec-2-yl- (9CI)
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[ 638150- 88- 6] Acet am de,
2- (3, 5-di net hyl phenoxy)-N-tricyclo[3.3.1.13" 7] dec- 2-yl

WO 2(08/Q24627 638150- 85- 3] Acet ami de, PCT/EP2005/054197

2-(2-chl orophenoxy)-N-tricyclg[3.3.1. 13" 7] dec- 2-yl -
(9CI) 15 [638150-82-0] Acet afft de,

2-[4-(1, 1-di et hyl et hyl ) phenoxy] - N-tricyclo[3.3.1.13"]
- dec-2-yl- (9C1) [638150-79-5] Acetam de,

26938297 r mmamhdet DipbEndytyt NiteiyydlslB 3. B1°7]ded-77)d 3Cy - y

| - 593240- 712}, ,Acet . ,
SRR A de 2o b RO P RDRbsry e RN-tigyelol3.3.1.1 dee-
tricycl 0[3 3:-y1- ®€1] dec-2-yl - (9CI) [ 593240- 69- 8]
;!@ﬁ%@et h é:ﬁtgxnny e, II\\II-F}CPIEI)(?B 3. [13 gdic ]Za(Z ,3,3- tnrflethylphenoxy)
(QCI) [4969%1 25-6] Acet ami de,

37 vl
53%7%575 [33% muizgm%] QxA(g)g; ghﬁ]ieghg@pmhsiﬁ Ntdeyelf 3 daCt*Z1dek-2-yl

2-(3,4-dine phenoxy)-N-tricycl o[ 3. 3. 1. 137] dec- 2-yl -
2638150196-6 14 ARéiamrds 22D, 4°dibtomto-6-anethylphenoxy)-N-tricyclo[3.3.1.1%]-

2-(2,4-dine )-N-tricyclo[3.3.1.137] dec-2-yl -
(9d) 4339%(}/%8}]] cet am de,

2618456f%n4:] Acpietrhdd, gHérrblory Mﬂﬂlyb%equb'}hétrmym[m ddé7]dec-
2 yl - (90!)2 %9@ 947-37-6] Acetam de,
-

4- br onp- h henox ) N-t r| cycl oE 1.,13
_[6 é028_8yq] g‘@r)lde[ ;3@(’% heppst)itaeyclol3. 3 1.1% ]dec 2-yl-
2-[4-(1- et pd ;hyl)phenoxy] N-tricyclo[3.3.1.13 7] dec

Acet 37

SRS SeehmRoarer I KRBy anoel33L Pidep sk OC
36382[59482 @19 GicktapAd9 64 (3 A-dinethydthyhpbenoxy|-N-tricyclo[3.3.1.1%7]-

(4 chI oro g%;l%g@henoxy) N-tricyclo[3.3.1.13 7] dec

-yl - dd? 1024627 PCT/ EP2005/ 054197 ;5
nmgggsig Acetapiden @i [chlorophenyl)thio]-N-tricyclo[3.3.1. 13 ]dec-2-yl-
2- (4- et hoxggzqunoxy) N-tricyclo[3.3.1. 13 7] dec-2-yl -

5303240 e PGP S5 AT Ll etvietayhphenonyi e - 2.
- (9C1) 5 [ 4248143.81-Bf] deet-gli(9El)

iséﬁ%ﬁz@g‘] ‘Afg%g 48%-@?911}& gp:té{p]—rgéncyélgtﬁ 1%Ll A8E o)

24%692¢m5e6]omﬁnudm@t(a;& diretiyiphen i) AN-¢icslctd] 3.33. 11 Wec-2-yl-

- dec-2-yl 19 CI) [424814- 18- 6] Acet am de,
@4 br ono- henoxy) N-tricyclo[3.3.1 13" 7]de
I440143- f(]gacytapn 558 Ardingth ym@m)&&trwyclom 3.1 1% dec-2-y1-

2- (2, 4-di chigegphenoxy) - N-tricycl o[ 3. 3. 1. 13" 7] dec- 2-yl

_[43 8477-86-2] Acetamide, 2-(2,4-dimethylphenoxy)-N-tricyclo[3.3.1.1*"]dec-2-yl-
(9CD)

[433948-36-8] Acetamide, 2-(4-bromo-2-methylphenoxy)-N-tricyclo[3.3.1.1%*7]dec-
2-yl- (9CI)

[433947-37-6] Acetamide, 2-(4-bromo-3,5-dimethylphenoxy)-N-tricyclo[3.3.1.1*]-
dec-2-yl- (9CI)

[432539-68-9] Acetamide, 2-[4-(1-methylethyl)phenoxy]-N-tricyclo[3.3.1.1>"]dec-
2-yl- (9CI)

[430462-84-3] Acetamide, 2-(4-bromo-2-chlorophenoxy)-N-tricyclo[3.3.1.1%*7]dec-
2-yl- (9CI)

[429631-57-2] Acetamide, 2-(4-chloro-3-methylphenoxy)-N-tricyclo[3.3.1.1>"]dec-
2-yl- (9CI)
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(9Cl) [405076-63-3] Acetam de,
2- phenoxy-N-tricyclo[3.3.1.13 7]dec-2-yl- (9Q)

WO 3890566289- 8] Acet am de, PCT/EP2005/054197

2- (4- bronmophenoxy)-N-tricyclo[3.3.1.13 7] dec-2-yl -

(9C1) 15 [332399-46-9] Acetdri de,

2- (4- et hyl phenoxy)-N-tricyclo[3.3.1.13 7] dec- 2-yl -

(9CI) [305341-04-2] Acetam de,

2419%26¥19nTp A BRXde, B-(Urhetictyphendky)-NLBicTtdER3 .21y [dec-2-y1-
(9C1) [298 ~43-6] Acetam de,

2-(4- chlorog oxy)-N-tricyclo[3.3.1.13 7] dec-2-yl -
(49251250- 1438%] 1 Rtcpananige, 2€(L#ainihd@ophenoxy)-N-tricyclo[3.3.1. 1>"1dec-2-yl-
2- ( 3- net hyl oxy)-N-tricyclo[3.3.1.13 7]dec 2-yl -

([9CI 20 Accordingly, in a first aspect this 37

i ﬁw)dflﬁdrﬁ]c dyseapnde, 2dapuoma- @ﬁﬂwmhﬁmw)ﬁ )rlqsecle[&ﬁ kel ™ Idec-
(R)mM~ N R34l @@1f1) the N-omdeforrrs t he

CETERe ég aiﬁn%sén@ 5o S B e P

1, 2, 3, ordd-24l+@Riesents O S, NR6 SO or S2; R1

(PSP AR oS A g A0 e

hydrogen Cﬂﬂaﬂ%‘}) or C -4al kyl oxy-; R3 represents

8190 , a7 -
R e BRI P2
group consi g of OCH2 (a) -NR7- CH2- (b),
1463898%33( (A)ceﬁﬁﬂde 6318 1 +gisces p 9(:

e el aog rx()-é-gp@eﬁoéggdlr 5231 0D

33398 al6-9r Actlamida, lZy(I4 mﬂhylphqﬂroay)eNt-islcm/ld[Bo?g em3 7]hed Dyl- (9CI)

X
16730451 A0GanE, B, 4?%@‘%“ OGP IR EIRaEy- ocn
ﬁﬁ&%@%ﬁe Asetaptids; @- (f}cs%l rbplenow) I&ﬁrwm(éé 3.1. 1 ]dec 2-yl- (9CI)
$aah BIAGEN %céﬁhﬁ&é 90k3frﬁaﬁarlbuéi{o§z§)éNa¢@fé H83%3.013 Fféec 2-y1- (9CD
represents C -4al y optional ly substl%’ut ed with
or where possible two or three substituents selected
fAcRBrdnY, Gt Y fRstdspeet this MYentRpr @achS cdtpbumnge of formliia, (1)
cyano, am no, phenyl, hydroxy, d -4al kyl oxycarbonyl,
hydr oxycar bonyl -, Het 1, -NRL 4, -0 (C0O-NR21R22,

-0 (C=0)-d -4al kyl, 10 carBbnyl - NR23R24 or ¢l - 4al kyl
optional ly sulpsti w&s]/m? 3 ‘!uIA Rostituents
sel ected from hyd%al > hyir oxy onyl , phenyl,
A -4al kyl oxy or N or " RS represet al kyl oxy

optionally substituted wth one or nore subéﬁl tuents
sel ected from hydroxy, hal o, hydroxycarbonyl, phenyl,

15 sl Bt RO e act RS ERES, s gpg e

stereochemically isomeric forms thereof, wherem

nis 1,2, 3, or 4,

Z represents O, S, NR6, SO or SO,;

R! represent hydrogen, cyano, hydroxy, or
Ci4alkyl optionally substituted with halo,

R? represents hydrogen, C;4alkyl, or Ci4alkyloxy-;

R? represents hydrogen, C;4alkyl, C;4alkyloxy- or R* combined with R* form
together a divalent radical selected from the group consisting of
-O-CH- (a), -NR’-CH>- (b), -(CR*R®)s- (c) and —CR'’= (d) wherein m represents
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15 am no, hydroxy, Het3 or halo substituents; R6
represents hydrogen or Cl_6al kyl; Rl11l and R12 each

w0 nabepereeent |y represent hydrogen, d - 4al kyl , PCT/EP2005/054197

a - 4al kyl oxycar bonyl - or gl kyl car bonyl -; R13 and

R14 each independently repres nt hydrogen, d -4alkyl,

a _6al kyl -SQ2-, nono- 20 or di (d -4al kyl )am no- SC2-,

-S@2, nmono- or di (d -4al kyl)am no-car bonyl -,

d - 4algeyl andN;:Bf tR?an RO? areleadiaindypendetabngelectedfesme hipdrogen or

sal d IkyI A - 4al kyl - oxycar bonyl or
&Oﬁ?&ar bonyl are each independently and

optR sembdentsshydsigen ada) hyidtdxyory@no taminarNRHRE
b

o281 R R AR PSRN Cr-lyions ety spsipged it
eac h ope, aéwbmmsqﬂg/le e prthaer subtinenie seleatsd framibyrroxy and halo or
0 44@“& r@@éﬁﬁs&rlaalkyl Optwhaﬁ} sMhKJYédO@ftlb BAY br whé%’é poiile two or

glp_ i.ndependen g@l dien ﬁlg ogen - 4al kyl ,

B PRUCRrS Srigted BT LR AR any| - K10 and

RZ(RS ee;ﬁ'bselntsdfyﬂﬁfgéﬁ,rﬁdlgg cyam aﬁﬂm‘, pherol, dgdmxy, C14alkyloxycarbonyl,

o - oSV R ep SR RO 0 KoeCraation,

s ubs t:alleeYit-NRs SBI wt(éld;aﬂcybmtmmy substittrdowigh ooar mort
R22
% tdeﬂ%es@}%@féﬁ '"ﬁto|n¥ h{r(ggitiyl? ?131;62 g{ﬂr\},&\ﬁg{iﬂg%yﬂpﬁﬁl Cialkyloxy

opt 1 onal
s u bleF I‘f?é"ﬂ% Sox BF] EProants Conlkypsy eptionally é&tgﬂtltut@ylth Qge or more
R24 @ﬂfdﬁtudﬁfée@ketéarﬁdﬂhy&ak}emm hy&dﬁy&gﬂsbnyl phenyl Cialkyloxy

subsr N B8 it ks’ bl ineBRatd Wb gle or more

f r omahmhay hydmoxipyidetd ayhal\NIREABIB24627

PCR6E, F’&g qug,ﬁ}(;jgrgnorém . repre,sents pyrrolinyl,

pyrroli azol i soxazol yl or
P2 R band P cattoimdependealy repmpar PoEeD sy, 6 alindesicarbonyl-
R r%p@mléar’g&gq_ogen or C-4alkyl and ois 1 or 2; 5

Het 2, reprgsent s .rior pho i nyl p r|d|n zin
t hi sty ndgpent errrsmieamygr 114%115Y]e§ 180", mono-

mor plae Hi(ayiaékyﬂ)aﬁﬁﬁo -80ay IAr! -S(]Qerhaid vy Hl(Cﬁ_gHH@ﬂ')hhﬁl hecabyhyl-,
or in r [
nor p 614?1 oxyﬁ%gpg%r:’%ﬁelﬁy pﬁ(b %H'delfg% <afyl-S0O.-,
pyr r €hialkylydxycambbnylepw l(hsaalhylsal}bbayiy hregpth odepdndently and

b I
substy h ?Pa‘ﬂ‘}s dtitutEl w Jﬁ%,tthvogi‘ilﬁéfe Eulfsﬁﬁjf'eﬁ%es@fe&eﬁ BRRY halo,

opti oha ubstituted,w use as
medi Qm@kyloxycarbonyl NR R and H

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

or C;4alkylcarbonyl-;
'7 and R'® each independently represent hydrogen, C;4alkyl, Ci4alkyloxycarbonyl-
or C;4alkylcarbonyl-;

R' and R* each independently represent hydrogen, C;alkylcarbonyl,
Ci4alkyloxycarbonyl- or C; 4alkyl optionally substituted with one or more
substituents selected from halo or hydroxy;

*! and R* each independently represent hydrogen, Ar* or C;4alkyl optionally
substituted with one or more substituents selected from halo or hydroxy;

* and R* each independently represent hydrogen, C;4alkylcarbonyl, Het* or
Ci4alkyl optionally substituted with one or more substituents selected from halo
or hydroxy;
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provi ded however that said conmpound of fornula (l) is
ot her than N adanmantyl -

WwW@2006402460T t ho-t ol yl oxy-acetam de. 15 I n a further/EP2005/054197

aspect the present invention [,}rovi des the use of the
af orenenti oned conpounds in the manufacture of a
medi canent for treating pathol ogies associated wth
excess cortisol formation such as for exanple,

ob &Rt t tgpresiradpyrasliny poabliding ke baireld], orarddylpisaselydbr a radical of
di se Sﬁ% denentia, cognition, osteoporosis and

gl au 20 It is alsgp an obj ect of the present
[ nvent;’g g) provi de rrpounds of formula (1) the N
OXI deN ,Vlir% °the phg @) ically acceptabl e addition

the ster hmcally la R>13 R>1s R>
orrr@fthereo y\,hereln Rl, R2, R3, Ra> R > 17
8> Z a n are > defi ned as herei nbefore and

wher &yhgrais Ry é?nr@sgeﬁtlwdmsn esenyadkyl and o iz} #Rd; ani no,
25 [Rffeidy llesedwﬁb @hﬁeﬂl&ﬁyp is%)e%zﬁ?n hiomorpholinyl or
r a

hydr ox bony NR13 0 optional |y
substpﬁv"ﬁﬁéﬂy]w th one or nore substituents sel ected

fr mhyphre@emmqunyhyl pipbridiny], piperadilyk yhiomyrhioliA1GrR16
or Xﬁgﬁ(ﬁgﬁent s O -4al kyl oxy optionally substituted
wi thtone or’nore substituents selected from

hy (Hemmymsmlylpmbhﬂnmorph@ﬂmﬂlapmtagml dhiomaipptipRagl, ori n
part gﬂbg& ﬁS represents hal o, cyano am no, phenyl,
hydr 30 aal kyl oxycar bon hydroxycarbonyl
NRfSRlQPf@Pm@IPh@!HII remlor@lhzsﬂlbatwté% kel apd npre

subﬁ% tdpb@eﬁtﬁ ﬁ@iﬁ@f)ﬁ&laﬁ @ﬁbdﬁﬂiﬁé&m&!}lbﬂﬁﬂ forRB€BYA medicine,

t e
Rt e et B e s i g W adamanty
f | uoReyl-2cttlor-tolyloky-acatanaidd. i odo; Cl-4al kyl defi nes
strai ght and branched chai n saturated hydrocarbon WO
2006/ 024627 PCT/ EP2005/ 054197 -8 radicals having from

in 8 durther aseshtha prassntgoentian pravides dhearssof theafotepientioned

%Bﬂlﬁbund?, iR B manuPatinie of 3 n'i@%i‘i&)ﬂeﬁ% foy Itneat?ﬁ%’i?itﬁﬁib@é@&%clated
i ke; Cl_6al

i met hyl e and t
é’Ylﬁ’a‘?"ﬁFﬁS CQHEOL%W&H%S‘@E&S forexpuple ‘EPSHWP pepsity related
catlicabsldralidengsf dednlial ghitiva] Sxidbpofsstrand plitdoms. t he
groups defined for C(I-4)al kyl and pentyl, hexyl,
2-methyl butyl and 5 the like; d-4al kyl oxy defi nes
§t s alsglan objechofathe prederg anventior tb Ibr;bdide (cambomldsa)di faraiuda (I) the N-

3l H8rmh L 1Y ahﬁac%u @a[lfgl {lﬁfé’%}'ereochemlcally

oXy, pro 1 m?3t n%% LOXY
zsqmrmfpp% te@fe Wbéfﬂ!n &uaf-1Zand n are
@6ﬁﬁ‘&i ?q{eﬁ‘el%@é& la@d “ﬁﬁ%e:if Ra& @ﬁt‘s ?é’iﬁéislefi@ i) @Faﬁl\ﬁealﬁﬁl%

0 co I se e erapeutica hve
R one ol Frabe EGRSELAT i o,y
optipeillydabaituted withl ahe Ok nore Elﬂ)sﬁﬁuleﬁts iseleéted ffom'l]li}&lrdn@t:mbnyl
0 nt | sQlat a

SRR LGB oA R0 e A BR Bt
odtiperies mdre substituents selected from hydroxycarbonyl, phenyl, C; 4alkyloxy or
NR'7R™, in particular R’ represents halo, cyano, amino, phenyl, hydroxy, C;.
salkyloxycarbonyl-, hydroxycarbonyl, NR"*R' or C;_4alkyl substituted with one or
more substituents selected from hydroxycarbonyl, phenyl, C;4alkyloxy or NR"*R®.

As used in the foregoing definitions and hereinafter, halo is generic to fluoro, chloro,
bromo and iodo; C, ,alkyl defines straight and branched chain saturated hydrocarbon
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exanpl e, inorganic acids such as hydrohalic acids,
e.g. hydrochloric or hydrobromc acid; sulfuric;

woedosiozie2phosphori ¢ and the |i ke acids; or or geei/EP2005/054197

aci ds such as, for 15 exanpl e, acetic, propanoic,
hydr oxyacetic, |actic, pyrUV|§ oxallc mal oni c,
succinic (i.e. butaned|0|c aci d), nalelc, fumari c,
malic, tartaric, citric, methanesulfonic,

eidienebaindfton, 1 lencabasatbis Bich, aspfor ekaraplesuibthph ethyl, propyl,
C n

PGy B PR en 8PS e et
atrahghi ol tyanched ebaimsatuiateddy dinsaionakdivas bavangriramt 1 tocs carbon
SRR élugﬁ a% 91% g&!é\gis%%ﬁ%d fof Ul(lﬁéaﬁsh 'a}{&fg R h&;yl Cz-Héﬁﬁlbutyl and
(tho likey Cosalkylaxy defings siraightorranch @(i satyretedhdrocaiban adigpls
$aling e to ae@rboﬁ @fonf*%a 6w hsﬁmeihbﬁy Se%xy MropPbRP, Budloxy,

alc g1 ?Its ggalso t he iﬁ{ a@

a gy Xé’a?ﬂ?‘ﬂ B@BV]QEW@‘I e such as, for

exarrpl e, ammoni a, al kyl am nes, 25 benzat hi ne,

%%h%ac%itgégﬁﬁ g&eﬂﬁ’gleha}/d%tﬁ%%mty% @tﬂ}otrﬁ%g %&le alsalg%sﬁe' %% meant to

ar grni ne nverse
compise thd tltﬁ}anwéeﬁllymtlvwomtm mad;bmlasaét forres vdvich the

%Sin?oﬁrﬂfs Qf a{}?mlgé ﬁjlj Sag@é‘tﬂe & foPRSEhd REER caﬁQ:oﬁ%lén?lé/rﬁe obtained by

tion_s erel nabove FSO conpri se

Sspting the bags form (yith sugh aprygRUate aeids é\mmpala(q 901d85§mné18¢, for
%ﬁarh]ble otdafictaddRls 86Eh as&[y@r(ﬂﬁh@ atids,feQd. WydOukIori6 of Hpdrebromic

ex | e h r at es ohol.ates and th
30 A RRG Somtb RS 5 BB IR el A0Ggh s, for
h&amphbafenc,@rdmloroehydrbleyweﬁcs ildzitie, py3bvid, dxfabic,endlonic, succinic

éf’é) %{aﬁl i8R a\éﬁ ,rmglﬁlc ﬁﬁa?fcnﬁltah@ qgljtar OEﬂgﬁfﬁmtﬁa{ﬁe&ﬁﬁ)nic,

oun s of
@thﬁé¢&b}ifgelcan112¢1@ﬂﬂélcﬂ0m¢,n t@éne@asuéf@mos h:eclmnsaélayhc
%ﬁ‘aﬁhﬁiﬂ@aﬂﬂcﬂﬁb %mofcodﬁﬁ%@ﬂﬁe gepotes the mxture of all
possi bl e st éreochem cal 'y and conformationally WO
2006/ 024627 PCT/ EP2005/ 054197 -9 isoneric forms, said

mhx})hamacemmaﬂy atdePtabld additimtsateaymestioned BicirabBVcsare meant to
ar

APt g SR B et Rk i o S HoR bl ol b e
ebmpoumis|odi f¢rnmula @ take able pufoenf Bxamples ofrsuekl hasetaddmowsalh forms
SRE lforUx 11%1 kea{h% solifdhE gﬁgsutnﬁ &?cﬁgté%_ﬁsg%ﬂg Wish ?lensta%tg‘ Wwith

scope esent |nvention roms of
mhmﬁwwﬂm §C<@ptab19rmpas fuch as, dfprcxpEmple, aml%wiky ines,
hBRAEhing, WRRMALD -Slucd AMELAyRIrdamiid) @frfhdlaie o! g argBNAY, Hsine.
nitrogen atoms aré oxidi zéd to the so-called N oxide.

10 A particular group of conpounds are those conpounds
dfoniversalylsaid(sh)t fudeyr cahibe @bBvedted blyufeaimn‘nt whth ancippropriag base or
r L]1Chi pl ( nis 1, 2, 3, or 4; (ii) Z
raggdﬁlél{soeth %@%a&@or&ﬁg floéb or SO2; (iii) Rl represent
hydrogen, cyano, hydroxy, or 15 C _4alkyl optionally
SHESIEM (ﬁﬁoﬂaﬁt}hsiﬁ?ﬁl:(ﬁh rél'néfﬂovg?l %frﬁﬁﬁ&ttﬁe Q(yl%tggﬁlﬁlch the

oXy represents

WHW@B@% fprmagla (), as VGH %dhksa fé%lgereqfr arrgbledpibpib Sughisglvates
Rée for example hydrates, alcoholates and the like.

The term stereochemically isomeric forms as used hereinbefore defines the possible
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
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formtogether a divalent radical selected fromthe
group consisting of -OCH2- (a), -NR -CH2- (b),

WO ORERSI™M (c) and - CR10= (d) wherein m 20 repPEBEP1085/154197

or 2 and R7, R8, RO and R10 are each independently
sel ected from hydrogen or Cl'leal kyl; (vi) R4
represents hydrogen, hal o, hydroxy, cyano, am no,
NR11R12, d _4al kyl oxy- optionally substituted with
G3oencdic fohigy, Saif Omit'ubése:ohwmm all Bastereofiehss bhdngieficss and/or

I ted f h R4
SRR o R B raclio g b B0 s ont FRMERE g ogms of
phesg)mpwndsmf formula r(Eethh s puire ferm or insaimaxtueedwith eanh other are
LV rﬂ?eéﬁ gen, hal o,
%%@ﬁ%g%@%rg‘ﬂ?&c Hé/ﬁﬁﬂ%f/g?og)% Qéﬁfa )El)(,?%xycar bonyl -
hydr oxycar bonyl , NR13R14 or CI 4al kyl substituted
Vb IV-6%ige ﬁfrtﬂ%Qﬂf@heSéﬂ?rﬁidthfénﬁﬁh% t 86 nidafifio co gnse those

Chpid a0 ahPuLon esorﬁsmglllﬁ QR 1l g Oxidived o the
ﬂhea}}édNJroytdieoxy Cl - 4al kyl oxycar bonyl -

hydr oxycar bonyl, NR13R14 or d _4al kyl "subst it ut ed

with one or nore substituents selected from .
erum;«lmagrb@m 9f somprasmgs areChoseabtopbunds of forRI% R @herein one or

(nYd ol GG Sk &ionY 9 35 (ix) R11 and R12
eaér pen eg %%r%epregﬁgt hydro en, O _4al kyl or
ad - I ky!l 30 ’y‘?r- ; WD 2006/ 024627 PCT/ EP2005/ 054197

- 10 x) Bl%ré’déﬁts@-‘s @aéhsor&wndently represent

hyd % n% 4al @%{ 5%; car bonyl 7 (xi) R15
andRie SaFRSHY g‘?ﬂ%’?ﬂqy?n? ZEN hydr ogen,

Cl - 4al kyCi_mikyl Gbtichmlly ghlsstituted with hals, A first group of

co n n ormula (I

e &undﬁz ge?)gbr%blﬁg ﬁ}’(ﬂjo%% teﬁ‘e‘a]%@n? G %ﬁ(y% SYI Ticti ong ) s
appW : R reprepents hydroges, C4ualkyly @p{ s 0®R somiymed wih R
or SO2; #Pmkdgdikd raQﬁ@J]ént I?é’(ﬁ'éé? 9818cted ﬁ@ﬂlothe QbMsistHg of

Peplesg#t% Cﬁildgnal &R%%Sﬂ t@() a@ﬁ.—%}ﬁ oxd) wheggin m

I epr esentcpredstls 0OGED ,an&]R7 41@1 RY land RI* e bkl iadapendéntif3elected
conbi nedfrvm t.h .R2 forgg tngget her a dival ent radical
sel ect ed ?W&W\d{ hsisting of 15 - O CH2- %a)

- NRFA)CH2R? tepyesent§ Wlmh@b) hyhroxy, CRir®s amitjo, MRS RN i n

| naepenaentlyy 2ur SepaY SunPRyal ndin St AgppERce ovg pr iree

r epr es enfubstithents gelectedifipa, hYﬂWD’ 8 haloyarfo, repIRTaNE C14a1kyl

NR1I1R12, oftlondBy Kibsftt¥ed with one or where possible two or three substituents
selected from hydroxy and halo;

(vii) R’ represents hydrogen, halo, cyano, amino, phenyl, hydroxy,
C1alkyloxycarbonyl-, hydroxycarbonyl, NR’R'* or C; salkyl substituted
with one or more substituents selected from hydroxycarbonyl, phenyl,
C1salkyloxy or NRR'® ; in particular R’ represents halo, cyano, amino,
phenyl, hydroxy, C14alkyloxycarbonyl-, hydroxycarbonyl, NR"*R'* or
Ci4alkyl substituted with one or more substituents selected from
hydroxycarbonyl, phenyl, C;_4alkyloxy or NR"*R'S;

(viii) RS represents hydrogen;

(ix) R and R' each independently represent hydrogen, C;4alkyl or
Ci4alkylcarbonyl-;
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optionally substituted with one or where possible two
or three substituents 20 sel ected from hydroxy and

wh2006/00162R4 represents O -4al kyl optionally subSI/EP2MES4197

with one or where possible twi) or three substituents
sel ected from hydroxy and ha Q) R5 represents

hydr ogen, hal o, cyano, am no, phenyl, hydroxy,

d - 4al kyl oxycar bonyl , hydroxycarbonyl, NR13R14 or

C - @&l kyR"eptiRdhaich indepbrsdehtly kapdeseht iy despenpC, atky or 25
substit u¢ iel ect Ed from hydroxycar bonyl, phenyl,

d - 4al ky bﬂ?@(y R16 or R5 represents CI 4al kyl oxy
opt (xdnal RY and Bt ¢achtimtepondehtly mpresentigdeogenp€t dalkyé ot s
sel ect edp fr n9,?<ycar bonyl , phenyl, d -4al kyl oxy or
NR17R18; ﬂ§}<'!1rt| C represents hal o, cyano,

am no, phenyl hydr oxy, d -4al kyl oxycar bonyl -

b ifs@ 5050 rob @6‘1}’1 ourldRt3Mds 6f thbe dhrhporihd Pt fbﬁﬁ@lh'(ﬂ wherein one or
SUbSthbﬁ 8 h one. or re 30 substituents selected
r

RBEL SB%*H}?“O“E; O - 4al kyl oxy or NRL5RL6
or n iRD, 2,8poedent s C - 4al kyI oxy optional ly substituted

r8p6 ents selected from
S {/l’g%{‘?{aghngj%&&ll % - 4al kyl oxy or NRL7RL8 R6

re|& aepresent hydtogage ayano, hydr@a{ Ryl ; R11 and R12 each

i nde t a -4al kyl or
d - ggﬁ%@a‘i b1g%ﬁW§fB@t‘i\thte'ﬂMﬁP%3@Rl4 each i ndependent 'y

ref¥ é%ﬁ%enmmg@ﬁ, Caalkyh o ¢i1+3Jkylexy-aal kyl car bony! -
R1513 | kethEs }ﬁ‘yﬂﬁigzh :rgl@.aﬂdyd mghmeyroﬁ%@sﬁrktzoo 60/nlimﬂé4 ég@ﬁm R form
or a C
boT Bpsstion R Giplat radich) %&ﬁ%&mﬁ&%g@&e ﬁm?wﬁ dent |y
r epr eQebil,-{g)l FNB@EHﬁIb) %CR ),Q-r(cljhnd4reﬂllk #Qdi)\bhmgnh -m represents
for Y35 3%%&7 2'19' aﬁﬁ Rlﬁél‘é‘éhéii?ﬂldg&‘i\ﬁé{&fy §eﬁb%{ed%?dﬂ hydrogen or

compound 1S ot
adamnudlkyl2- y| - 2- ort ho-t ol yl oxy- acet ani de. A second

gr WGeﬁ}Eseﬁ%rHS@k@éﬁ mmfyafo%y Ofyahb); 06inG mﬁnﬂdaﬁncyloxy-

formula ( aé])bf erein one or ‘nore o the fol l ow ng

r est OPEeRadysu ’&“ﬁd WﬂP.qne Qr Pidiere pogsiblg twg,or ahref( watltzents

L e g I ggle¢itd fidm }@;dr&ﬂ&nd&@lm@r ISQEpreéents 0:14 Jalllf(yl 'epﬁ@&ﬁptsubstltuted
roggn, cya Ll -4a

oot 1 S g S SR TSRS Wy gt sbfiop petideg oty and

hydr(hg]en CI 4al kyl, or d -4alkyloxy-; (vi) R3

% ﬁ&g&ﬁtsWﬁ rhal(gc?la t'é#no giae %/\i} ]*S’ent d&!’ﬂgﬁ@(ycarbonyl

sel e By S@xyeashanyh NIy Bu (Préongikyk Qm@n@lﬂy sub@@@m@a?ne or more
- NR7S@§21tue§1&)selec{e@lﬁ%89h 6 gﬁﬁa%{ 1@,)111(\94&5/% NRIPR'® or

represents 1 o are eacC
i nd eEse RERIRiEn} LTy Opﬁenﬁfkyoﬁwwe &’é‘% Be oemoa%lﬁqaﬂltuents
(Vi i pelBded Epreseing:schpdnygpienyl) @ galkyigey oxWR' ®/&rin particular R’
amn [
hydr g??ﬁgga?giéo n;% cyag ﬁr%h%ypﬁg%'i: 3 Hfoxg/’n aﬁalkyloxe( EePoN e ed
wi t h hydroxpearbiny, eNlboBs id51(a 2oyl thlonhﬂsewbsmmm witheomesor more
S el e%?lﬁs%tu%fs&@gﬁ%ﬁwh%&g¥%}%n9f phéhyl, 8B ERG S or NRI*R' or
represe?lts C14a1kyf:)xy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C;4alkyloxy or NR''R'®
R® represents hydrogen or C;4alkyl;
R'" and R'? each independently represent hydrogen, C4alkyl or C;4alkylcarbonyl-;
R' and R' each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;

R'® and R'¢ each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;
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20 with one or where possible two or three
substituents selected from hydroxy and halo; (viii)

waRRosepeesent s hal o, cyano, am no, phenyl, hydPOREP2005/054197

d - 4al kyl oxycar bonyl -, hydroi%car bonyl -, Het 1,

-NR13R14, -0-(C=0-NR21R22, "*0-(C=0-d -4al kyl,

carbonyl - NR23R24 or d -4al kyl optionally substituted

25 with one or nore substituents selected from

hy dR Band &' beaol lindepbrateytly repbseditiyidydgenyCoalkyRoE8 L Allodcarbonyl-,
R5 ese O - 43l kvl [ . 4.t ut

. BAERET bRl S i PR BT KoY A tof

hy dadampotil Beylya-orthgrtedyloky-agitamigleky| oxy or NRL7R18, or

- 0- — - -4 i o i .
O s4eBRA BRED 9P coHpdreboisian B thice conifgipds 4F Binih ) vitein one
108 Froae ahithg foNayying eastristions appdy ky| ; (x) R11 and R12 each
idepengdagl ]y, 3; ep4,esent hydrogen, O -4al kyl,
.- 4al ky] oxy- carb C - 4al kyl carbonyl -; in
é%)rti cu FP%W%QEQ’%’%&P&%Z;N d - 4al kyl car bonyl -;
(1)) RLR'aeutedehtthyhogen, ogapeidiatyl, vr r epr esent
roge -4al. . -SO2-, nono- or
E?(’?Q - 4aﬁ;ﬁ%lé%hﬁ%@%sg%?tltgfef?’@@aho’nDno- or
dvX d - 48R wprysenisrhydeegendiydlkyl, o C4adlkylbxyxycar bonyl or
o dal kyl3 117 t N ' Vor I8 Bimbi <1 R2
0421 1o TG oR IR B Sk sor I Bombined with R
PCT/ EP200$9mo5tegether a diyalent radicgh selegied S thegreup-gangisting of
it ndepen ?ﬁmlmﬁgg)t, _CNRY-@tnal (b)),l ;@?ﬁﬁ)l%-t(b)eﬁldm'l@ml"= @d)8wherein m
Wo or ree substitue ) rom hal a,
O~ aai kyl SEEEPBR SR oRoGC AR Bt Saph ndppeaglgntly grlected
R16 each ifrodelghogmidr\yCiuelRylesent hydrogen, d -4al kyl,
~dal Kyl4 k r.hany e iih e
g{g})t [ cu%ﬂarr %%?(‘%3{8@%%’ ’-1%2{?’(&??/’?14"3&’ éSJ&ﬁ g’f%ﬁ ‘%gll\(]:%r ohyl -;
(xiii) R1¥Z1asikylragaghonnl, ihsidewppeadeonyl,\Ciualyloxgneptionally
gyszrg?E;i s%s‘ggﬁ&%(‘)ﬂth io@ bg?%li&% {glﬁgs?fblﬁ %‘érS gpgﬁ‘ée %Bstitg?nlgs Iselected
or C- 4aﬁ9§n @&%@%@}}dﬁ,’aﬁ)%r %xﬁevsesmé %ao?gb&’?@twiw substituted
I ndependeRtithyone@p e Yoskiplkrtaoen thret subdtitiehts acleasy froat
d - 4al kyl substituted with one or nore

ogrt [ ona(Hl
subst i t ueRVLOEEFIEPEY from hal o or hydroxy: in
Geiii) i culRaremptentsriald, pyanob snirtoy plechyliblybroxy o€ pajkyloxiyxarponyl-,
R21 and R% ?I%Qg&ﬂ, _pp[gpe_ml_yRmem_géx__e(lj%leq(z@gen, Ar 2
opt 1 on wi t

or C -4al f%/ subst i t ul,ed, one or nmore
subst i t uenPdCsO)Lotallyk eahpmdtMRoR™ orfCipgliy beptionally substituted

r&ggt i Cgl a&vjﬁhﬂiﬂeﬁiﬂ Adry s@égﬁfeitltts yeétedvibbh itibxﬁé MrbohydY pllenyl,

an ch in ently represen rogen,

o~ aal eyl CartBrigry SEREICEON i ey Coptitinmy hponally

subst i t ut eabswitutéd With bax gt morevsubdtittigritd sel@mpsdefemthydroxycarbonyl,

pyrrolinyl r& ol 4 di nyl g8l Vlns ox LY~ c—on

i soxazol yIpheoﬂroﬂ’aél“?11 iz}\(éflioc):( j°F 8@4 f%r’rr%l% 18pR&chts’-0-(C=0)-Cisalkyl
substituted with one or more Het” or halo substituents;

(ix) R® represents hydrogen or C;4alkyl;

x) R and R'? each independently represent hydrogen, C14alkyl, C;salkyloxy-
carbonyl or C; 4alkylcarbonyl-; in particular hydrogen, C;4alkyl or
Ci4alkylcarbonyl-;

(xi) R" and R' each independently represent hydrogen, C;4alkyl,

C1.6alkyl-SO,-, mono- or di(C;4alkyl)amino-SOs-, Ar'-SO,,
mono- or di(C;4alkyl)amino-carbonyl-, C;salkyl-oxycarbonyl or
Cj4alkylcarbonyl- wherein said C;.salkyl-SO,-, C;4alkyl-oxycarbonyl or
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00 (RO (Ro O20 a) or b) wherein R represents
hydrogen or C-4alkyl and o is 1 or 2; in particular

wedod/oz4spT esent s a radi cal of formula O O NA MNREPD05/054197

a) or b) wherein R represents,  hydrogen or d -4al kyl

and ois 1 or 2; 25 (xviii) Fet?2 represents
nmor phol i nyl, piperidinyl, piperazinyl, thionorpholinyl
or pyrrolidinyl; in particular Het2 represents

mor phol i n}ljualky(lb%r})oﬂrﬂi ﬁ'e fe@¢ mae;sanaemyraﬂdaiﬂtmnﬂly substituted with

or phol
Dyr ol | of By RoRT R s S0B R Aol o'

mor phol i nﬁ]mal(q(lﬂ)ydddtomﬂé{ii%&@mnd%tper| di nyl ,

gﬁr)pho' g@%:rd lQ“@EJhaiﬁHéBéhiielﬁf}' %é&?ﬁ#&@g& @14a1§§1 Cy4alkyl-

roli artircu
pi peri di nyxyca( o safkylaghomyl 'sllm?éﬁwﬂard}ydrqgﬁm Grpalkyl or
subst i | t ut e;ql 1Barbbnylal kyl ; and (xxii) Ar2 represents

R568) 02 %&Q%Tﬁébzleg%é% Teplesopt Ry digem Gyl Gr-alkyloxy-

conpounds carbosylsir €; gilkylbarbenydqrip paimidalanhydrogen Ca dlkyl or
wherein o 4 lc%{) Qf thefollovvlngrestrlctlons
apply : Qﬁ 3, or 4, 5 (ii) Z represents 0,
$XIVNRSG, GmﬂrR @ach independentlyriepresent hydrogenr, 61y ealkylegrhany! or
hydroxy, ef, alfdfl\gzotlglalﬁ'aéu%¥thtuféﬁtvhﬁﬂﬁ1el of ngip %qsflﬂ{eﬁ% selected

with hal o, esents hydrogen,
d - 4al kyl érmn alte o1 hy sf,érg)p@@e mmalévg élrbsn@tedmﬂkwdroxy,
@\34al kRZbMR?éreaaﬁmaqssadaﬁ@ 1ebielerRBydropen, Alr@oi cgpliier

2f | éalcagt P{’ I11}’ Nﬁ??ﬁéwﬂg}?}lg %{_n {nt@?ggﬁg;s OUF %!destl }Ofh halo or

- CR10= ( d)lyd!bxy ;éinparticulae ppsally sulistitute® with dhy&'?)xyRS R9

gmbmm k@@ﬁ\@%@ﬁﬁ%ﬁ%@&g& r%g;t%géqiﬁgﬁ%ééﬂ Qf“ﬁalfl%l%%gﬁﬁ Het'

hydr oxy, @ygmﬁ @pﬁ@lallmmmhmged@mhzlardmoxy 15
@R¥il)OnalHey' r2piRsdnitd prRAinl ;pprreﬁ(ﬁn 4 WF@ISIF oﬁ%ﬂdbﬂs@xézﬂﬁll ora
or three s@ﬁ@ig ent Sélected romhy roxy and hal 0

or R4 repf 1 kyI optl onal ly substituted with
one or where p S|ble t wo o hree substituents

sel ected fr ¥Rhoxy anc}\l R)Vviii) R5 represents
hal o, cyano,! ?On phenyl droxy,
d - 4al kyl M nyl er, gxycar bonyl, NRL13R14 or

d -4al kyl optionally substltute with one or nore
wherein R' represents hydrogen or C;4alkyl and o is 1 or 2; in particular

Het' represents a radical of formula
O

O
l}l/(O N”« R
—~ ay —/ b)
wherein R’ represents hydrogen or C;4alkyl and o is 1 or 2;
(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
pyrrolidinyl; in particular Het represents piperidinyl;
(xxi) Ar' represents phenyl optionally substituted with C;4alkyl; and
(xxii) Ar? represents phenyl optionally substituted with C;4alkyl.
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substituents sel ected from hydroxycarbonyl, phenyl,
d -4al kyl oxy or NRL5R16 or R5 represents d -4al kyl oxy

wo@piosomakt y substituted with one or nore subspCT/ERINS054197

sel ected from hydroxycarbonyl ,_ phenyl, d -4al kyl oxy or
NR17R18; (ix) R6 represents h%rogen or O -4al kyl; 25
(x) R11 and R12 each independently represent hydrogen,
d -4al kyl or d -4al kyl carbonyl-; (xi) R13 and R14
each independently repr esent hydrogen d - 4al kyl or

%@i‘%ﬁé@; I}é/)BP%S éqwlswghogg ﬁom@ungi Esqrm(g la (;yherein one or
@Ofdafﬂvlfoﬁmmgyesmct(ons applyR17 and R18 each

gjdeﬁqggefglggepresent hydr ogen, d -4al kyl or
4al kyléar g u of interesting conpounds

€BhsiZsiepregnts Qo of formula (1) wherein 35
oy ® ré@é@npﬁydrbgenf dne\/\h}‘lﬂoyf)eéir rictions apply; (i) n
1 Z ts 0, S, NR6 SQ2;
W pgrwus%n cxfoplly S IR 05657 >
26}&5&’6@&413&70gen,1(414@11dy1 Jor Rl 4alkeyloegent s hydr ogen or
4
Bk My B E U oo
R3 tegetlienadivalanh radlzca salented fmithegroap donsistingtof
r ad' cal.osefrg c(ﬁ)e ONRT- @ﬁz- @) Qéﬁ&ﬁ” @Oogd)%hereln m

-0-CH2- (a), -NR7-CH2
(d) whEREFSENYH 1 qr@pqméé’e aélfiRz aw&aﬁévlndmendwlsa%cted from

R10 ar@ @@gbhblngle@g@ﬂent ly selected from hydrogen or

Tng: kx%ﬁsf%ﬁgvdﬁ“ b S 5Bk A Ko 1k R B owy-
d - 4al bptienajlyanbsdityted withyooke ox Maretm)ﬂglb}e twoor Qreelsibkrtuents
t
Do or S hled Ao by drtthald on R YfreBin LB BB OrRIS
hydr og swbstiniedwith one or Wbﬁ‘é Wsmbln e Qy(ghree substltuents selected from

hydr 0X$9&roh&gﬂdhalbbtl NR13R14, -O (C-O) a - 4al kyl ,
4 or RS represe

6}51111 g?nm@segﬁ » CYAN0e] amf%plaﬁw éwdlf%we s@@@’ﬂq&ys@htagyl-

sel ect eagldroﬁymbdﬁ?l, N8R Uror Rgmlkpl{]m;]ﬁﬁiliiy substituted with one or more
Wt

0(=0 yl [ 15p1
vt 1) sHeynly et o MEsaidnt pReBh Qeayony or NRR
hydr ogenR’ Gipresahtisl: salkylogy optidrially sabstituted with Ong pr RbS
a”d 4;*}31;@ {sggfegf%p@@%gwdr{)ﬁgaﬁy%ﬁgf ph¥fi QY€ Btkyloxy or NR'R'S;
&m@ aR’® 4@nrﬂgﬂm§san1drﬂges@2(314m S02, mono- or

g( C'R'luéﬂd(wz)eaéﬂ ﬁﬁepe?a@erﬁ@rﬂéﬁfégémh drogen, C;4alkyl or
4al g,@gnyl or “d - 4al kyl carbonyl - wherein

said 1 Cl - 4al kyl - oxycar bonyl or
G 4R kyncrY leﬁnimlndemhéelﬁ@depresent hydrogen, C;4alkyl or

Cj4alkylcarbonyl-;

(xii) R" and R'®each independently represent hydrogen, Ci4alkyl or
Ci4alkylcarbonyl-;

(xiii) R'7 and R'® each independently represent hydrogen, C;4alkyl or
Ci4alkylcarbonyl-.

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

6)) nis 1,2, 3, or 4,

(ii) Z represents O, S, NRS or SO,; in particular O or NRS;
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i ndependently and optionally substituted wth one, two
or three substituents selected from hal o,

w@hkoodab4eyt oxycar bonyl, NR19R20 and Het 2; (x) RAGT/BPIH0S/054197

R18 each independently repres ‘[n A -4al kyl; 25 (xi)

R19 and R20 each independent 'y*represent hydrogen or
d -4al kyl optionally substituted with hydroxy; (xii)
R21 and R22 each independently represent hydrogen or

AiiR; R xéepresenfsdiydeopdn B2 €, gelofl; | ndependent |y represent

ro [ represents a radical of
RX’? Q{e'}@(}% Eﬁ&%ﬁgog%ﬁ 0}{3: "5)‘?%;‘1 a) or / 30 b) wher ei n
RY) r e|& aepesentsthydraggarCorlkgl, Gablkyloxsner B dognbineskwith R? form
(xv) Het & d.aRE Q%W'Me?lt PRGN frorhifd %roﬁf Eg’nsmtmg of

represent g or n Het4 reéprese,

o per  di TCHW 2OV -5 a6t et Kopp oLt I (@) pehercin m
(EVl i : ) :Pfﬂres%ﬂt@ lAer @ﬂ?ﬂ RA déd %ﬁ?ﬁﬁhﬂe)éaglerﬂl’( 1?ntly selected
en i 0 | ed wi a or use

gs ayrred Ey‘irﬁge g-é ]%?Sufnever t hat sai d cgn'pound of
(i) nulRE répr&selnts hydiogenthadoy hydroxy, amino, NR 'R"2, C 4alkyloxy-,
N- ad |
[ n?e?ggtnl alﬂ)(lXJ%c%ﬂg)r gph‘p%un S conzic ({T ?ﬂl{%@)ﬁ%ﬂgﬁ o
conpoun d§ub§t1tlft@df with an¢ py whewk pssible bie Obﬂlrfwdraéo gfbstityents;
ﬁh)l O’ '?&bré&?%s:]ﬂyg} HShaBpAIMmo PhehyD hi }%Idro%ycé}lb(l)l i1, Het',
R1 repr e ﬁm%ﬁ g%hcuaﬂd &%ﬂbRW& “gprotents
Le Sr ese n@42ﬂkﬂbﬂﬁ eptloigllﬂzu‘tlﬂs&hryd with \6he %mbfemubﬂ&ﬁérﬁ_s selected

rogen - 4a <\ ar c ne
R ¢ or nietRAA g B ral B r QL el SRR Ewth el or

group cobkt’sting of -O CH2- (a), -NR -CH2- (b),
I ts 1

6‘195 RO g R B oSl epttRih, Bl ol SRARSECH ©
sel ect edclaiflkﬁﬁ@rhpmﬂdr ogen or C -4al kyI (VI ) R4

((ZI By eseNiid lﬁyéﬁ&ﬁﬁﬂepehﬁéﬁt@)%pre?éﬁ't AdropRE] By, C1 6a1ky1 SO,-,
4al kyl oxy- substl

aI I
wi th one TRORARIEC lp«a!%%{ﬁ@mgl% o (BB gt AHCr- alkyamino-
substitu eﬁlilbﬁnyl( G LalkiRboxyepibe s gindr<C, hykty kadon g vdhyﬁaim ¥d
in parti roxy; 2 1.an ea
i ndepend gfﬁ%"ﬁ%@r eé Q?P‘Ygﬁ? %¥c&§%‘¥?yﬁé Ch“ﬁﬁ?’%l ag%oflyi:' are each
d - 4al ky ﬁtuhp@tdemly andvotidmelly substimtes¥ witln bee, éao ionthree substituents
CONPOUNdge16QRF frdhthatd, ¢, 1ARGIoK PRI NP RO AR, (1)
(x) R and R'® each independently represent C;alkyl;
(xi) R' and R* each independently represent hydrogen or C;4alkyl optionally
substituted with hydroxy;
(xii) R*' and R* each independently represent hydrogen or Ar’;
(xiii) R* and R* each independently represent hydrogen or Het*;
(xiv) Het' represents a radical of formula

O O
l}l/(o N /« N/ (Ri)o
T
/\/ a) or '\/ 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;
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wherein one or nore of the followng restrictions
apply: 25 (i) nis 1, 2, 3, or 4; (ii) Rl represents a

whyasogee] (iii) R3 conbined with R2 form t ogePCIBEPR05/054197

di val ent radical sel ected frO{gt group consi sting
of -O-CH2- (a), -NR7-CH2- (b);”°-(CR8BR9)m (c) and
-CR10= (d) wherein m 30 represents 1 or 2 and R7, RS,
RO and R10 are each independently selected from

iy dtip Q&haﬁ Afleadln hiﬂybend(ent‘llg) repfesétphesyd Iﬁ)bﬁoﬁal@rsﬁbﬂhuted with

hal o,

bar 0] cul G- s ia€atd ibing, Hovids Hiwearinngs gjd compound of
fluor, cHdronmda @) islotimarthen NaajlaRantykediye3 enmthe-thiylaxy-acetamide.
cyano, am no, phenyl, hydroxy, d -4al kyloxy 35

car bonyl -, hydroxycarbonyl, NR13R14 or d -4al

d¥rothes anterpstisigerovn of campaundncansistsa these @ogluglsrtff;tqﬁ &rmyla (I)

S;ﬂie%iﬁ B b1 BB RSP POYIEHirtDOrR ythcum%g)ﬂg 0 4al kyl oxy
5R16 represents WO 200 2462

P P20%58/18§4%Pf4’ 16 d -4al kyl oxy opti onal 'y
sub@i)i t uZ eepresichts @ rordBOyin particdat ©Of uent s sel ect ed

fro ydp0 - 4al kyl oxy or NR17R18,
(ﬁp?gr?? f%"r@&ﬁgﬂy ée}p(gtrr;ttys 0 0, cyano, am no,
phe@‘{/ Rytﬁp&synts hllﬂmggl eyComlkylir bonyl -

hy dﬁz‘?xy CRY %f@ébms E‘g%%?élrfl (R4a1@1 é dﬂY}lIO)gy S0 lRStcbltanngg with R?

t
hyd r og 3?@%&% her gryalent lg@r%ai agl%ﬁ%ﬁymothe RIOUEREBSistingH
nor ? pa:riomlza(a) 3517E@H§7 -gBRIICRIRYYIE Qﬂﬁdacm‘}éd(dqwlerdnnm
alftil cul ar
P epondanarts LY aahd R 15 R Bad R gt agq%wﬂepgpdenﬂy selected

d - 4al kyfrcmr}iydrqgenprma(lhyl;) R15 and R16 each

d kg |
in Q?I k% élp eg Fﬁyo‘irﬁgén ﬂ%@&%g,%lggﬁ XY CM%lkyloxy- or
i ndepend@Malllgy pem@éw ubsiied yith onepor wapmoss;ble two or three halo
A - 4al kybhpatitaemty - - 15 Another group of interesting

co consi st f those co ounds rmula (1)
wheld) n dﬁn@p&sewaﬁ&&ssew ol g b ons
appfwii) (R)' andiRs? da chrmdhpeﬁddn)ly EHprésﬁ:pfl@&bdsg@, €,4alkyl or
d - 4al ky ular methyl; (iii) R2 represents
a d - 4al %*lahkyllérj??%a Wicular methyl: 20 (iv) R3
represents hydrogen; (v) R4 represents hydrogen, hal o,

- I

&Bﬁkﬁ%ﬁ) %fgﬁ@n%g%xﬁﬂng%uﬁp ggnsﬂﬁ Aﬂflos]pl Pgﬁ{(ﬁlog’rli*%ﬁ{urla D
mlwrmn ong g mom@fﬂhq)foggwmgsremlshw@mpim al 0, cyano,

am no(j)phemyis 1, M3dopxy, C _ 4al kyl oxycar bonyl -

hydr o>81)car q{q rgpresenf{laShR]amgoe;l d - 4al kyl opti onal I y

(iii) R’ combined with R? form together a divalent radical selected from the
group consisting of
-O-CH,- (a), -NR’-CH>- (b), -(CR*R®)s- (c) and —CR'’= (d) wherein m
represents 1 or 2 and R”, R®, R® and R'® are each independently selected
from hydrogen or C;salkyl;

(iv)  R*represents hydrogen, halo, hydroxy, C;4alkyloxy-, or C4alkyl; in
particular R* represents methyl, ethyl, methoxy, fluor, chloro or bromo;

v) R’ represents halo, cyano, amino, phenyl, hydroxy, C;4alkyloxy-
carbonyl-, hydroxycarbonyl, NR'>R™ or C;4alkyl optionally substituted
with one or more substituents selected from hydroxycarbonyl, phenyl,
Ci4alkyloxy or NR"R'¢ or R® represents
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25 substituted with one or nore substituents sel ected
from hydroxycarbonyl, phenyl, d -4al kyl oxy or NR15R16

W@eooRb2462pr esent s O - 4al kyl oxy optional | y subrtT/EP10e8054197

with one or nore substituents, selected from

hydr oxycar bonyl, phenyl, C -45@'ky| oxy or NR17R18; in
particular R5 represents hydrogen, halo, cyano, am no,
phenyl , hydroxy, 30 C -4al kyl oxycar bonyl -,

hydr oxycar lfhnsikylokiRbpiRinkllg sulistitvtad kyth onept moreddbytituents

substitute | e bsi | t 1718 -
from  hydr SSHLS E%R@?f&%’ﬁ?é%%oﬁ%ﬁﬁ%%@@%%§ SRR i
or R5 repr @ssisukar RCreptesiertg|haloy cysmoi amiio} phenyh dydnoay.ed
with one o | fAle 1p
hydr oxycar t%%?lkﬁ(ﬁﬁgﬁ%ﬁﬂ Oﬂiﬁg)l( yl_tg)%gﬁghrﬁ I\Ilglm?ﬁgé?alkrr}gr e
35 in part iSEIEH“&Fe(%WﬁP@BP SE BRressubstityents selecied Hpinno,
phenyl, hy %&Qﬁbkycmﬁ&r&yﬂqihkﬂilpﬁy&ﬂf}b@(w&rNRl *R'®; even more particular
hydr oxycar Iti{gn l NEéyﬁ%M or E-4al_k I sugﬁji ut ed
W th one. ol foreseoieratsa or Byt earRHBE Ky v
2006/ Q262 R' P& EP2606ihaspth8antly-réFresant hodrppen, €hgalkyl, or
d -4al kyl o 1’5'5%% 6, even nore particular R5
repr esent s%?@hﬁgen ’hydr oxy; in particular hydroxy
or ani(vid. R vand RiReachinderrndenslyciapiesent prdragen, (G aalkyl or
repr esent -4al kyl or d -4al kyl car bonyl -;
in part_i,_cu:%l;gél%%%gﬁ 1R12 represent methyl; 5 (vil il)
R13 afdiiRiR eadhR sadpiadensndensly represant hYXfﬁﬁ%m&éeﬂFY or
A -4al kyl, GlalkflckpbnylSO2-, nmono- or
di (d -4al kyl )am no- SQ2-, Art-S02, nono- or di-
(d - 4al kyl ) am no- car bonyl -, d -4al kyl - oxycar bonyl or
@Anoflah gyduparf atenekting\drenmiunds eordistl of Gladsk ybmPpainds of formula (1)

- - | ~dal- kvl - rbonyl - are each
S B R R o B s Rl bW th one, - 10
two oft hr @54 @2t ituents sel ected from hal o,
A - 4alky| oR/ GaproRnK a C, HRYDRE PadiodlafRiethyli N particul ar
R13 rzgi;es?%ts hydr oggn ﬁé’ C - 4al kyl aﬂlg_ R14
r epr eS8t s Rorenrgtanty 2 Carlgl i ppiepst msthylmno. or
di (A (#Al kR )represents HydRogengven nmore particul ar R13
et ny ) et P 13drqih. Halo 2R RS CLERVRIEN Y C1atiots in
di (et hyl) paitiolasBl r¢preseniR1Tethy] detRglg methoky, fluor, chloro or bromo;
i ndepegslentys “hyl
part | e ar eI Rrosth Kl 2Pt abtind B tpigRory. Cr-
R20 each i nefkplexyrarRanyl- Byfraxwcarboryl NSy dh - 6F Copalknd jopfipnally
optional | y sebspiBited With@neiot thoby/eibtitients Belgaéd freml ar R19
L R T
I ndependentC;yalkgloke sptidnally dulestiguted withArode or mopmsubsiitubmats
R21 and R2 ' |y r t T 18,
et hyl phongPeaed o ARERNERoky, FRUGR T Yk PRERRTTR ™ i
represent [ppticolgeR” sepressnis hydrpgparhale gyzno, Ap@oapkenikh dydroxy,
each i ndepgngaRiloXy by EERydrbyHarBag], NR'PRPSF Cidm;

optionally substituted with one or more substituents selected from

hydroxycarbonyl, phenyl, C;4alkyloxy or NR'>R'S or R® represents
Ci4alkyloxy optionally substituted with one or more substituents
selected from hydroxycarbonyl, phenyl, C;_4alkyloxy or NR''R'®; more
in particular R’ represents halo, cyano, amino, phenyl, hydroxy,
C14alkyloxycarbonyl-, hydroxycarbonyl, NR>R™ or C;alkyl
substituted with one or more substituents selected from hydroxy-
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25 (xiii) Het2 represents norpholinyl; (xiv) Het3
represents norpholinyl; (xv) Het4 represents

w@een2genyl ; (xvi) Arl represents phenyl subspct/mP®ds/054197

with d-4al kyl; and (xvii) A{f represents phenyl
substituted with d -4al kyl . "Also of interest are

t hose conpounds of fornmula (1) wherein Z represents O,
hereinafter referred to as the corrpounds of formula
(1'), RO @aﬂﬁﬁnyl( Phenyl, ] LalRZlokly or RR'{R'S;)evédmore partlcularR

2006/ 02462 P

t he phar rmg(-;’P ]1%'990 gggéfig%péy ’ggglltgl%%lﬁr @gﬁé’? &Qa{

st er eqelbenmke aaIM/Rl seademdcpdndﬁmtb' @h@ﬁ@ﬁﬁlyﬁﬂﬁen,@malkﬂ (K
1, 2, 3, oc ﬂalk?lcﬁ%oﬁﬁprlﬁ?ﬁl@fcumﬂmoﬁﬁmu G metﬁyl

hydroxyt ronal Iy substituted wt

hal o, (V) r&? aakR §aﬂy1@f1@@§ﬁentm reprgseny hydregen, Cr salkyl, C; ealkyl-
A - 4al kyl 0380,7, nhot 69&1@@{%{&11?1%@9@9— AP- Sé@'rﬁd’do.- or di-

d - 4al kyl o conb for
i varent A aly BB SR PEOR o K PG OBHER Gy Brbonyl-
10 -0- CHg) wWiejyein sRG, CilRy1-SO)-, CMaIB?ﬂ%-BQ&ca‘fbth or @nglkyl-

- CR10= N
and Rlo(ar eyg’g{&ﬁl P gﬁlgnéi% ﬁ%ﬁ%ﬁt% edf:)(ﬁpﬁé ?1 n‘gﬁm rfégﬁ nglrﬁ? one,
or d- 4a| lkyrb or thteq sqbstetgents selcgt@& Homrhald &]malkﬂywqaxl;onyl

cyano, AR 1IRIRLY 16
hydr oxycar bqpyl g ox?hé%%t |)f naleﬁ@'?%{rhrogen fL Cu(flkyl and

With 15 oRe BRI @1 i b1-e@llexls Qsr ox WP%— or dl(Cualkyl)amlno-
substitue nts‘s)zs elver e HarfcalayRI? Qé‘pte@ﬁt% H?ﬂi‘cge@ or féthyl and R

represents -4al k ti tuted with one

o Pwher o poGUPITS eV o metD k- SHRESDE e o ect e
from hydroﬁ}(nwﬂtyl)aahmq -S85- represent s hydrogen, hal o,
cyano, ny,

hzdrmg‘x?ar bona@ﬁlg %HM%G&?W@%S&%& @P%kyl in
-0- (C=0) - opazmulale ad R remsesgnt me3o4 or O - 4al kyl
ol ot T oy caasirdbchdpRey ot Byatbe bt CLAT
NRL5R16 or OPmnqxﬁé(éP “@ﬁ){l}WQF dﬁaﬁ?‘f R® cach
subst i t ut edndepéidentls rép"resmaf lﬁy(ﬁd;gbﬁl mbth@hblshycﬁ@iyeﬂiygd

E:IrOTaIV% 3{3 ydr M, %ox a‘ﬁg’onéﬁ“@ﬁ@xﬁ}égénormz in particular

-0- (C=0) - CIR anhddﬁ eachhulepandentlynieptesen dydrogem oemethiylphenyl;
25 hy(&lgxy RAHEIPRET a@inﬁeﬁéﬁh@ﬁﬂ}l féﬁfgsélt hydrogen or Het*; in particular

R* and R* each independently represent hydrogen or piperidinyl;

(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;alkyl.

Also of interest are those compounds of formula (I) wherein Z represents O, hereinafter
referred to as the compounds of formula ('),

rR' O
o R?
R \\)‘\
\Ik,/l R2 H/ﬁ/
R
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R6 represents hydrogen or O -4alkyl; R11 and R12 each
i ndependently represent hydrogen, d -4alkyl,

w@hkoodab4eyt oxycar bonyl - or d -4al kyl car bonyl - ; RIBEP2WdS/054197

R14 each independently repreSf t hydrogen, d -4alkyl,
a _6al kyl - SO2-, nono- 30 or d {'Q - 4al kyl ) am no- S02-,
-S2, nono- or di(d -4al kyl)am no-carbonyl -,

d - 4al kyl - oxycar bonyl or d -4al kyl carbonyl - wherein
3kd N- cﬁﬁdeﬁféhhs; |the'i%nna@utléeﬁlykacbepla§bl€ additiory balgfand the

SisrrhaTicsy BEmers ArBaRareh MBRER o or ¢ hr ee

substituents sel ected from hal o,

Cl Lligllk l;0yygarbonyl, NR19R20 and Het2; 35 R15 and R16
|nde|bend’ently represent hydrogen, C -4alkyl,

o MaPmyse@kbxdam@nyyan%hyc@xmr kyl carbonyl -; in

part I(%gélo 16{151 st@hteﬂl&lnl‘l%lllal@r 0194?;1 gyl cgr gggyl ]
- an eac
6%I?T8$HIS| dF%%ﬁP g‘eﬁﬁ‘yﬁ h lo¥y-3 4al kyl ,
abﬂtydemsﬁgdrdgenyﬂjuaﬂnyl @14dlaryloxycafm30¢wﬂ1b1ned with R? form
pa” 't(?% 5 6'?1%%5%9 licalhald %é !)m%e goué%{)#%ét@l aponyl -

epen ogen,

q 4ao|@Hcg(a)g ONR/- C<H2- @)r 4@R )mdp) ashelR Y= édmlnerelutre gepresents
W t h 1039  RTORE IPURAR'? Hekheh #§l yﬁéﬁ Eﬂh}f §e@&é§aﬁ'&n 8Ydrogen or

hydroxy; 1n particular optionall titute
hydr&yakﬁzl and R22 each i ndependently represent

hy :k; gs8senfi i dedgeh] hedd Ih{yu}oxg PéyafBadnhivio, rﬁm’dgﬂziht ut ed

Wi nor.e s uen e rom ha

hydr ﬁﬁ?ﬁkyolﬂxycgggqqy ﬂ glp’ ngﬁl‘é(g}y; ¢1y1alg<g 7 PRHong lwilﬂﬁtltuted with
hydr oxy pr Wh&re poskithi 4we ac threenaibptineies Sélgctecbﬁ;omshydtoxy and halo or

hydr ?(gg1l:}fresgntsA(‘:’i gﬁf%ﬁﬁ’ﬁ%{% s%ﬂ_ﬁfuf‘edo&nt%l?elg wﬁé% ?Xéns%bsle two or

opti on Subst’ repre

pyrr éhfPﬁWbStlﬁWmlS Seleetedhfrom lpwk@iﬂ 3}1(1 halsxazol yI ,
' SW@E&E%htsg{yg?ong%%%a@(glcy&{oe a{n?{d%gfhg@ 1drd<) € iazi)}ﬁoyf}@arbonyl-
and ol Y%‘O’LYQS‘FI’OZIY X Hetp eli%llqa'ro (—% %%213‘ ep‘Se(Q ﬁ)s alkyl,
radi eafbonyl- KRPRA 6x (Q@kyl\wptiﬁ&lal)\ substijuteat with oidrer gbre R
cor SSBRRE RSB e St Pl o il o Mo
thio rrpprestents}(ﬂualkylopy roptibnadiyrspbstititiad patht dne wir avor¢-mtb@tituents
PRI ORI KA But o 5801 sy
or PR éemr@ﬁeht,sl-o quqaaﬁw substilatcd widppreserinere armno
nor pRQHiRY, Het® or halo substituents;
R® represents hydrogen or C;4alkyl;
' and R' each independently represent hydrogen, C;4alkyl, C;alkyloxycarbonyl-
or C;4alkylcarbonyl-;
R' and R' each independently represent hydrogen, C;4alkyl, C;.¢alkyl-SO5-, mono-
or di(C; 4alkyl)amino-SO;-, Ar'-SO,, mono- or di(C;4alkyl)amino-carbonyl-,
Ci4alkyl-oxycarbonyl or C; 4alkylcarbonyl- wherein said C;_alkyl-SO,-, C;4alkyl-
oxycarbonyl or C; salkylcarbonyl- are each independently and optionally
substituted with one, two or three substituents selected from halo,
C1alkyloxycarbonyl, NR'R* and Het?;
R'® and R'¢ each independently represent hydrogen, C;4alkyl, C;4alkyloxycarbonyl
or C;4alkylcarbonyl-; in particular hydrogen, C;salkyl or C; 4alkylcarbonyl-;
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Het 4 represents piperidinyl, norpholinyl, piperazinyl,
t hi onor pholinyl or pyrrolidinyl; in particular Het4

wo epressnt s pi peridinyl; Arl represents phenyl PCT/EP2005/054197

optionally substituted with -4al kyl ; and 25 Ar2
represents phenyl optionally Slibstituted with

d -4al kyl; provided however that said conpound of
formula (1) is other than Acetam de,

N 7 ayER S ktSindepkadrilyoepreydnt Ayd3gr, 01 1Tkl CIEIIyekrbony!

3”?2%% CHalban i A itBrua pdeesem Gyt ar §eldoqrheny
2Ry and RClepch Bdtpandenttierep@seit dyidoogetGh nalkylehtbonyl or C;salkyl
étl&l’?ﬁll?fkuﬁi&ﬁut%% With dn8 G hord sd%g @tﬁi% g%ected gg}m halo or

r ono- henoxy)-N-tric
] dechyd]g;ap(y, @g@T)culaA@g‘gl lb{éubstltute w1th ydroxy;

N‘ R2 GMERB [e&clﬁmlieﬂe%ﬁ&rﬁl%ﬁreﬁreﬂém Bydrdgen, ot b CRIMY1 BPEGRKY

Y o Saitued i5h e REingre sebetitpenss felpoiechfram gl Qs in
(90! paiiEulOOph@RAG 3TbART6ERADBGAREH107 - 20 Acet ani de,

[253)@3 %i(flj'%? re%gﬂéglge@)ap%i}{)‘gg%?é% kg%og%, ?é’%lﬁylcarbonyl, Het* or

2- ( 4G htlbyleptionaliyhspbptitutedwyith hydrexysycl of 3. 3. 1. 137] dec-
2-
5 X(Ii?’e't 5& ti’]@ﬁﬁﬂﬁﬁ}) ?rrohdln?ll g;rr?lgl oxazolylilg(%)](agolcyl or arad1ca1 of

(9C! Yormagdast ani de,
2-(2- chIQ)ro henoxy) - N@ri cycl of 3. 3. 1. 137] dec- 2-yI -

(9c| ) B san de, /( (R
[ di met hy phenoxy] -N-tricycl o[ 3. 3. 1. 137]
04/%1 (90b1) ﬂfte':i{

2 [ (4- chi% rophenyl)th| n‘ib N-tri cyclo[3.3.1.137] dec- 2-yl
- ( 9Gherede BE aeprekents hydrogen or C;4alkyl and o is 1 or 2; in particular Het'
2- [5 hyl ) phenoxy] - N-trlcycl 0[3.3.1

. 137 %B%J%é al%a&%@@l%. clét am de,
2. (4-et Iphenoxy) N-j(rl %ycl 0[ 3.3.1.137] dec- 2-yl -
(9CI)N tam de,
2- (2,49 'Chethylph yy-N-tricyclo[3.3.1.137] dec-2-yl -
(9cr) Gy)AcePlami de, b&l—
2- (3, 4-di net hyl phenoxy) trlcyclo[S 3..1. 137]dec 2-yl -
(QCI yhepgin R gnyesents hydrogen or C, salkyl and 0'is 1 or 2;

@%t”mﬁﬂemeﬁihenﬁﬂYﬁmbhdlhyp pipeRlhyB HiokdTiHdsayRory | -
G Dol B e ralar e peprecets mapRhodiny

[ 3 P&tﬁremsthemo@hylmylg PiptiidiAgle pipetadinyl, thiomorpholinyl or

]dec Pﬁ‘“’%{”’g@]&rﬂﬁﬁﬁyﬁ&hg@s’e&xﬁm Mdrildigl ol 3. 3. 1. 137
2- [Het( @pmlﬁwplpﬁm@lnylph@r@wgmlwmﬁa@wl shigmerpholisy] afec-

2 y| gﬁgﬂﬁl 1 i pehar Ia! ripresents piperidin
r ono-

{&p@synts g@’cy Hgfégle y substitute C%%l 4§, ﬁyl and 137] dec-2

2 (AéP Edph'@éﬁts Phersil bptigrtatip gubysritived with Y33 LalkPl; Brovided Host@er that

2. %ﬁ‘dr?é #ﬁ&%qﬁ‘ﬁpﬂ’&%}%[s 3.1.137] dec- 2-yl -
( 9@ick mmmmw 1. P'1d2¢-2yti2-Eh{toflapdrectiopt)pheridxyTr (9SFc| 0

3. 37
[2 g %mf)d@nbﬂ gleﬁreﬁlylprﬁé%?g ongL g)llgﬁ 3.1.13")dec-2-yl- (9CT)
[ 3 Bytamamide,2cphenoxyyN- mcy@qﬂ3)3 171 ]A@fe% ahi(%fé)
2 (sl 21 BBl Bk P RAS POy 15,99 e85 31308 137)
ec y
(A&etsvl@ﬁu&?%lpm lpi]eﬂs&%ﬂ RE-A-PEeeibylrhesoy)-18GD dec- 2
y|Aceté.ﬁﬁle)2 (28 éitmatliyiPRenoxy)-N-tricyclo[3.3.1.1>"]dec-2-yl- (9CI)
2- (2, 4-di chl orophenoxy)-N-tricyclo
[3.3.1.13" ]dec-2-yl - (9C1) Acetam de,
2- phenoxy-N-tricyclo[3.3.1.137 ]Jdec-2-yl- (9Q)
Acet ami de,
2- (4-Dbronmophenoxy)-N-tricyclo[3.3.1.137]dec-2-yl -
(9C1) 25 Acetam de,

1 FMNSN ~ oA A N1 1 ~ 1
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Acet am de, 2-(4-chl orophenoxy)-N-tricyclo
[3.3.1.13"]dec-2-yl- (9CI) Acetam de,

w@2q08/0mshyl phenoxy) - N-tricycl o] 3. 3. 1. 137] dec- PEHEP2005/054197

(9C1) N adamantan-2-yl-2-o0-tg9lyl oxy-acetam de ; 30 or
when R5 represents hydrogen ifi"'sai d conpound of

formula (I'), then RL and R2 represent O -4alkyl. In
particul ar those compounds of fornula (1) whereinn is

1, A%eStaI%ldeOZ -(2%- mb&or@mémﬁpmomm Rigedlo[3 By Qded:wlr oan
u (o)
B kL L SO SR P
ZO%bt@ﬁﬂBZZFGBGﬂihEIBQIﬂ%lb@)Bﬂ%ycIeBB RE " Mep?-¢5 QTS
37 d th
cgtr&?lnmet NEE %ﬁd ‘:)E%Lmoé(ﬁ/gﬁgé i g%(l?lga? eggfyég?ﬁg' P?omWIt he
gr mga@tsiﬁsi} Gldgdl@pthyléhﬂmwnqxa}N trigyRip] -1 (dsy-2-y1- (9CI)

QRSE 3 1
or S-an g S RO e ) TR enl

SereRBiers Enmﬁbﬂrzo@ aelipfetky Nphengzy Ry ricyelals L Poldedra-g- oD
hy dicogsiie, m@mhywdmm tricyeh® 3. 1aﬁ%]m 2- y}mmmz

poLERpT e T PR ok Y BV e S B o
hy Gﬂcmlchrﬂj(%ﬂadlme@ylpﬁamxﬁmmm,@ 30,1 bdy - 920 onal | y
su Q%Ethﬁlﬂfeeij 2 AWh ?@gen?fqg\w Ve clgf}%sf pl;ﬁeé Q\Q‘h @?CI h r ee

subst it uent
r eprcelg@ifies?- ﬂy@?@@;énneﬂwénhsnoxa %Iﬁacycmlﬁ 1" ﬂfh’éﬁy)fl (9CI)
hy Ncepsdide G- c44abﬂsau3 qxaﬁahppmabxy) Nﬁtﬂéme;{y gaanaéeLz yl- (9CI)

o prR o i bR R LR bl

pheAeytamide) }@airkmb-tzécylomphéﬂaiﬁ)m&cybloﬁ%l téldee2-9hi(3CI)

SuL R 2GR 3 MRS N %EP%@&F% Taive
O Apeletide G- e RITFRES)-N-ricplolb BIul HiccrByl 196 esent s

halpgypa R0 2- @mMordﬁhéﬁX&)uN%/ El@t%l 137]dec 29000
d - 4al ky IOXé?ar bony droNycar on

a Asstpwife. o hf@ﬁ%ﬂwl%ni@m% etacxm[?\ éﬂeléﬂz 2%7@01)
S URsblaiide ) U-61-chidre8 j5afiméth @A phcda/)-DXiyie Pdld]9.3) 1 137 @deeryil (9CT)

SN R T S ST R e A i o L
20 A ethmite £3(24-dichlbrgphreoonsyd--thioyate[ 3.3 HeTgde;2- ﬂ:- fa:fn)l kéll (1)xy
i P o P

and dr oge

Cl A\selpmide, Bt @mmmbﬁrtbmiﬂ[ﬁ LR @0-%1@- Y) each

| NORRERRR MN-(AYmERPHIRASHH-NIYiET 36 81.1.18adal- Y to
d - 4al kyI c:ar“blz)lnﬂ%f‘HS g’% {’&%1 e ]d m%lle endently

r epyceen o*rr@@%lﬂlen%ﬂyl h‘éflf@gﬂo[%? lé:l 14?312r<>91 “Pbony! -;
25 ABatzman,dz Bl&l@mbndxlp)dmg@d&;:[ﬁ 3y 1?7mﬁew9d Chydr ogen
onyl s ; wever
t ha atﬁﬁ}gﬁ %{33 m%ﬂf)ﬁ %’i@ﬁi@lﬂ%ﬂ%ﬁ‘l e (EP?l ound of
f oNndamalqthl) -24yh2+0- téljzloayrdcet?aznldeepr esent C -4alkyl. A
alok WBHh Re 'r %‘gij{s&p&%%e& P4 S msRR A RSt @) HESR' and R?

conpoun S 0
represent C;4alky

In particular those compounds of formula (Ii) whereinn is 1, 2, 3, or 4;
R! represent hydrogen, cyano, hydroxy, or
Ci4alkyl optionally substituted with halo,
R? represents hydrogen, C;4alkyl, or Ci4alkyloxy-;
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30 wherein one or nore of the followng restrictions
apply; (i) nis 1, 2 or 3; in particular nis 1 (ii) Z

wo epressnts O S, NR6, SO or SO2; in particul apPCEZEP2005/054197

represents 0; (iii) Rl represgnts hydrogen or

A -4al kyl; in particular Rl r'g;'r esents C -4al kyl; even
nmore particular nethyl; 35 (iv) R2 represents hydrogen
or CI -4al kyl; in particular R2 represents d -4al kyl ;

E’\C/:T / P2 gﬁsi;sﬂigfgtdgéﬂj @f4alksl, rmualkyﬁxgo&emmqah ged with R? form
resents rogen or

ABEe a%hV%;s‘? Fdif g W&%ﬁﬁ%m Byl oven

m)r e @s(ﬁlth -€a)), aNR €y (b), GERIR) e diapamkcCRY *flﬁd)mhefrmnrm represents

t t B

nggllg)?lbna%d%wﬁ q%‘_@ﬁ:d’l? in‘é%laf\l ﬁld%ﬂg?thf é%f@cwgl%}?cgﬁngc@rogen or

(c) &hdal = (d) wherein mrepresents 1 or 2 and R7,

R8 ,R“E?@préseafsql eﬁrm@:; X%, Gda%lhb INREREC Uechiky1oxy

hyd t d

R aissh g B Sb e FeRo e e s
4al k};éleam fronﬁ]h)}dyowmﬁlthalmb mptehemmélﬂllkylvbpfi@lally substituted
poss 'Wq one Xﬁlere s‘sal%lehr@o qr tﬁgg 3@ 1H1§H{s Ss?]ﬁl:tgd from hydroxy and

particular esent’s am no,
met hyblear bonyl am ne, met hoxy, net hyI or

tr il E&m%t]g&ﬂo%gé%aﬁd’ 'c%noR': rﬁ)o'bﬁéﬁ»‘i‘tlﬁrt | Cu[fg?ﬁdﬁgrloxycarbonyl

am no, hydro

e DydioRkcaEbATtb NIy B o1 Y AntontROMpF aRiedavith one or more
et hy lsgbstih@nis siEcrd front hy@biaydaﬁmnyle §Hé1fyfl> rwl 4@]1&P/Rﬁy or NR""R'® or

hydr %c ar bon: Zéflrfﬁ&y{‘r’ef‘% L?nqné, fuP%B\F/ &l g,ﬁtlhsonﬁ PAFS 2 ubsfituents

2- 0X
a - 4aélkgtbd from mmxycmnylmuenyb Gh aaslkyllbxy by NROGEH; inparticular R

s e
a - 4émlgplxycarbp rNR c& ot %@k}’]e?nmgéﬂﬁ t}t@tedg@th offe or more
mst h¥dbstitaents s@l]eéteﬂ%?ﬁf‘d}g)%yﬁboﬂgi bdényl @kﬁﬁ(&lﬁ&&'g@m{ls R or

m
e p epr &8 é?Rfsser:réldﬁwﬁwwp 1 lg’quWltB“Fd gn&,m ©5maz¢ substituents
f or mgélacted BromNiyyékyaiboRPpheRyR)C; Qélkibxy br NRMR'E

d ds of f I I
el 6?%%%8@?2&%{%05?@9@8”‘3%2. Sting of 2a ) M

- d| thmﬂep}:ndently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-;
S

S %53 ga&ikﬂg%% inf %&hﬁ%@}y@ﬁr sy Ry A8 Of L o RGARIRbBony1.
s) k! mddR Se9aty mé«;mnémlysrenreaesn hydreses Gylglkplardiiglkylgarbonyl-;

2- et hnd R¥eaaxirliepepa@RB8piesrt hydrogen, C;salkyl or C;4alkylcarbonyl-;
provided however that when R’ represents hydrogen in said compound of
formula (I') then R' and R? represent C;_alkyl.

A particularly preferred group of compounds are those compounds of formula ()
wherein one or more of the following restrictions apply;

)] nis 1, 2 or 3; in particular n is 1

(ii) Z represents O, S, NRS, SO or SO,; in particular Z represents O;

(iii) R’ represents hydrogen or C;4alkyl; in particular R’ represents C;_4alkyl; even
more particular methyl;

(iv)  R®represents hydrogen or C;4alkyl; in particular R* represents C;_4alkyl; even
more particular methyl;
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N [(1 R3
S)-5-hydroxytricycl o[ 3.3.1. 13" 7] dec-2-yl ]-2-net hyl - 2-(

wdad0mhMgbphenoxy) - propanam de, 2-(3 PCT/EP2005/054197

, 5-di net hyl phenoxy)-N-[(1 R 3

S) - 5- hydroxytri cycl of 3. 3. 1. 132%] dec- 2- yI ] - 2- et hyl -
propanani de, WD 2006/ 024627 PCT/ EP2005/ 054197 -23 N-
[(1 R3

®) 5- N demusentsiisedgeh dr Gljalllya ﬂn@ﬁ@hdﬂ@ﬂﬂ%@pﬁﬁfk&(ﬂlﬁ}ﬂyﬁ even
nzof ur ancar bo?r?.m de

S5+ hy s e et Bt of RS s hinga Yt F 51 ossther  gyalen
an- 2- cardstoedséleted fropahe gtoup aoxzsmmgrqﬂ OHSHXg), -NR[-CH.- (b), -

R 3 95-5 b3 8 o
2. methyi (ot auhat] 5 < (o Rl o R R R
S) - 5- hydebski rareyaqhdpéepsmienﬂx splgeted froy hydrogen or Ci 4alkyl;

i -
5, MG B R sy .
ar boxani lol@tngeﬁgf %g}tgteﬂl_vrl onﬁogw}}ér possible two ort ee halo
S) - 5- hy dsabspituenty il mirBeudar R *“k3pistans CL, ¥| Br, dihethghfningn-

car boxamn%?h 18l Taning, meth thyl uogomethyl;
PG (R
S) - 5- hydﬁ—ﬂ)‘fé’steﬁ‘g sGHRAS [h§d§rx% ﬂig’th%_lﬂﬁﬁogy'léihine%tﬂﬁ%lhifdny%n&lﬁe

4- et hyl am no ana
, 4- di hydé gn@ﬁ WS YO a(nimpq hydroxycarbonyl, 3-methyl-2-0xo-

S)- 5- hydpymﬁamymlzo&;& &(a;koll(ﬁn}]rldec 2-yl]- 2, 5 7,
?YIE? Irll?taﬁggb%m F?(irag t(nif)%% bolxaraﬁ1 represents hydrogen or

S) - 5- hydmethytly i cycl o] 3. 3 1 13" ] dec-2-y

t byt - phenyl)thlo] N-[(1
éxge I?{ @ﬁfegplﬁgl t“r’aq%& Elgélgylg%gﬁﬁgﬂec 2:y1]-2-nethyl -
rﬁx)opaﬁante@geselgs ﬁy@rpgq:m@'r _4mlkM 1np@r31cularR represents hydrogen or
S) - 5- hydh@awlrlcycl 0[3.3.1.13" 7] dec-2-yl]-2-(3-nmethylp
geigox acéetam de, %né

| % hiPPFRRERD Syl syl Cer picpenes qr di{Caaalkoipmino-SO,-
ditec 1t yiepiRsamaparo lidiényl) Nyxa[zdlgzl & @radical of formula
S)-5-hydroxytrgcyclo[ 3.3. 1. 88" ] dec-2-yl]-2-nethyl-2-(3
- met hy| phenoxy/) +Ripr opanani d (% 4-di hydro-N-[(1 R 3
S) - 5- hydr oxy r/6<:ycl o[ 3. 3.N dec- 2 yI] 6- et hyl -
2H- 1, 4- bep/zgxa{m ne- 2- carbex (1 RS
S) - 5- hydroxyt rid@ycl of 3. 3. 1. 13’0)7] dec- 2 ] 2-(
phenoxy) - 2- net hyl - propanam de,
2-(2-bronophenoxy)-N-[(1 R 3
S)-5-hydroxytricyclo[3.3.1.13" ] dec-2-yl ] -2-met hyl -

Ph QRedra Bt @‘@red%xﬁ&dnﬁe&ltﬁ@&iﬁﬁ%ﬁb@@%ﬁul%(g(a}e &%1e°cted from the
S ydr ox fr| cyclo[ 3 13' ] dec-2-yl] met hyl
SR

2,3-dihydro-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-1,4-benzodioxin-
2-carboxamide,
N-[(1R,38)-5-hydroxytricyclo[3.3.1.1*"]dec-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*"]dec-2-yl]-2-methyl-
propanamide,

3- met hoxy



2- [3-(di net hyl am no) phenoxy] -N-[ (1 R 3
S)-5-hydroxytricyclo[3.3.1. 13" ]dec-2-yl]-

WQ 20080627 pr opanam de, WD 2006/ 024627 PCT/ EP20PGT/0B009754197
-24 2-[3-(acetyl am no) phenoxy%- N[(1 R3
S) - 5-hydroxytricyclo[3.3.1.13 %'dec- 2-yl]-
2-nmet hyl -propanamde, N [(1 R 3
S) - 5-hydroxytricyclo[3.3.1. 13" ]dec-2-yl]-2-nethyl-2-[3
N{(IR B S shgdmixiticyeloffie naX i Hec- Prytiparitiylie bedzo furancarboxamide,
[ (4- chi orophenyl)sulfinyl]-N[(1 R 3

PRGOS g o prape

OH?E xytrlcyclo[s 3.1.13"]dec-2-yl]- 2 met hyl -
mi(%hm@mrﬂah 1bhen[o£( ) R[(ﬁz ) 5—h§ﬂi‘oﬁzﬁrfcy§]&$§2§ 21.1* 7]dec 2-yl]-
enoxy

3. dec 2-chloro 2- met hyl -
%)l’%%]i’)é @Im% [(1R gS) 5amﬁotr|cyclo g
¢-3tudral 3 31&11]]13«&04\2{(9&]3 S)-Z—h;elrdmyltﬂ@zc(dﬁ Brl. Pl |dec-argt-hy| -

1R S)-5-am notricyclo
%X%bfﬁ%og&&&szgxafm ﬁ[ S:hl or o- Zret hyl - phenlox§
-[(R.BS)- S@dexm@mld@ 3.0 > [1dac- Ry1]32 -Bynzp furancadhox
[3.3.1.13" ]dec-2-yl] -2-(4-chloro-phenoxy)-2-nethyl -

psaﬁhmam HeER,39- SEI(yHr&yu:chS)o{s.s Ani’rifdec 26yl -2 benzofuran-
3 ]dec-2-yl'] -2-(2-chloro-5-trifl uoronethyl -

aﬁ‘%?m 22-met hyl - pr opi onam de, v [(1 R 3
B)[{R,38)- Wdloaytriwdp@ 3117184 Aob- -mgtfoxy-2-benzofuran-

B;SD}BH] 20to|y|oxy proplonamde N [(1 R 3

;S,;)T m notricyclo 3.1,13" ] de yl ]

4((R3 §hﬁrbb’ém4ymvﬁ@@3 e r]é%y? yl] 2 methyl 2-[(4-methylphenyl)amino]-
im aﬁmhepropl onam de, N [(1 R 3 S)-5-amnotricyclo

i oo Mlh@?)(é—hyérox%l%yéofﬁ‘?&. PRt RREDAXY) -

BP;748- teﬁaﬁﬂt}@hnﬂﬁbfb&amyﬂaw}mmae,z- met hyl - pr opi onyl

T R e

8)m®h)(1dlf¢mlnhlyll®m no) sul f onyl ami not ricycl o-

3. [g -dhl c?]{‘%B ﬁnné]tlt\@/[ ﬂR eno)@@@ﬁyﬁi@{,ﬂep@w ?eec -2-y1]-2-methyl-

Bppangnyd "?rethyl 2- 0X0- pyrrolldln 1-yl)tricyclo [

22 3ifladrd-NJARGSI-5-Kydrok BamArt ftiec-2M1]-D((3-RetBylph
S) - éu thaa(gsul ong*a?nyr%t@}ﬁkgycl 0[3%01»!?[3 ](gec ypl?nOXY)

et $l - 2-(3-trifluoro- nethyl - phenoxy) - pr opi onani de,
BH(3,p{dimBth§lphenoxy)-2-methyl-N-tricyclo[3.3.1. 1>"1dec-2- y1-propanam1de
S) - 5- (di net hyl am no) sul fonyl am notricycl o[ 3. 3. 1. 13" ] de

N-[@tlybi;) &h?m&yﬁrcyaoﬁﬁs 1.137]dec-2-yl]-2-methyl-2- (3 methxﬁphenoxy)
trifluqromethyl-p enoxy) propi onam de,

Beranagiianesul f onyl ami notri cycl o[ 3. 3. 1. 13 ]dec 2-yl]-2

3 prediliydro-v-[(BR13S) f5Hiy@rexyriayictof 3.3 pherjaey-p-yil-6phanym de,
2H-1,4-benzoxazine-2-carboxamide,
N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1%]dec-2-yl]-2-(3-methoxyphenoxy)-2-methyl-
propanamide,
2-(2-bromophenoxy)-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1%7]dec-2-yl]-2-methyl-
propanamide,
2-(3,5-dimethoxyphenoxy)-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1>"]dec-2-yl]-2-methyl-
propanamide,
2-[3-(dimethylamino)phenoxy]-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1>"]dec-2-yl]-
2-methyl-propanamide,



2-(4-Cnl oro-2-nmet hyl -phenoxy)-N-[ (1 R 3
S) - 5- net hanesul fonyl am no- tricyclo [ 3.3.1.13" "]
wa@leweA246b] - 2- net hyl - propi onam de, WO 2006/ 024BR2IWEP2005/054197
PCT/ EP2005/ 054197 -25 2-(3- no- phenoxy)-N-[ (1 R 3
S) - 5- et hanesul f onyl am notri cé
[3.3.1.13" ]dec-2-yl]- 2-nethyl- propi onam de,
2- (4-Chl oro- phenoxy)-N[(1 R 3
5)[3-5adé@ﬂéiﬂiﬁg)§ihbg@dyﬁ]\a['(%R;XSI)JhSClly}er@(yh'lcycloBg 1.1>"]dec-2-yl]-
1 ec y met hyl - pr opi onam de,
%nﬂ%l“é S?R)a]“ Yoxy) - 2- net h (1R 3
B{R, GS)—Mdmatzmbfcld[% 31 ﬁ)iec-RwﬂeZ -oethyl-3-[3-(trifhk®romethyl)-
ropi onamide. In an even m)re
i Ay rgbrkride 1L

ment the conpounds of for ](I) are
(%@tl@@pheﬂwﬁulﬁnﬂ]é\(—ﬂ% 3Sorrshysiroxygriesiclol3. 331 17" ]dec-2-yl]-
PanbideR 3

(24-8121 rox t“]g-iflll?“égr% i}y@%gyillg)eaoé 3y ]l 7]jdeA<':- - met yl-

pﬁ)pﬁidmddeoxytncycl 0[3.3.1.13 ]dec-2-yl]-2-methyl -2-(2

BRI BOERR o BRI TabGa Mo dnifiatphenoxyra mesyp,

propotapigéenoxy) - propanami de, 2-(3

Bl ¢ - -
N 1R 3;155 %’:ﬁi}i}?ﬁ% 51)6 %\'1[1 Z]%Belg yl]d2e meghyl 2] -(2-trifluoromethyl

pbﬂ%tywymp&%a mde N [(1 R3

NBJ(A R; 3By dr ainbiricoyie 3083137 decl 3yl 0B ¢4-2h1vtd-2-3n knckyhe
nlz(oé)um carbc?(lam[ de, 3] Z dlyﬁydﬁ) N[(1 R dﬂ%ﬂ% 8

Zgpelay WPW %ycl of 3. 3.1.13" ] dec-2-yl]- 2H—1 benzopyr
MFARBSSrdninatricgelo[23.0 42 ?:]Hé@ﬁ{yl],?z ochipippenOxy) 3 ki

hydroxytrlcyclo [3.3.1.13" ] dec-2-yl]-
pginﬁe’ﬁ{n pr opanam de,

1\2[((137 15o¢mm2111¢ﬁ€1h£,3 3. éﬂéﬁd%y? Yl=3-(Zcio®- 5-tr1ﬂ110r0methy1-
pﬁéﬁ&gmtﬁaﬁgpwo gﬁgﬁhﬁj@ no- tricyclo [ 3.3.1.13""]

]\gf((lg 1 mmgﬁwgl}éﬁ ?éﬁghg&%g&n yﬁ]j meihyﬂqZ oytolyloxy-propionamide,

]\SI(-IE 3(sj4snahin¢trﬁ5rrélaml) ]stul 11; Gdyd- %mll]nm(z-u_ﬂbﬁyungmmoxy-phenoxy)
net ropl onam de,

BB B noxy) N (1 R 3

J\SI(-IR 38y amipbiricyglo[ 03.3.1 ]ﬁled:z-y]]elb(ﬂ Pugo} 2-methoxy-phenoxy)-

Qnanmide, N [(1 R3
g@g’h%lloﬁet ﬁ’%?am no) sul fonyl am notricycl o[ 3. 3.1.13" ] de
3 289,14][2 (4- Cﬂﬂ@qqy'z} nlgﬂ)(yi;phenoxy) -2- methyl-prop1ony1am1no]tr1cyclo-
[3 8111 et aieet- M ¥y) - propi onani de, N- [(1 R3

22()-4né]iﬂﬂ§ﬂt' o Fﬁ?ffﬁ-&ﬂiﬁrébﬁ)y? Bhe R Cyclo-
[33.1[ P dec-2- 38] 2 Emethylnabpionymide,

L ol s e SR

1 y1)tr1cyclo[3 3.1.1*7]dec-2-yl]]-propionamide,
N-[(1R,3S)-5-methanesulfonylaminotricyclo[3.3.1.1>"]dec-2-yl]-2-methyl-2-(3-trifluoro-
methyl-phenoxy)-propionamide,
N-[(1R,3S)-5-(dimethylamino)sulfonylaminotricyclo[3.3.1.1*"]dec-2-yl]-2-methyl-
2-(3-trifluoromethyl-phenoxy)-propionamide,
N-[(1R,38)-5-Ethanesulfonylaminotricyclo[3.3.1.1>"]dec-2-yl]-2-methyl-2-(3-trifluoro-
methyl-phenoxy)-propionamide,
2-(4-Chloro-2-methyl-phenoxy)-N-[(1R,3S)-5-methanesulfonylamino-
tricyclo[3.3.1.1*"]dec-2-yl]-2-methyl-propionamide,



-26 N [(1 R 3 S)-5-amnotricyclo

[3.3.1.13"]dec-2-yl] -2-nmethyl-2-(2-trifl uoronethyl -

wW@b@aox4r7 propi onanmide, N [(1 R 3 PCT/EP2005/054197

S) - 5- Et hanesul f onyl am notri Cyﬁ 0[3.3.1.13" ]dec-2-yl]-2

-methyl - 2-(3 -trifluoromethyf<"phenoxy) - propi onam de,

(3 R 5 °9)-4-

[ 2- (4- Chl or 0- 2- met hyl - phenoxy) - 2- net hyl - pr opi onyl am no
2}(3-Bioimdsplinoxy)-B-[@-Rl3 9)35-fletidpesifonitamitdigeyold[8.3aC 1 *d]dec-2-y1]-
N et%a&ll R.3.S -65- am notricyclo [3.3.1.13" ]dec-2-yl]

e -B’iﬁ)Pboln - 2-fret hyl - phenoxy) - 2-net hyl - pr opi onani_de,
22(A4¢@hlGH-phenoy )] (hR, 3R nethanestl fiopy lagnindtki¢yclo[R33l. 1*"dec-2-yl]-

~ A3 - 0XO0- rrolidin-1-yl)tricyclo
Zg)ﬂgéxf’%fi ; i %he%e’zz -yl ] i - propi onam’ydza, ) .y [_
293¢ Brogiasphsnpronb ety Nrid RydS) ¥ (2¢oxoppxazolidin-3-yl)tricyclo-
[§)3:15r3(7}'%1'e@->20§/1]]>!1ﬁr6§ibhﬁhfdle§' yl)- tricyclo [ 3.3.1.13""]
dec-2 -yl ] -propi onam de, 2-(3-Brono-phenoxy)-NJ[(1
R, 3 S)-5-net hanesul f onyl am no-

I an gednohoredrafedrdd embediment/fh c@mpeirag lof foramiloff e delected from
-(4- org=phenoxy)-N-[ (1 R 3
%q%[-%ﬁé?%%@g%ﬁonyl amnotricyclo [3.3.1.13" 7] dec-

2-yl] -2-methyl-propionamde. In a further aspect the

B £ BGy15BL AN AR 25 QNIEE et in-
R B Yy B0 2 L e IR e RaRSin
fATPRXAMHAC,i n t he treatnment or prevention of

o | N,Ss)i-ﬁﬁycﬁ@ﬁ}aﬁgﬁﬂ@[g.m.l3W]@‘écﬁﬁﬁ-ZCﬁéﬂlinDJ(Z-fr@tmjﬂpﬁeﬁﬁxy)-
such as.pbesity, diabetes, obesity 5 related
FAPRA cul ar di seases, stress and gl aucoma. It is
AEEARBS)ef -y drotytricyrdo[ 3 8sh Ecdeced-yl| Rempthel 244 -methydpticnoxy)-
g)?o&rn%ii&e the use of any of the aforenentioned group

conpounds in the manufacture of a medi cament for
t2-6at-diecthdphenospl-¥d (HS 3k F-aydwxyticyeloBxb &4s 1des-2iyHol
fﬁﬁféﬁfyi-ﬁfbpﬁﬁ‘éiﬂid@,a obesity, diabet es,OI olbesi ty related
cardi ovasc r | Seases, ess an aucoma. 10 PCT
AR sheronarerao Al 1o e geur pemogman-
atboxamidel he benefits of a conbination therapy

LiSLn Lni.stratiagn S 35 i,nhi bi t or
At e A S YRy SR A T RS T PR fom P
e-carboramidey r esi st ance, dyslipidenia, obesity and

' j i rad t 3,7
I PELHERS: By heRg) IR A Mok BABIRTR £ idec- 21
esthyl-propgeamiden to provi de any of the aforementioned

%—?{Jﬁhﬁﬁoaﬁﬁ&ﬁﬂ%&ﬁd}?-m[@ang)fﬁi%n'bﬂﬁnésﬁﬁﬁﬁbrlé{mﬂot h an
ant i rrensive nt, such as for exanple
atflﬁY‘%%gﬁof?ﬂi‘he@r?o?]g'l -methyls @Pfonﬂ\'“n‘f{?ol ol , propranol ol
B {do0hlok® D -methylghenoty)! N-{(TR;3H) & -(dimathl amin@gsdfonlyRintho-

but9l,0] ,3/bet I el i prol . » nebi vol ol ,
? §§¥cg?[§l3o1',l3@ieﬁ%%'?é??&g%%gﬁggu ‘?e’ carvedi | ol ,
| 2ateChlond-phedoay leNd (1R, 3 S )P By degsiricgclofid. hd pridec-2-yl]-
li-ﬁf:eﬂlgp tdpioraR@daPril, captopril, benazepril,

n E

perindopril, trandalapril, fosinopril, r pril

¥d )'rﬁ-(dnaéwhxbmmq)stﬂlfﬁlwéammpt,rlcnﬂeﬁéi-3p}-iI%f]nd%CpZ-prri B
tzeﬁiéﬂngQi(BqtriﬂQé@ﬁ@ﬂfyﬂ- hend&y R RRpIdAdhede!

Fj\?{( 1 E,fsg%s-fn%t La‘il:llegsalfoﬁ)?laminotricyclo[3.3 .1.1%"1dec-2-yl]-2-methyl-
2-(3-trifluoromethyl-phenoxy)-propionamide,
N-[(1R,3S)-5-aminotricyclo[3.3.1.1>"]dec-2-yl]-2-(2-chloro-phenoxy)-2-methyl-
propionamide,
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S-5590, fasidotril, Hoechst-Marion Roussel : 100240
(EP00481522), ommpatrilat, genopatrilat and GNV660511,

waoedoedeqsene, fel odi pi ne, nicardipine, isradi pPCEEP2005/054197

ni nodi pi ne, dilti azem an1od|ph? ni t rendi pi ne,
verapam |, | acidipine, |ercafii"dipine, aranidipine,

ci I nidi pine, clevidipine, azelnidipine, barnidipine, 5
ef onodi pi ne, i asidipine, ienildipine, iercanidipine,
rmmm 38)r63amﬁiohwydlo|[ﬂ B4, 1> Jeadiyd]-pintehyl{24(niridfupt digethyl-

g azogl n urlﬁ%}g prazosin, terazosin, bunazosin and
Y | umet azi de, chl or ot hal i done,

H\}Hﬂﬂdﬂ)drbﬁlmaulfmlmmouiwphiﬁ 8, 1 ]Idmfét}dihz-at@thyl-

fﬂ{?%‘?l@bfﬁ‘?n%ﬁﬁgﬁéﬁdﬁrﬁi% ahﬁ de, spironol actone,

atrasent én SB- 234551, Cl - 1034,
$3BP5Y-4-[n s orandrmethyAphennxyly2 methylprogienylaminajo

CHEFAJ[3 881 .1 qdeéaR)- BRarboky 1302&4@3 OPC- 31260,

R A iR S £ S B 553 2R e Byl phenoy)-

mnﬂﬂ'@apt@mnanﬂe 329167 eprosartan, iosartan,

R e RLE L L e Ry
quadGdin:1- yl)t_r&yskofﬁ 3. AND 1d9c-Roilbmpromonamideracor |

tj @Bﬁﬁﬁd Bhém @eﬁ %ﬂ%;;w_n(g gr a rﬁgj_oxozé%l%g%ﬁlﬁ g3 e nle_

g}usygl?[ét%l &yﬂeas?eyg}cpwmoaﬁ@r@,
'WG'J Btodd-PRéhoiR)- Ny RQBS)- Siilmmneﬁﬂfdﬁylanﬁmcom di ne,

81l1l. .l n said aspect of
ARG s SR e L EProRIOTBNASoST £ | on wii b,
DBE@Chbesphdnosy cNHHIRAS)- mmanlﬂanasmmglahﬁﬁntncydio[mlbﬂs' Tddec-
t d tih t t,
R oo BT B0C o onal appli cation wo
2004/ 089415 provides the benefits of a conbination
A8 Féder %%Héf the 'pf&eﬁthﬁvéi‘i@iﬁh @i'(ﬁvtlde@tahQ Bf e aforérhertidieRbroup of

i nhi bi tor_ and ucocor%mcm recept or agoni st for

cREppwnds for v aéfa I‘Eﬁ%“é’é‘? r fagticiilag dn gﬁt@eﬁge €k elfemwm of
@uﬂiongles@lsmm Witk exddsy aﬁ'ﬁml @drn@gion isadh dslubedpy d@beltes, obesity

g PO AT ek Tl B 5 SRR rnerspec
pdithe predeat inventiondo providet the useolfeary s thef ffermentiéned group of

%H&S&ﬁfs tif) G Iﬂ%‘{lﬁm U &J%%ﬁ%aﬁ{en{ fe %&Yn@htﬁ&l&’é@?ﬁés&&éted

I sease,

avithegxgpss qortfspbf?mamlyswhgé ab%ssty, @aﬁf@% ebesfty selated cardiovascular
Afisahdés agesd dndslicog@ept or agoni st treat nent of

di sorders of :ghe respiratory system adverse effects

of glucocorticoid receptor agonist treatnent of

IPCT EeTR4tivny] lkawm hp}ﬂﬂ:ad()ls B0 2004/ 03RS prefidesahs bafefits of a

%Pg)?)ﬁ'n%goﬁ lthe aﬁ)g ?1 g thé nm?‘&raﬁ(; egg aan§ @lj ﬁ(}ﬁlﬁ tgreén% an

connective trssu
aunbm&mi‘feeageat mfthg iressment af ecgindulirerssistanee, da@mnd@mla obesity
taﬁ? ﬁ%}%@?ﬂh?leﬁ iR DARCHPH §E'teRmett §ﬁ%§Eﬁens‘?(q¥ ®is %ccordmgly an

g UC OrtICOId recep t oni st treat nent
Sbiextpithe pEge amveatl% tpsrrevidg goy Pg@e qrerpentiqped group of

@Eﬂlﬁ@&ﬁis tih @ Qbﬂlbgfaﬁ@ﬁf ﬂfe%py&ﬁﬂﬂarﬁintﬂl&ﬁ@idﬁ?ﬂb tagént CY0R 8§ for
che i ndu er se ects
SRRl PR Rl RAP 6L SR HGRP S BraprisloEiogiom
disopadafinmdratelisstiodo laanéba’teldl heeeetalo) -betaneblu I cahpI]olul mebivolol,
%Q‘Ya?c?lﬁ? 0 Igljjeﬁ‘&l%)ﬁ aﬁlfus&Llftﬁf %?Rrg @J'locloiagetﬁl%‘f ﬁoﬁ t2ho 18‘#J oS i 085,

ant
Atinepdk lisinppah enaldpriy mmui,then@ﬂeurlh @e@gdaprﬂ atgmdolgprﬂv@smoml

%Qgﬁﬁ‘i@ %%%rlﬁ)qaa%ﬁi Qﬂéda%ﬂ :hggemprﬁ 8sp1rap1'11 temocapril, zofenopril,
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treatment of brain absess, nausea/vomting,
i nfections, hypercal cem a, adrenal hyperpl asia,

wa@oedeiomsene hepatitis, spinal cord di seases, SBCDEPANS/054197

aneurysns. Exanples for the jndications wherein a
conmbi nation of a 11(3-HSD1 cG#%ound of the 5 present
invention with a glucocorticoid receptor agonists may
be beneficial are: Cushing s disease, Cushing's
Sy58H00 Msidoa] Haa;hstamnbﬁ Radasseni 100240 (Emmscsm)pr 0si s,

SRR TARemSbARE abd Sye BOBE1 7 RORDYY s iR Wbl

dsradipme, mtxlodqmm,dlltmzcml amlodl,pmee attendiping; v¢mpatrn1$ lacidipine,

IS e LRSS0 e
siqmriwnﬁ, tdining ie @en@r lescaglfdamm énamlfbmng nijvagipisica|

Prdridipinke Sfunﬁblfiﬁ&”ﬂ&xa%&:hﬁ URpidil, pravdsif Uetabbdin, bunazosin and

e

ypepinide; fimodetide, hansemitie, andlogide a;plrohdsiaanim) ABD5 46\ ambrisetan,
RALOXYSTEh. ﬁﬂ?%#pgﬁ‘gﬁl@’?ﬁi %ﬁ‘%gk atsos %P 131%2553 aliskiren,
pi’na

conpr essrono r’al n
&VE-2 1368, kdvapdan, SR-1244k3HOBC- 3I-1I66@N€tslr1§1dd; Eb@@léan 15

%Qﬁd@@éﬁh?lﬁﬁé}éé’tﬂ %Balftﬁﬁj VaRUASR tel IHAHhA ee?r a&é@‘éhﬁdesartan

heriditary opat hi €s, Duchienne ar d§ Y}’g}é,ﬁ
Gladt8loh SB’EOS%“Lﬂng iQsatans plaesartary @F@P%&PHSTA'@
terfMddpasi) ketahsefin, ndfiopeiil, N@S’(ﬁlpFKﬁT}ﬂt Kamn-9d2y8édotril, LP-805,

BB 0h L B poB2 SRt sbront RS, BGF 288, k30450,

tPMID 311 a,ﬂimchapamldes He@RP-unigens,pduanylatei aynlasastinmuiatorsyl and

& t I
5 SASRIAE N dbpa, ARG, HDEHAHE CoRproyel uiT MiloBioteeh-
&l &f ln sid aspeetnfdhy myention apharmagsntienl spmpesition whigh, comprises

@K@&ﬁ%matﬂﬁtb‘—i%al/ 1BOIS Dl Mehibitd?of @t ;S}E‘s%nhﬂl%ﬂtﬁfi&' 4n@%ha,

drenal per Si a, ol nmune hepatitis, spinal
@Btrl ’é% en%\hﬂ’@}fgﬁ‘ajl ar aneurysms. It is

accordingly an object of the present invention to

B St al oS P RS B PR Y8 ESmbinasion
theramt compaiyong the adrammmtlbn afa phHE2kenhibitat and a glucocorticoid

f

é‘%JﬁE%b{fJ n%&ﬁ;}%ﬁé’ae géaéﬁg{éﬁ b%@%%ﬁl&ﬁ@éﬁ%é Suftinglduring |
gluseserticeidgegeptor aserpstdherappoandsior treamggomedenns ofcegneer, diseases

88 ﬁﬁbﬁiersﬂ%[ﬁgﬁhﬂhrﬁmaﬁ@ﬁ afX 86¥Rpéhent. SRl RAfc@thr i RIMuERL the
bet anet asone, . dexamet

%9 n SslS X lgéuc%c%lpmgjl rﬁﬁ:eé)&mlaggpléﬁgeramz EH’HE’:?GV‘H}?é),f Cushing's
mlﬁsedseg €asting'veeldeomd, hllegiveinflatiimakirg Q]listeasee,l alvetsasfitcts
OB ecl LS LRRNEAAN AIRARIES) e PRRELARS G,

annlno onac rlanC|no exace
@Wf&%ﬁ’ﬁ@ts MQOQ@comep@z@gomm@mant of&:flep@natory bowel

Ials%&s]ez adec)rs%Je]’f%cts %@'gﬁl%@(’iﬁtl@&g r&eﬁé ggéﬂlﬁstreatE%t of dls?]rders of the

adanant noxy acet am rivatives of
amw@ﬁ ﬁystméml%mlve tisgieand 49intsy adverss ciffssts 0f ghigogasticoid receptor

gmﬁ@umﬁn@ft of efidbetiAoloicil d1§da§esg @mml dﬂSéc@r aé&drth:ma

trﬁcgp egt%ﬁ IﬂFt hﬁﬁﬁ%ﬁ t&% at?ef ver Jf g\ﬁnlCOCOl’thOid

ceregior agost(tsatneme of[¢ancé’1h chem(ﬁhm'apy}mdusedmnaéd wdverse effects

B, LRk MBSy AR RBPARLCUEER b nwr-

@mcnlar jowty abyewe@fings pf Plorr@ri@idr@eptonagonisp geatment in the
RbhRENGH iRl trafSplSRSEd; R@FEric bR o?’éﬂﬁ@b&ﬁcmd receptor agonist
herei nafter, the reactive aroxi de is obtained

directly in the reaction m xture by m xi ng the halide

and phenol in an appropriate
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sol vent such as di oxane, in the presence of sodium
hydri de. The reaction tenperature and the reaction

Wa pove/ozasy7 be al tered depending on the starti ngPEEERINROS4197
or reagents but 5 is usually E)erformad overni ght at at
a tenperature in the range of %0C - 120C, typically
90C. Schene 1 0 HO(R4)n XRS5 H+3 R-R2R NaH
Dioxane O RS 5t- N O Y'NH R-R2s R (I,) wherein R1,

2atnidht oﬂélram%sesrs enaﬂleéaewomﬁng,slnfeeﬁoﬂsh Bypwmlmﬁd,&dce‘nal
10 here gt;fef or resents a

#XP?&T’J&SI& t?lﬁ"'b‘g}et}}e!? Ty SPIB?% °8Fdo&\%?asﬁsr 8‘?‘.98“{” %ﬁ SHiS.
appropriate al kyl halide of formula (11) hereinbefore,
S N e L e
msent(lwemlﬁnm@ a glpeacspticoidbrecepteipagonis bryeeneficig]jam
@;‘usfnag's Gi%@ﬁﬂ%' @uéﬁnﬁ\g @nﬁ&ﬁh@ famﬂacab @@bﬁﬁﬁtﬁlﬁ Btk mls

carb dazol e 41 sul fur,
mp&;@eg@ g{q)ésﬁ ype@%i\‘%y B eumomtls eosmoph ic pneumonias,
Mrﬁonilryrﬁbﬂmyisaﬁidhﬁ'p idixeyde) Ukceedtivy Icobtid) echictive akehri{tisDfHepmatoid

S, S B el SRS s oo vy eno

nghnlm}nmua:Ialra,W peenkets g!@uulbmamslss tempgral lagerign systemic sclerosis,
Fhdduttis sfaf?:()l(fésﬁ Odé?llnﬁtoﬁfyolé‘iﬁg 051t§ %ﬁﬁhégug v%'i%? igom

t errper at ur e.
qa} mlw@w@e@@ﬁwh@wﬁc anemia,
b ;?w@n% %&&iysmﬁ@m%ﬁ@ﬁ& lthB’%Jobﬁan@rﬁé sty @®mpression of
i ne
G

{
5% bidin fyiouts, BBREVTRR Sast ket Hodekins disease
hemomaﬂapy-lmduced pausea, myasthenia rgravis hedditary hhyophthies, Duchenne

S0B8PS0 oo SR ZuRRSH O A i,
éldﬁp@mﬂl@nmﬁen,elumg zarrsegim@@@mmngeamslesman anige@n, blped stem
R3AGThrMion ChGHe! AR TR trhRP1aAHoh, ﬁ@aH t%slgf«mtﬁﬁéﬂhf‘énal gland

) with the’ correspond| ng. benzot hi ol enzam ne or
é’@ﬂ%&%a‘%lb fracliea taBHETIRon, itosgnal trangPlAHALQN SeSHr e,
staéépl@afiation, 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
comprising said combination of a compound of the present invention with a
glucocorticoid 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,
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
treatment of the appropriate alkylhalide (IT) with the alcohol of formula (IIT) 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,.
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Jerry March - John Wley & Sons, Inc. - third edition

WO 20de2460T kK - Section 0.38 - page 360-361; SecPCDRPDOES4197

10 page 363 and Section 0.45 - page 364- 365

respectively. The bicyclic ad%%antyl-anide derivatives

of formula (1") can be prepared by any of several
standard synthetic processes commonly used by those
HMicrhatidelyDad dsciiibdd iafthe exagpidshetdiifics thy reatiivett@oxide asbtained

N T g
Golvent|such as disxarenih thel presenve -of BadiumYrydiide. Bacteactionddmperature

GRE Ak itoﬁ Qr’fne; tﬁzgy Igé Eletl%g&‘ gg@gfi{l}g?g"’lﬂé Qﬁﬁing El:ﬁlt%}gal or reagents but

prepare rou _nucl eo
aglesuelly perfiermgd Oyernight ah#radgimperieire Hy the x3nge of 887G (1995C.
Wpidallyypogn no- adamantyl derivatives of fornula (VII)
(schenme 3) or via a nucleophilic substitution
reacti on wherein the appropriat g.gpde reacts with

ei ther the correspondi ng 20 acylr halide (schene 4),
anhydride or esternto yiePd the reqgred @hhde. Wen
coupling the aci t he i p&s (as | eme 2

her ei nbef ore) R®S Ncoufl i ng+r eagel{s: such as
N, N - di cycl ohexyl car bodi I m éRfDCC), N, N - &r bony! -

dii m dazole (CD), POZ13, Tid4, sul fur chl oginde
fluoride (SQ2CIF) or 1-(3 25 NaH

di met hyl am nopr opyl ) - 3- et hyl car bo iﬁﬂ%ﬁ? (EDCl) are
used in the presence or absence f

hydr oxybenzotrial zole (HOBt). In Qeneral, adding the
carboxylic acids of fornula (VlI) to the

am no- adamantyl deriyagixe of frmul a (Vlk) under base

catal yzed reaction_sCe \i ons.Tes the
formati on of the aﬁ‘in V\Hich';ineluilibrium
with its weak acid and base. ToRfBf ceSthgs equilibrium
to the formation of the amde of fornula 30 (), a

g B g .
e R S RO Tl £3F e Rl T ol ()
eseinhetore gyl whewsioX 1ervsentsH Ieto atosy, gspargqular, ghlomerdypmo.
3 n(RR OCHCOOH HZNR5S WI R3 -R2 + (M) (M)

I .R t .. R4 (I~ LIk N-gk.O-, H R5 -
%‘é @Pﬁ)% nWﬁ 3ﬁ§" h% 9?@“&4@&?&‘3 eﬁﬂ%% ! S?‘?e]%ji’ H{%P?%g by
mﬁgd@mwfasadafnaﬁgﬂ-aﬂili@ @) Wgh thnappirépeiaradadrbexylic acidh(V) in the
e | t the carboxyl i, _aglds ar ar I ntq the.
BAPPRETI o R bl P e TRV i R
EREEP] BN tchitonyldiiotidazeled€TH), PG, yIiChhsuwfur dhloride fluoride

| ' ' i+ S .

SOy 8 L U Aoy} FplY]caibbaliiidFPLT Stkeh T e
PFRsenge A @bgsnee of hxdraxybenotiiazoley(FHPOBY) kAehemmerBa dihp gepction is
RYREAN Yeermed by stirring the reaction mixture for a couple of hours (2 — 8 hours)
at room temperature.

Scheme 2

R2 R

OH 1
RS X)kﬂ/ RS RS
HN 5 ™ )SrHN
> X
0
(M

) CH,Cl,
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such as the Schotten-Baumann net hod. Schenme 4 n(R4 O
O-CH-Cl RN R 5 J5 -9k R3-R2 + (VIH) (VIl) H2O NaCH

w@20068%46271 ~~0-, CHIlk N-gk 3 HR5 R3- R2 (rPT/ERD05/054197

The carboxylic acids of fornu%(? (VI) are readily

avai | abl e, for exanple comer<ially from Aldrich

Chem cal s, or when they are not commercially

avai l abl e, they nay be readily prepared from

autridin B R ardRiT B0 definedi as Gorsthe ad@pdiinds whfdmula (I) hereinbefore

tr formatio that . are. well,.kno to the person
2 R isBreres Rl ATy in BefichfEg iRt bo. v,
2006/ 024627 PCT/ EP2005/ 054197 -32 For those corrpounds

T aﬁﬁwﬁh gﬁe)ep réﬁﬁﬁ@ e féyfle\;/gl% nt @% & esen ?idg %gnvatlves

péﬁhﬂpraseptalpvmtm@d; ) these cgmp@uaféﬁwhﬁmﬁ tenaeselm SyRPi %02 or NR®
QA epatkd 5 Adalctisn 6f thé Qﬂcgvhaﬁld@é'f}’oﬁ{&a al)em; ¥ cBitesponding

oupl i.n aromatic 1 I 0X
pesloghip Bs5h AR DR UG 26 osre bl spropsdures, such as
\fb1t éxathpBe- dbistritseddn “Aﬁhgdiced) Organi@hemistryd fértyi Mgrchcelobn&Viley &
e r h
SRS I <y 2546 G0l - SBAIS (T Bhehed. 1 Shiion 0.42 -
@ag@@é@/and&eauom 044ﬁtﬂ!a39<3%-t3é§ rgspedtivelyul a (V1) . Schene
504 n(R\ OH+ BrCHJ, n(R\ OUCHp RCH3-2Br' 2R
1( n(R4) 0 dronS|s CI\CH' OH, R3-R2
(’[{yp [blcyc ic adamantyl-amide derivatives of formula { ) 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”
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
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 (SO,CIF) or 1-(3-
dimethylaminopropyl)-3-ethylcarbodiimide (EDCI) are used in the presence or absence
of hydroxybenzotrialzole (HOBt). In general, adding the carboxylic acids of formula
(VI) 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
(I"*), a dehydrogenating agent such as carbodiimides, for example DCC and CDI are
added to the reaction mixture.



10 wherein R represents hydroxy or am no and wherein
R2, R3 and R4 are defined as for the conpounds of

wo eooab4271). In anal ogy with the above, thosePCT/EP2005/054197
conmpounds of the present inveption wherein both Rl
and R2 represent nethyl, heré RHafter referred to as
t he conpounds of formula (1""), can 15 be prepared
according to schenme 6. In a first step
2- br ono- 2- net hyl propanoi ¢ aci §—l&f—lﬁiy§f ester [ CAS No
600-00-0] is reacted W|th the correspondi ng

benzot hi ol , b{m‘zam ne sul fi acid ion
usi ng art knovvn cedDﬁlss’ ch d&Nro arpl e
described in " ed annl ¢ Cheni st erry March
- John Wley& on - third editon - New York

- Section 0.38 - page 3 361 ection O. 4@,]1) 20 page
363 and Section 0.45 - page 364} 365 respectively.
Subsequent |y coupling the thus| elimhd¥egkchint ermedi ate
(XI') with the appropriate am nopdamantyl (VII) using
standard coupling reagents such'as

N, N - di cycl ohexyl car bodi i m de (QCC)

N, N - carbonyl diimd l e CDI))]\OClB Tid 4, sulfur
chlorldefluorlde(“b ~OfH d‘!a %I

1- (3-di net hyl am nopr ) 3/ethyl r kQ e (EDC)
in the presence or a péknR%—reﬁ 25 hydr anzotrial zol e
(HOBt), yields the conmpounds of fornula (I"'I)r,?

2006/ 024627 PCT/ EP2005/ 054197 -33 Scheme 6¢ (R ZH +
Brhe@idRH R R andROANe deRaedhofoaiie dstponnd offoipultd@) O

Z O 2) Coupling reagent n(R4) Z 1 ~3 I X H R (XIl) HN
R5 Rs (In,) (VIl) wherein Z, R3, R4 and RS are

defin plbetnatevef emnbadimment dpeubakylio aicifls aredoaveried into the corresponding
BET@HHSERA Bn wifks rH Ut IR ShyTRRIBHAEL Abdalf1 Sl

exgerl nt part er einafter

Supraquantinaeid apyh balidsr(Xillibis addedtiribeamingcadamanty derivagives of
%rnﬁiﬁzﬂ eVE] tofyaélaheParhids | loﬁ ﬁ)rﬁfula (TRNEKAY 59 REGK B k&Btion procedures

| ermtl ca repr esented the schene
ﬁa’e?%qtﬁ?sgl?"%e g %%q%e Rrefers to O -4al kyl
opti onal 'y substi tut ed Wi th oﬁelﬂne_‘hore am no,

hydroxy, Het3 or hal o substjtuents, wherein Het3 is

defined as for e 0 congounds of fornula ()

her ei nbef or g; 6\an 7 eadteN ‘i dgatly

repr esent hydrsﬁw/ 5? , or 4a|ky| ein said
™% su

C -4al kyl is option bstltDted Wi DR ome, two or

three substituents sel ed frpm hal o,
d - 4al kyl oxycar bonyl, N 0 apdpbet 2, (ViD)
NaOH
. 0]
T
/\R3—R2

1)
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.



10

15

20

25

wherein R19, R20 and Het2 are defined as for the
conpounds of fornmula (1) 15 hereinbefore; R28 and R29

weawmh/ozeependent |y represent hydrogen or C - 4BCREP2005/054197

R30 represents hydrogen or O :4al kyl wherein said

A -4al kyl is optionally subs%%tuted with one, two or
three substituents selected from hal o,

d - 4al kyl oxycar bonyl, NR19R20 and Het 2, wherein R19,
R20 and Het2 are 20 defined as for the conpounds of

TRE M odmors SERRRUR Blripnd: BPISoH: Dot Raiinedicn ®

oemesenthe bivaldnt ealicliieprésentediby foreiuda(ad dr () ofor baid opmpounds the

S RO AL A g 121

hydrexy &1 ( 12yamiap diydixydreazo-derdvagiyes offormula (R) witls2,3mlibromo-
1- Rﬁﬁonafb 1an»011ﬁigCla1caoné‘r Subsiefucnely, ASadidié of B@slc hydrol 51s of the

%ﬂﬁ’ 5 unds, of nul (e ?I‘gl bgfore WO 20 6/y2
‘%@2%%95@5% dgthedigychigcar Xylfsacﬂmﬁ(“ﬂﬁ iate§ 0 “il}“la

QDA RRNH _ n(R4) HCONR23R2Z4 Rz \ Rz \ R3R3. \i

HOOOH 0 0 Rt Rt /~/~ n(R&chemed Z H OH RCOOH n(R4) Z

z H~I" ~OCOR z I~/ R3. RR3" Fkj (IT) coupling

reagen(R4RX/ hlaHé—lZ R27 CNRO 2&4 t N(P RJH

Rz U \CH R/ \CH o

(IX) /
o) Hydrolysis
R o
>~ R3—R2

wherein R' represents hydroxy or amino and wherein R?, R? and R* are defined as for
the compounds of formula (T).

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
be prepared according to scheme 6. In a first step 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 —
page 363 and Section 0.45 — page 364-365 respectively. Subsequently coupling the
thus obtained intermediate (XI) with the appropriate aminoadamantyl (VII) using
standard coupling reagents such as N,N’-dicyclohexylcarbodiimide (DCC),
N,N’-carbonyldiimidazole (CDI), POCls, TiCl, sulfur chloride fluoride (SO»CIF) or
1-(3-dimethylaminopropyl)-3-ethylcarbodiimide (EDCI) in the presence or absence of
hydroxybenzotrialzole (HOBt), yields the compounds of formula (I’*’)
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R3 0 Z R R21IR22N=C=O n(Ra)-1~\ H NHCOCRz5Rz6Rz7 R2
0O RBRZR if RRH Rn(Ra NOCONR R 25 = 26 = 27 C

We2006024d27t zz 1 R thiourea/ HOAc, EtOH \ Ra OPCTIZERA005/054197

reflux 0 O/ ~Z R Z N/e\\T/[~JI NHz R25R26R27000H

n(Ra~ ~Y HNHCOCRz5RzsRz7 n(R&)™ " 3"Rz H coupling
reagent \J R3 Rz 1vl /I ~I\i R 0 R2ZBR2ON=C=O 0 ' y~
IRt JIl ~ O\ N NHCONR2BR29 ~I n(Ra) z H(R)o \R3
R310COCI 0 Rt /~/\ ZSGhemedyr3o R O R31SRA n(Ra)
R:&Wn(Ra)- ZH N (Ry)o RI3-X ~L Rz I\ 1/ R 0 LI \
SRV 24 orgrd [/~ or_R13-CHO n( Y-~ b~ _H
N gt R rewpsgi n®agent NaH3R2 0 IY% =0
H~ R14 R3 Di > > g3

10Xane (X

XD

R o) 1) HC1 . 0
n( I\)\( Z ° P 2) Coupling reagent: n(R4\)\ 7 N
K¢\R3 HoN L:\r?s H@Rs
(X10) 2 R R
@ (Im)

(VI
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’
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
compounds of formula (I) hereinbefore;

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

- Rys and Ryg each independently represent hydrogen or C; salkyl;

- R3 represents hydrogen or C;4alkyl wherein said C;4alkyl is optionally
substituted with one, two or three substituents selected from halo,
C14alkyloxycarbonyl, NR'”R?® and Het?, wherein R'®, R?® and Het” are
defined as for the compounds of formula (I) hereinbefore;

- R3; represents C; galkyl wherein said C;.¢alkyl is optionally substituted with
one, two or three substituents selected from halo,

C14alkyloxycarbonyl, NR'”R?® and Het?, wherein R'®, R?® and Het” are
defined as for the compounds of formula (I) hereinbefore; and

- Z, R, R> R® R*, R R n, 0, and R' are defined as for the compounds of
formula (I) hereinbefore.
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formula (I) using anyone of the 5 above-nenti oned
wa@ybloeses net hods, are provided in the experi PENERL005/054197

part hereinafter. W 2006/ 024627 PCT/ EP2005/ 054197

-35 Where necessary or desiréd;” any one or nore of the

foll ow ng further steps in any order nmay be

performed: (i) renoving any remai ning protecting

group(s); ?II) converting a conpound of forpwlp (1) or

a J soof i T8 a furt hers peU CONRy;Ry4
forfhr)rdl\a\( ourj/mﬁt ected formther eoquﬁ

converti ng a conmpound of formula (1) or a protected
formthereof into a NNoxide, a salt, a quaternary

am ne orHcaors | vate of a conmpound of for mula (1) or a

pr ot ect ed rmthereof; (iv) converting a N-oxide, a

salt, a quate:rnary am ne or a solvate of a G)orrpound of

10 form .v protectedformth ta_3a

comfso of for N _B800H pr gt eﬁ>§a fo mﬁh boor

(v) co e‘rrfl ng a OXI € couflingSeddedt, A \t\svrnary amn

or d %ol vate pf a corrpou forrrula (1) or a

protected for tRh reQiNi ebxher N-oxide, a

phar maceut i ca| #:§3, acceptabl e a

quaternary an ne or a solwqte of a ol n}d%f"ﬁ@&da
ereof wher e

15 (1) or a protected form
compound of fgrnula (1) is ob ined as a nmixture of

(R and naptiQnmers resol VINQQrA4Ras=cad xt ure to

obt a&’ /{gz r-rfOF'%aShz!'-}r, It il be appr eci at ed
by thoée?\slﬁﬂled i-A~the art that in the prOCve ses
descri bed abo §R2Q< tneR JLynctional gr, \f}\

i nternedi ate S By need to be gd by
protecting Uhct i onal groups which’it is
desirable to P’c?f*%rf‘"l“”xl ncl ude hydroxy, anino and

car boxylic acrod Sui tabl e protecting gr oupSR1f°or

hydr oxy An %/I S, IRY R, EPOIO U Pt é\f)k

ter t'®byt y] di rnére Lyl di 8|y
trimeth iRl yI ) etrahydropyranyl .

Sui t abl e protecti ng gr oup or am no include
t ert - but ylloxycar bonyi or\s\kn&ﬁé BRYCAr bony! ., Bui t abl e
protecti ﬁL ro boxyl i€ acid ﬂief /m—NHCONstRQQ
C(1-6) al kyh, |or \ben esters. 30 T'H*é qtlon

deprot ection |of NunctiNgnal QURSoJZBY take pI ace
before or after a ' The use of

descri bed i %!)EW NHCOOR;
G oupg ¢i N Organl eSS ryR88 editT 2 W'h@g
,&\EZGEM A W ter,sci egce (1991) ‘35 V\D
" 4627\ P /\EP5200 654197 -36 Additianalfly, the
l3orrvs i n conpounds of\ f.ara a (I)n(Rf;aﬁ*]J Ul\/ﬁ@‘d"”s%&*
K/\R"i

by art - reducing agent

2.

nRY) /ﬁ/ \’)LH NRVR™
S
Z R

OCONRRy»

th rea/HJ-IIOﬁI_;

NHCOCR5R26R27

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.
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known net hods using CH3-1 in a suitable sol vent such
as, for exanple 2-propanone, tetrahydrofuran or

waleowe bt or mam de. 5 The conpounds of for nul aPCT/EP2008054197

al so be converted into each other follow ng art- known
procedures of functional groGp’transformati on of which
sone exanples are nentioned herei nabove. The
conmpounds of fornula (1), may al so be converted to the
ovlicre apeRshry or désired,dmy ohb of morsoffthé Fellowigg Alrthek§topyin any order
proq;dur S f&r converting a trivalent nitrogen into

& form Said N oxidation reaction may
gx)memwmgamrmnmgprmmmg)grmw(ﬂ)tl ng the starting

{
LB SRRt ting . SRREACoA bl 0 ons proteed o g i o futher
apﬁp@ppmaw errglam(ld %apmtmt%fﬂr@tb@ﬁ i de. Appropriate
NP ESRRH hgRECMPRIAS of RIFRaSE) or o HO1eBed THine thehbod i1 8 V-oxide, a

per oxi de, al kal'i . net al th al kal

D S Ele Bt A s GBS gt o RSElAD or a protected
perfa theteoppr opri at e organlc per oxi des nay conprise

E Egﬁgga g%?gé?gf)%ba??alt a. at% %][?Jllrgfng oK 2 so]tvatte 05 a compound of

be fioramda €) bx)@pmc@dcfoan |thf:re(§’ igto a compound of formula (I) or a protected
3- %}an{hg%@zenecar boper oxoi ¢ acid, peroxoal kanoic

aci ds, II\Peroxoacetlc aci d, aIkthydroperOX|des
év)gonvelmg g V-oxide. gpeltox depternasyiaming o 4 sabvajent acompound of

fo rfo@iﬂmb 65 a pRftted fofalierédfiAidAINStheENDXid) B @nﬁlmaaaﬁlcauy

the to 20 carpons t ol ket one
Goceptoflr i it 2 BB LAt gRab Bl 2 Gipbind of formula
d|Qbkmaqmmthahﬁnmahdeufxtures of such solvents. Pure

?&févﬁ?r‘é Qﬁ{%&%&d loF ?Jfﬁ{) 1118 C?'E’gan‘i’efdh‘g'&g%%ﬁ{?@ r'pg anﬁf(S)
ar ﬁnmﬁmﬂrmlmgrtb%mlml@sto @b@mr@p slesirpd epantinapesy at ed

25 by physical nethods such as selectlve

rystallization and chronptogra ic,t ues,
TRl B srpiastd burOss P0E it pi gmtaﬂ #5685 HssRped above
ahélfilnbBoral kfupSofitedinediar @ﬁfﬁ@ﬁhkﬂkiﬁa)@ﬁeefdab e Ibibckéd by protecting
and sonme of the internediates in the present

iRt i on may contain an asymmetric carbon atom Pure
ster eochemcally isoneric 30 fornms of said conpounds

[
3l ol SRR Pl RRER, B3Rl AhIG Brbl): amino and
dﬁaﬁ@ﬂﬁh%ﬁléMﬂblemweﬁ@gﬁﬁw@éwd@ﬂpwbﬂé analkﬁ&lbﬂ(ga@lps
Sl %hteﬁsolﬁﬁhﬁﬁéthylﬁlﬂ i ibaky18ipRéyNTlyP br ﬁiﬁi&lﬁﬂﬁ% B&Kﬁyﬁ and
tecEnlqm ﬁ d; ounter,” curre t distrg |on égw bonvl
pusahie piptedting &ToHps ‘Efdaénm% F’Bty carbony
() bembrﬂ@ynaﬂoﬁylomnbmpsmtecﬁmg( groupsfod yaﬂbbkﬁtc avidhinelude 00y )alkyl
So‘?ibg [ RS rgnc m xtures with suitable 35 resolving
agen?zsy Suc for exanple, chiral acids, to m xtures
of diastereonerlc salts or conpounds; t hen physical |y
[ I el

B o gl 8P At iGhl S A S PG o afera
dﬁa“élﬁPéWBt ogr aphi ¢ techni ques, WD 2006/ 024627
PCT/EP2005/054197 -37 e g Ilquid chr omat ogr aphy and

e I|k thod and nverti id . .

a5 PERrOtesng Btopn, < iy Prolheiia e in Premic

cSyntl&&p’oIi’d edigior, 1B N Gmesme& P}P}JMEWusz, aviechesdalcke {1991).
isonmeric forms may al so be obtained fromthe pure
stereochemcally isoneric forns of the appropriate
internmedi ates and starting nmaterials, provided that
the 5 intervening reactions occur stereospecifically.
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An alternative manner of separating the enantioneric
fornms of the conpounds of fornmula (I) and

wo doenpsell at es i nvol ves i quid chromat ogr aphy, PETIEP2005/054197

particular |iquid chronatogrgﬁhy using a chiral
stationary phase. 10 Sone of e internedi ates and
starting materials as used in the reaction procedures
nmenti oned herei nabove are known conpounds and nay be

calditkynall thy Neataink abb@nmundms/foheunr(ﬁnﬁheé nectiyd4itdd by art-

Rolh el TaPe et i wurmle Wi ERR AR Brcipl€2-propanone,

péteahydrodilrey brdimendfeemeingle, They can therefore be used
as nedicines, in particular to treat pathologies

associ at ed mnth excess cortisol formation, i.

dibe spmepandsiod fermyla dp cpp alse e |ceni\éqﬂeéﬂnta@a¢wher following art-

®khb&A 9%&&@@5; 6 fuhictisiial 5dRb SranSufRath oTRHAEPdOnEe examples are

ndr o 2 di abetes, inpaired glucose tol erance
P¥ qf%ﬁﬂ%&@ﬁefastlng gl ucose (IFQ, 20
dysI | p| dem a, hypertension, obesity, diabetes, obesity

15350l U RARE 3 o) SR Somye A B1h OSSRk N-ovid

eopor os
rfenmsofdélgwmeraat hmmpr@ceq@sqsdhr eumcmnglasfnwden@ltrsgmew its

'?\ebﬁHF forfl, SS%ﬁ(flﬁr (ﬁmi’d?i%n ERUER ﬁﬁg gehl Iﬁﬁyr bé Eatiad oﬁtooeyt fe&éing the

at ho 0dgl! €s such for._exa

t
ﬁgaﬁ@gzmaﬁeawfégmeﬁ@ with %ehealyba (p@i;wﬁ‘o% q¥eziFidine or with an
dpp@@ﬁ@ts org‘dlﬁ@(ﬁﬁ?&f%dm@ @M)?(?Iéa A@Eop%ﬁt@ﬁ&ﬁg{ahi@%r??dds Remprise,

ar er,el er e | or e ec
DG LEURESH PRIk P 3 katns el s s, o

ESOdlluml peyoxide) mmmssumrper.dmdm appropnate otgancqreroxsdds)mayhamsnprise

%@ﬁ&a‘%ﬁg{g Qﬁée}{: a% Ina&l?fﬁ ﬁmrﬁg@%&%g&&gs ﬁél%%ﬁbsﬁtg;i

aezenesaregpsraxeicEcid gra B rpbﬁn@em@mbpp@pxmg aplg, PEPOXDA
Qb'fd‘s fé §f‘1‘fefd%6a&@1@ a@idaﬁ‘l'kyfh'yﬁr%bbl%ﬁld@ te'? ‘i’fbutylia Sropktbixide. Suitable

euctaelnl It1Ion was stra
\sp VERSS afen o e&@mpﬁb‘é@f@a %sra?} aele}ﬁpﬁgs?t o3 ﬂ&lﬁsghx%
eellbbﬁs e mﬂ@@&; kegoneb1¢.8- Zﬂsa&ndmd; halbg@awdn@mdﬂ)ohg el
ass ssin t58wﬁﬁ%’ of said conpounds on

(23450 2ad assess
g FI% B cellular nedium of

these ceIIs The cells preferably used in an assay of

¢ .

PR REESARInio M SO bR O F SRR AR ey b

@btall@d by tge rpRlicatjorced] art-knowprocediiesa Dipgterepmrers Taay lpesseparated
ﬁ&al hﬁ@ﬁé&%ﬁé]ﬁ& se‘l@@h@iﬁ@iﬁﬁ&@% zﬁ@ﬂhﬁﬁﬁ&@é[aﬁﬁé 1&hniques,

ccordln rese i nventi es the
&ﬁrﬁ%‘&m%‘ sttt oo Rl Rhro DD B e U cal | y

acceptable N-OX|des addition salts, quaternary am nes

{&L&gne oF il | 0 uﬁloar ul?lgﬂfr i ofmoer h% el Sla.{eg in the present

erapy. ogi es _ _ _
als@otmmned cvmahn amaspemetrir ¢arbawl atOmr Paire gereo¢hemically isomeric

ﬁl%f Rl égg&gﬁn& ﬁﬁ%ﬁﬁQﬁﬁﬁn&ﬁé{t@%}céﬁfbe%tﬁﬁﬁéq’ﬁy the application of

UCOCOI‘tI desirab suc

dawomroe agpees Far exsanle diasterepisanesas ean Recssparatsd by ahysical
(tﬁe@fdds shépay sfefé!étlff@&%tﬁﬂlzﬁlﬂldiﬂ&&ﬂlr&hzﬁ@mpﬁw $édhﬁiqd@sme% counter

S Rehd g, R chibatbaiatn g By B obeods. Hohtiomers can be

abtadredSedre ravems;; mintaea b first @en\&_mtpmg sa8d mcemic mixtures with suitable
rllgsldi\ﬁﬁige Qgeeﬂ?srsﬂ:ﬁ 4§ f&n&aﬁﬁ)}’e‘f th?:h rabﬁs,dtb %&H]%ssof diastereomeric salts

or compounds; then physically separating said mixtures of diastereomeric salts or

18

:HO
,_'-'O

compounds by, for example, selective crystallization or chromatographic techniques,
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stress related disorders and gl aucoma. More particul ar
to treat pathol ogies such as for 10 exanple, obesity,

waolc@ber4ss] type 2 di abetes, obesi ty related  PCT/EP2005/054197

car di ovascul ar di seases, rniﬁs and gl aucoma. Even
nmore particular in the treatmeht or prevention of
pat hol ogi es associ ated with excess cortisol formation
such as obesity, diabetes, obesity related
@:egr aiq@rdwhmihaabgldplgeaﬁlethe kel ngthds;cimd. finhBy converténg satd separated
d e 1C ﬁ rco 0 n‘g Eod%eagr%ordl(gig R tt%e ers. Pure
W&ﬁ?‘%“?ﬁ% Splf prectmpe bR Hed© SO HRPATES FBF ORE™:
Isteeqnchgmcakby isametin iforals, miyoalsebaotphioed fromethrerphire stereochemically
[

éég)glil)éé'flé afpg%%ﬂﬁﬁ ﬁpe[;{oéﬁgstg ?%érrtﬂ%gf 'ié%]@g? rsr%?lfl%grlnﬁ’lgmﬁals,tprowded that the
A RIYENiOg Seactiams ercyt derepspesificaliy.ect i ve anount of a
compound according to the present invention. Said

net rlod cO Hsngg_the 54/ tlS‘aemc or tO?I cal
A IRative MmagRerdit sgparaifriethe FRANtIQMSTIR fos ofthe,compaugs,of
domarial (Im and mtdrinediates éimtalves liquil clesmatbpaphydn paiticalas liquid

[ S n object of the present
|cﬁ1\%)e %%P’Pm;@ga Chdllaﬁ Sﬂa@%ﬂﬁg’gﬁ%%e'accor ding to the

present invention for use as a nedicine. In particular

IReSH tﬁehﬁtéi’ﬁ’i 3tés Qn@gtﬁﬂﬁlg'rﬂﬁeﬁé?s asus Hli‘r?th@ rr@a%?% procedures

invention In t e manu re of |canen
measipnethheseinahave gredsoraseemnouads %dtrnasék&@)ggmemﬂy%ﬁulable or
fn(ila[yfwzp ggmwsdeoﬁﬁng@raremmi Frocé@ik@bOl i ¢ syndrone,

type abetes, inpaired glucose tolerance (1GI),

i mpai red fasting glucose (IFGQ, dyslipiden a,
Hylpeeompnmdsm,f tlelymreseny inventadnedre asefoliesausy thoyl poisseds
g’??i‘%rag}s‘% Oggl‘lté; fﬁl%? Itq:an ﬁlrefe?(glje %g El(ls)&f strhédlcmes in particular to
rﬁ@atml@gwe& asspaiate Wdth@@cqssy@ms formatifing be.dlisosders wherss

rd‘é!:léﬁs‘é‘é 1@Ue§9f Sgihe chREcAiesla @é’@esnhlﬂe,f%%ﬁﬁ h§ﬂeﬁboﬁ@§)§id}dfne type

het es, rel ted c |ovasc ar d| ease
@%eéesawapagqei @i}@ﬁ# to inppaitgd § ose (IFG),
algz@lmidbnmg Kﬁ)ef‘tﬁﬁldﬂ ebe&xitly, dlawaéﬁ; bBéSlty&élS’QdR:&lfd&ifvfa&ﬂllerhseases

e n
AkTebTraty RIRHKToslenmYBRIER ostePirofs Toptotiliénerivkand
yaychiatri¢ Hisotderspstrass caldted disordersiand, glalhemaom paruf:ular to treat
t .
?gf:ﬁ}o&gzégtrsﬁéﬂa&gﬁ) qie}ﬁn a? %Ibgilﬁré P&g%k t%ﬁekp Qlabé obe51ty related
saTdinyasquiaridisgases, steess anshglancema y dose vvoul d be f rom
0. 001 /kg to 500 ng/ kg body wei ght, in particular WO

200 27 PCT/ ER2005/ 054 39 fr. 0.00
T GRE PR TigR iy ey BHP N TR dieyesent
Idbﬁipbdﬁds cmdtm: ml[S-ﬁ-ED]ngadtlJStESeeuctlwyé (dongé¢reidh @fitomisominto cortisol)

RE PR oS AP B0 it SO R e sscdRbypa 18-
dtPhi ewmee Uy aleaswingithe canvprsisfneofziortison anto gprisehusing HREC
BubRRsTRGRI! uﬁﬁﬁﬁ&ﬁﬁﬂ%’t éidinl[é\@fS‘?ildfeﬁ%the ihRBitRSs&Miso

I'nventi on er provi des a har raceut | cal
&@W@agtratt%w ‘%ﬂsﬁlﬂ agel @a%@d@éwcfeﬁapﬂa@g@ataﬁ@& the cplls, expressing
ANesEsD 1 Wihehé t@fipounds & hefestall bhd stéﬂ%ﬁfgﬁﬁ@ efiédt ©8bdif compounds

b d
AE himatiof 8f ool e e ERtroadi ot Bisk s, st P erably
wisédhint dameassdyhefithe Iiﬁsenn nvedtienars selbcted éroaotip gsiupi consistirg of
S TIA 35 ISR U KL 81 o BBy 00
pﬁﬂfpambl@t b@pamﬁ?yteﬁet hods wel |l known in the art of
pharmacy, for exanple, using nethods such as those
descri bed
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in Gennaro et al. Rem ngton's Pharmaceutical Sciences
(18th ed., Mack Publishing 15 Conpany, 1990, see

we@spen2#mbty Part 8 : Pharnmaceutical preparati OPGT/BPINS/054197

their Manufacture). A therapﬁgtlcally effective
anount of the particul ar conp in base formor
addition salt form as the active ingredient is
conmbined in intinate adm xture wth a
p&wbmageutth@pﬂelsent asepfidroplogidesathel oefnpouifdscdf ﬂmyulﬁ dy andtheir
e varle
i Al afeplaBly T or 8 AR CP A hHRerrRrfines and
p‘rmrqwhcmwallyc wbrReic fampderi vsean shesany. de particblay td tmeat pathologies
L«i | JcRed W 8eesd ot %r}rﬁﬁ})ﬁ i. eoﬁﬁfn‘%ﬁ%ﬁ’ere g%crééé%& ReLof
mnistration suc per cut aneous
pam‘@fﬂlemfprtmrﬁ ﬁ.@sma&!q, syeh atsrmett@lmh@awndram ngﬁrdaqhe@ﬁ,

mﬁﬁr@p‘gmme kd16ah&d (IGT), 1ﬂ1p§11@&19fa§tﬁl{gagﬂuccf§}é %IFU)O@ySsh@fdeﬂilaﬂ

S iePhg Sty SBRRR B Pt el A, afgosclrosis

@fhetdselettmsainypbﬁhygm&mpomaﬂs menehdegereyatbe addpkyohédric disorders,
f r 5 I il .
T S
srarpplleachicsity diabetesatype 3 dinbetes,iabasity wlatedeardievasgulas disenges,
%&E#ta'nﬁ "FPrucStha S E{Iéﬂjmglﬁ-f ,#flé{r?&ﬁarsiﬂ B FhtRdi o Fe%ent?dfﬁﬁf S,

l'ubri cants disintegratin ents and
pathojqgies asspciatrd With exsps mmlrf%rmatpn m@ as , diabgfgy) obesity
trélle@ oardid¥ascal Qlivhsek AAd glaB8sAa.i N adm ni str at i on,
tabl ets and capsules represent the npst advantageous
oral dosage unit form in which case solid pharma 30
de wiemcafl the atilityexf’ $heeaommiuudmb1;dngmltheymﬁ'entﬁm there is provided a
| M\é N LY,
%tﬁ(m @é ﬁlsettge(raﬂ? o?%u? Qﬁ‘lmag t}?eas rr{ph S al ﬁai(rgltﬁﬁing umaﬁs
@tlﬁ@mng figmmadiathnlegy asepciatedwith Ieécess goraS@l fgﬁnamnt whigh comprlses
%ﬁﬂmﬁ&ehﬁ?éﬂ'&?&tlvb th%ﬁﬁta&l aeco%ﬁouﬁd R3rdihPlo 1B ﬁf@@&ﬁ invention.

repared In rier, conprises saline

s%%mp@ﬁ camaesgg ﬂlﬁoﬁyatﬁmorotpplaalrﬁd%vﬁlﬁ%at&n of ag effigetivgpmount

Pfacespostd adcofting fortheivaifich, $openblovded Aiishakl HRludéng
repared in which case 35 appropriate liquid carriers,

ﬁding agents and the |ike may be enployed. In the
conposi tions suitable for percutaneous adm nistration,
tﬂhﬁ t}ﬁﬁraﬁl'o%geci) B th@ ﬁ%i/sk:ﬁ@ lﬁ\%%h ovﬂle %ecr& oﬁfn‘l 9&ord1ng to the
ancin ent and/or a SUIta
@msm@mavqnyloe dorsa &g amdz@%/@mawlwwwh@ egpn@mﬂgwcordmg to
1K prdbdnhinvehticitin ehapdhdfadaRe cﬂ'f a Iﬁ&}icdiﬁénlt' & ﬂ'é&tlﬂg p&hologies
oportions, which agg%rt I v.es caus %’8

§F§fﬁ}afqdc‘ﬁﬂtl CXFEPLFOLHTO n@fl’f”éé't‘ 36 % > getagoflig syndrome,

a;qm 2 diubsesyirypdiredighidoss ®ldrinece (BGT, ﬁmpmreatfhamgt gludose (IFG),

Sdgéh Q?l/aoﬁr%pgﬁgnls? Bgés%f uJilab Us %esﬂarrél h dlov%gé I'lardd eases,

03| ons m ni st ere
iartexigaclenosss, Wehﬁmscler@ls nlazgpaihy,mtwggmoml nepmdcg@ne&tlars and
?)Qflfmaﬁﬁc ﬁfspﬂgrsafﬂré%k Rii4e Hls fﬁ%rsaa?iﬁ cbﬁ’ltaemgﬁlgﬁflﬁﬂr b,

topica | catl on ererra clte
@eﬂbst%u qhegifsre ‘Ef’a‘qu‘}dOié#Fﬁlﬂé}y@aeqsg% siressjand glagcoma.

adm nistering drugs e.g. creans, gellies, dressings,

;&'\ﬁ%ﬁ) &F%ﬁlﬁé ﬁ‘é&?éf}g ?Cf @g{p?%ﬁnl? %&@gpa :ﬁso feferred to here as
clnuoist irgnedientpyhiob idneqaiesdialchicee g therdelttiaal pffeqavilldoy of

%H&@e %]\')Fwt{l P Li%ﬁh&ﬁét%%ﬂ}p%hﬁdé tﬁieerou?e (3( gﬂﬁmst?a{t o‘ﬂ' {h@%gé and

pnfatlgreqf the ir¢aipiguic tndiihe aaltmul@k dﬁ@zﬂet@tnti;mct b@ng Whaterh A
%ﬁﬁab@@dﬁ%ds@ Yol beafr&moﬂrﬁg/ﬁg kd SG(Wn@fkg b%ﬁ?‘w%@éﬂt Gin particular
conposi ti‘ons such as salves, creans, gell
ointments and the like w Il conveni ently be used. It
is especially advantageous to fornul ate the
af orenenti oned phar maceuti cal
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15 conpositions in dosage unit formfor ease of
admnistration and uniformty of dosage. Dosage unit

wo eooanzas2used in the specification and cl ai ns PET/BPIV05/054197

refers to physically di scretﬁ% units suitable as
unitary dosages, each unit céfit"ai ning a predeterm ned
guantity of active ingredient calculated to produce
the desired therapeutic effect in association wth

tffoen 0008 inigdi PNDOMAgRY bbd}a{’veighf A giethoBof phtaenDimagp kb include

dgsa uni t forns. ar lets udn S ed
AP Gell foe o2V inicBichEen & osfindn S BGEE (1 TGS nfékes per
wayers, injectable solutions or suspensions,
t easpoonful s, tablespoonfuls and the |ike, and
ﬁﬁﬁﬂoi%at ed rrultlfl es thereof. In order to enhance the

i Repsiblecfoptheragivesinggsdiant {p byradmigistesnqront & ippreferable to

fp?é's@i‘l’t' ifadd ﬁhdrﬁace%ﬁcﬂ%hﬁ%@iﬁblﬁ |&<§Jordiﬁ’g1? ahé bte@aﬁ,m\kehusﬁ further

SO A PIABRSRPa) SOmPo e CamEinih eamBdRY Agerame o e
@lreseﬂitaheenmy, topgtherweith inpharmabmmchlly gecapidblercatrive or diluent. The
%%%Bi' 01' 3 ul%egcrnlﬁllgteoec%npeg)%t%ijes’nig ];;h s%{l{%%ﬁ)e (g)p at1b1e w1¥h the other

rmace

a@gxgbgtys oﬁthwgmppmhgn amﬁmttdelmerms ttsth@fremplents mltqrmft

conpounds are obviously nore suitable due to their

|ncreased wat er solublllt 30 Experinental part In
pbma@s%cekcmﬁmée wmtfqnépax bepepared Ry gy methods

&&b@lflﬁibmtlh @SarV\6f Fh for Rhidble, usih@idthot®Euch as those described

h f I
RS Bk i PR e RS S oha B e S B Eppshine
Ioxhpangt 990 cdch @pciatly Paﬂl\SAFPhahnaceNtlbdtl preparations and their
Nt Ol BLARA D Epteotsdmautt SO pyRbular compqup, in base
sf@ram qsaddmomﬁphrf@mtaé rﬁlmqtliva zngr@hent if\ambineghindntimate\admixture
Haddeull giﬁc%@@%l@ 5@14%17 w}iléhlmﬁy 1135 %ﬂ@ KRAGY bR forms

DIP N, N. - soro car bodi mde and
f%ﬁg%mf %fprﬂpweﬁq fi%g? e éwwf%ﬁm'e' ese pharmaceutical
E&ﬁlpeélﬁbﬁs”are aesﬁmablde mmita@fdoh@eqbrdﬁl@fhb{@@fdf&hﬂw for systemic

R Aol et & Pehiahs 8 naGTRRH. i ctiop: gy opica
Iadnpmmtraﬁlon lsndnast \og rdplayion,al nose spaypy eys anepsainend T elesmy gad,

§ Iﬂ’%‘f‘%ﬁ%‘? hﬁy For cuns E‘qg Drepas %%Gﬁﬁ)}_%ﬁ[)?s in oral dosage form,

391 o6 thiglushal @ha@maﬁeutmlsmd%mamﬂ qraplpyeds sich, aSam example, water,
g@moﬂsp hlcoREHs 4hd ﬂl\éqm@gﬁfhe%ﬁeb@ﬂﬁhﬁiqlﬂ@pﬁ arations S(I%Ch as
a

r.ati on of he in rredl at es

SUSPERSIaNs, SHPPS 1611rs an th)élal orsalid carnni% suc aslst:!t_rlc%es sugars,
lkaﬁllili MuitaricanteEhihgdry iisintk grafiby Aedodls- dnld thO1iROBXhevasE ofipewders,

s; (r:ae %ufeg argde %ﬁg@?s B%}%l séno} elr%g% i g.FIXI% >trag%P t%b]%gs4a%d capsules

and "the m xtur e was _
nepr@ﬁeesme mosBadvaptagegustanall dosagsamdti formadn avhich case solid pharma-

tedticd BRI R ok B Ghplbgatt Fér parembral CorRo%itiBhs) thi@Srrier will

usually comprise sterile water, at least in large part, though other ingredients, for

-’3

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
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
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15 added and the reaction m xture was stirred
overni ght at 60C. Water (5 m) was added. The m xture

wor®ewasbed wit h di chl oronet hane. The | ayers WeCBEP2005/054197

separated. The aqueous |layer was acidified with HC ,
then extracted with dichl oron®hane. The separ at ed
organi c | ayer was washed, filtered through Extrel ut,
and the filtrate was evaporated. The resi due was
miilfh duiitalle Qtzi&itivéd ofl gt I@ﬁique {nSnﬁlgl' pypofiong, whisls additiVdsalo not cause
el uent. : Cl2 The .praoduct . fractions I

y PR e e Rt Elipert AT R Sai ARl W e e

@dmdrstatioh to theeskimeatidairendy. bebhedpfpl for Arcpaiing tiekdesired compositions.
. [ 3 re, o

TSR Bl vy o SRRy Gyt qyrppdermal patch,
@5 $POtNIXYY as an ointment. As appropriate compositions for topical application
tRIrEag dekasd Al eovpdsithiis HsiR by ithpldycdt fof RpRARY aamMimiering dru
m)rﬁoh agr ochl.oride. 2S515 52- SSB-YES%p OY 011 nol 2 gr?d eHng Ces
f=g’l§f?¥51§’yg SpArgSSNgs; g’fH}PQO%GI_"lG esnBzfs}es-r gintments, salves, powders
@hd HedilemetpplinstiqnodT saidl compasitiohs magde bpredbolne.gLwvith aptopellant
B TEBEADS) gRAR AR S P WA SF8PHIaAP sl 83 pump sprey.
tdrapsylotiops3 08a semigoliq susbaas-azhighéned compasitiomwbichden be applied by
kG283 1n ?%h@llslai% Qe S1id B thposttiths 58@L4s Qfved &éa&ﬁds,e F%lgﬁs, ointments

stirred for ours, at roomtenperature 30 an
wad thedikg Wil cenyenieptlyikerysed.aci d sol ution, with a 5 %
NaHCO3 solution with water and with brine. After

ying,.the sol vent eva ated, vi.eldj 2.5 f
¥ et av i S aro AR S wEiomebignsd Sibracputled.
iEnmppiitionk. i8 dosaghluajt feime fareatd affadafini@ration2in8 uniformity of dosage.
I . ! . .
IRBEETA 6 o5 use ig'thd {PeblricRio and i3 ,"%tfﬁzf" plysically
(dircoe nnjts)suitalle agiueithry dosages: spRinylitorenisining apredsisnaingd quantity
0P a84R iiPldicRNAIRVHEPR pHoNKRTROARIEd (HarapdmtidBYFdct %ﬂ"association

2-propanone .5 (250 nl) "and then the reag¢tjon m xture
eith B Fequirad AhermeersRLeRToRe rEX?WQP%éﬁ losaggaunit forms are
RAbidty (iacluding stdre@ becbatstitables), icapsul st pillvasowaieapavkatsetafers,

i.el.di .m f. i di 3 [22 - 22- 0..and
B Bt e oh S onaly Senichono R S s Y
cégrepaied@bBiplesttheraefli ate 5 O Pot assi um car bonat e

(0.03 nol) and i odomethane (0.03 nol) were added to a

sol ution
In order to enhance the solubility and/or the stability of the compounds of formula (I) in

pharmaceutical compositions, it can be advantageous to employ -, 3- 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.

Experimental part

In the procedures described hereinafter the following abbreviations were used : "DIPE"
stands for diisopropylether; "EtOAc" stands for ethyl acetate; "DMF" stands for
N,N-dimethylformamide, “TEA” for N, N-diethylethanamine “DMAP” for N,N-
dimethyl-4-pyridinamine, “EDCI” stands for 1-(3-dimethylaminopropyl)-
3-ethylcarbodiimide, “HOBt* stands for hydroxybenzotriazole, “NMM?” stands for
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10 of a mxture of internediate 3 and internediate 4
(0.01 nol) in 2-propanone. The reaction m xture was

waeiose@2and refl uxed overni ght. The resul ti ngPCT/EP2005/054197

precipitate was filtered off washed with 2-propanone
and the filtrate was evaporatzé]d The obtai ned residue
(3.29) was dissolved in 2-propanol (50 m) and in DI PE
(50 mM). Then the solution was washed with water and
\Ai-mbthbhlho’tph(ﬂﬁié CDIREDI'T Aield fagzaiz\mdliybmbplymgrbbdﬁn@de drfdl

Pi)yi)]g a?%(ﬂq ’Q@Sl%%?‘?ﬁ%é%ﬁ%a‘%‘%ﬁ % 6 E)~ E 22)| ution of

T B st proBudt o Mi2elRB g8\ (DO, Garijany)and is a short column
' [ d
@‘?159&9 Uaimehds 0. SupBbORAN frpdl¥Sd ShickdeFHaBEl
chmeatography eplumm.ed with i ce-water. Potassium
%% 5&%&% ngbnﬁ@aﬂs eedpemial fdnnl&%dh@%sﬂﬁgdtd"g (EFI%@IE i6r dibhl¥Rnethane,
e [

AT Sty TR oot hiofe St TR AR atfCan
WaHC@OR fdrisodianehiydacgen citbenatet r act s were conbi ned,
washed w th brine and concentrated, yielding
|ntermsd| ate 6 [212578 38-6]. WD 2006/ 024627
D Bla] 19 gtes Exanple A4 HO N a)
bl [eaAl on of - |ntermed| ate 7

thoxy)-tricyclo[3.3.1.13" 7] decanone]
167856-60-2] (1.5 g¥) Ived in ethanol (25

mp Rdh ;ylamneh rlde(Oggl}rﬁ\@& fédpled
fo? gvvelc by 2N 5 KOH ( 10 . The mxturee vvalél stirred

draotognmethyinbend [4670-64 S 80400 st btymechamalionaat ()
%‘3@1&1{1 drfeRi( @@49"@1% &% aﬂa{ﬁ@%’d,v&htg Em%ﬁﬁ:%gsr gHFeHB%P?o minutes. 2-

an| c_layer. s S\r/vas

msthylnsoRapeiceacidi 1. lydismeiniehyl este (23877112} (R 40ame]) was
‘hddddldnd th@)eaaﬁ@pmn@&rb %s Qfirred o{ferhfghﬁitrﬂ@dC atatér (5Qn1 was added.
I;@lﬁermadlate wg Ived|n7 !1—|3/N|90—|% t Th

ST WAT Weged v orompthane. 1hg laYREs Werg StpaLe ©

lagakong dayat eds atldlﬁédlwﬁﬁﬁécmthdnwxﬁram wihthldichl@dmethade. The
SYRRER DM WD Bratnd, Anda bR ALE AR AR frdte Whs
Rrapesated.i Bhe ms1duh eva@ onnerheleer sitiva gpll (Supsldo)©n a glass filter (eluent :
RTER)) AThO Brovfuct frddtiGhdvb o ReOB@ ¥itPthd soRent was evaporated,

yielding 0.145 g of intermediate 1.

Br, }H\Iﬁ

Preparation of intermediate 2
[0}

A mixture of 2-bromo-2-methyl-propanoic acid [2052-01-9] (0.01 mol), N'-
(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
and then washed with a 15 % citric acid solution, with a 5 % NaHCOj; solution with
water and with brine. After drying, the solvent was evaporated, yielding 2.5 g of
intermediate 2.

Example A.2
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1- Hydroxy-1 H benzotri azol e (0.0007 nol) was added to a
solution of internediate 1 (0.0006 nol) in

wale@hiopwsonet hane (10 m) and DWF (5 m ) and t hECTER1005/@54197

was stirred for 10 m nutes.

N - (et hyl carboni m doyl )-N, N- thyI 20

1, 3- propanedi am ne, nonohydr ochl oride [25952-53-8]
(0.0007 nol) was added and the mxture was stirred
for 20 m nutes. After addition of (1c ,3c ,4a,5(3,7()-

g%iﬁigoggicyclo[s 3.1.13 7] decan-1-ol [62058-03-1]

), the reactjon mxture was stirred
over ni ght and the sqlvdnt was evaporated. The obtai ned
resi due was dissolfved ih dichloronmethane and then

wak [Pegpavdation off 15 % CY't 19" Cyraccds sol ut | amteamadliate 8h 25 a
Na2CO3 sol ution. The or aﬂ;c | ayer was dried through
Extrel ut and the sol ven evapor at ed, vyi el ding

0.170 g of conpound 2806?024627
PCT/ EP2005/ 054197  -~4&>o1 an‘pl e B. 2 Pipanediated of

T e Os(nﬁyr? B
(o 26009ephend]) (0i046 m@kmd@qt@sm cartRimateiONBS rn@ol -propanone
%QS(T ﬁlﬁdanﬁ%en“tﬁe réEbf"éH xR s titred ShARFuRELover (b QQ&%nd The

was adde he reaction mxture was 5 stirred. fo
Amﬁ gla%ﬁlt%@:and Hefilgaie s gNepossted ydeiding RyBixae PEmtermedlate

\B402244-22-0lahd Viatermédigied [anTho2be0-m). xt ure was extract ed
wi t h di chl oronet hane. The organic | ayer was

separated, dried, filtered off and the solvent was

evapor at ed. The resi qug, was purified by colum

chr omat ogr aphy over lifa gel (Supelco) (eluent:

Cbip CtapaCitionkdf98/ 2) . ~Tie “product fract incermediatess

coll ected and the sol vent °was evaporated. The residue
W@sasﬂlﬁnldiaﬁmhwe(d 08 ingl) st RdomEhER@.Bndo)ashesdded té aeslution

5 R BEO BRI Y RG-S tiets 4191 o191 i BRafone. The

serctiem mixaee wasaporedtaed refluxied buémnigh0. ThSregultihg peeipitatedvas

FiteF U lvgisﬁed?‘w% 2 prdpaioht drd tye RiGRaGAL E%ofgteé.) the¥okthed
0 A MXtUre o

ound
308 REb e i)Yo 2 RprTal £SvEDIApF n BPB Qi Then the
k@ﬁ%@ﬁ wa$ wakhddOv0R3Rr B Yith Bridle 6hd srRERENEN SR yididing 1.9 g
stirred and 1-hydroxy-
Gfart‘? g‘ﬁ%‘*“gg%@ 0033 nol) was added. Then the
n1xture was stlrred for 10 mnutes and
N- (et hyl car boni m doyl ) - K& di net hyl - 1, 3- pr opanedi am ne,
nonohydr ochl ori de | P~53-8] (0.00033 nol) was

added. The r sultln vvas 20 stirred.for 10
?{e@gf%wa Tc ,3c . 4a05(B.7 el

o f%%%ﬁét gia%%ff%%é?&)e@%é'%ﬁ in depebiqgaeid and 2

@tmﬁaheﬂwmmdghﬂ refluxed 6@ heirg eTlanuthe readtibr faénure s cooled
an ?ﬁﬁ&ted Wi S RRRY ahg‘rgSsiurﬁ %Xﬁai%i d%%?as%? (fllilt{thIpIHEQ aﬁ)&/ the mixture

G C Y oY Ography - over ica
OB Cx 24tk @ ith map anfijveitlpdighlotimethane. The aqueous layer was acidified

with HC1 and extracted with dichloromethane. The extracts were combined, washed
with brine and concentrated, yielding intermediate 6 [212578-38-6].
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fractions were collected and the sol vent was
evaporated, yielding 0.094 g of conpound 25 3.

waezanpte2B. 4 G N a) Preparation of .,,,10H cor@DEPINOZH054197

0O A mxture of

2-[ (4-chl orophenyl )t hio]-2- rre‘f’%yl propanoi ¢ acid

[17413-74-0] (0.0007 nol) in dichloronethane (5 m),

DM (5 mM) and DIPEA (0.5 nl) was stirred and WD
AR27 PCT/ EP2005/ 054197 -45

1-[ bi s(di net hyl am m9) net hyl ene] - 1H benzotri azol i um

hexaf | uor ophosphate(N 3-oxide (14BTU) (0.0075 nol)

ng P?ei)qgg]ng ter_ Zt Iam not r\lf’c@g[gﬁ guaﬁiﬁ&??lgteegan [-01

[62058 03-1] (O 00075 mol ) was added. The reaction

(s TpiSn b o T e Gl P s AT 538 W Bssoived i

@thahbldﬂé i hHpdroaylim ey créndlasisleit D wea sddaofiodcdiby BN
d‘lg (g?n/at e)t rTlfeu ﬁﬁ'ﬂﬂ' %@h %ﬁ@d‘o%gﬂ‘q "he ol Uiere removgd by

or gani er was separa
@Varwatlomb prdsthe gesidue W@Xvﬁ@e@ Wbémh uamethpap ol e eganic layer
W8 walRSEWIIE Brih€ ridd EMBBO4P HAd é\}aggratéd gRldimd1.4 g of intermediate
ghronatography over silica gel upelco) (el uent:

rchl oronet hane). The product fractions were coll ected
and the solvent was 10 evaporated, yielding 0.164 g

of conpound 4. Cl @)N@garati on of sxN noH conpound 5

0 0 kU A mxture of (0.00043 nol) in
dby Prepacatiohlodne (15 ml rred atintermddiateri

Tt 7S SRR B B o PR sy kilip s g was
radded, amdrﬂmmwewamhydmagémtbdwt 14°GQ Fohonintue ayvasdiiteresl, and
%%ﬂbtrétﬁ&‘ ng fag rﬁ%&ira B A1 1 nfiViuld Aftl{s% dé A trans

hroug nd the so vent was evaporate
JI0ENES. ng O. 13 g of conpound 5. Exanple B.5\ NH
Preparation of | o~'~" conpound 6 OH 1%’ ~

B, Pedpaydtionof e donioyihds N, N- di net hyl - 1, 3- pr opanedi am ne
, monohydrochl oride [25952-53-8] (0.0022 nol) and
ExappitedB Y- | H- benzotri azol e (0.0022 nol) were added 20

toasolutlon of dlate6[212578 38-6] (0.002
in DVE (25 mWﬂZ;HE xture was stlrred and
vvgfeii’éﬁ‘tl()aﬁé) Then a Jsol ut on w@imi n§oPPaunst
,4a,5(3,7() tricyclo[3.3.1.13 can-1 - ol

[16[%9&%)(9 37 Bent 93¢ (670007 IInGII) %g a3 10 RS ARH ST iShediate 1
the'reaction mxture was stirred overnight at room i
@094 mel)rie dichjpsomethane (10 ml) and DMF (5 ml) and the mixture was stirred
for 10 minutes. Then N'-(ethylcarbonimidoyl)-N, N-dimethyl-

1,3-propanediamine, monohydrochloride [25952-53-8] (0.0007 mol) was added and the
mixture was stirred for 20 minutes. After addition of (1o, 30,40,53,70)-
4-aminotricyclo[3.3. 1.1*"]decan-1-0l [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
a Na,CO; solution. The organic layer was dried through Extrelut and the solvent was
evaporated, yielding 0.170 g of compound 1.
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m xture was poured out into ice-water and was
extracted with Et OAc. The obtained 25 extract was

wowr®honeai t h water and with brine and then driecdr/aPzbos/ 054197

concentrated, yielding O. 0409 of conpound 6. 30 WO
2006/ 024627 PCT/ EP2005/ 0541974 46- Exanple B.6 O
Preparation of H~.-.,,10H conpound 7

1- Hydr oxy-1 H benzotriazole (0.001 nol) was added to a
SxampoBaI Xt ure of  3-net hyl benzof urancar boxylic acid

[ 24673-56-1] (0.0009 nol) in @g~¢hloronmethane (5 m)
and DVF (5 m). Th '())(tl}JnEe stirred for 1%2m'nutes

aREePREAtigR By | 5 compoun
car boni m doyl ) - NN-di net -1, 3- propanedi am ne,

| R = D3~ : jded.
TRAR YR (B6%00,000F HitD wadadiba | ditfed Whutioh T 33110
(dimgt,hg]@henol (0.00098 mol) in dioxane (5 ml). The mixture was stirred for 45

,ngiizigtéé ﬁ%fzféf}lteﬂm@dih!g@t (G.?O’lq| rﬁf;ﬁ géﬁg égée'ﬁ'_.l_;ﬂe}fé?gﬁﬁ?h gﬁkture was

- 03- o mol ) | . i
15(?‘2 ?Oé 4\7&5%‘1%? &Br@ﬁ?ﬁ OY%%‘%%R%P&?W%&W’ES’V g‘?"ﬁ?fdﬁ {ml} was
tatléed {ridahy atiytoe \ﬁ?dxyrhitted Wimﬁybmgﬂeﬁgﬂu gil‘be ogahio Navtee was
1 X vabi m Cat . ... 01-64- and . .
serarr s ARRF B A s solam ol g\ igug was purified
iy .coludnin @romawgiaph oecraditacel Mvpelcel(eluenh CHCl GHeOWRS/2).
SV ?&u@?ﬁa&ioﬂ?'vverea{b(ilef:ﬂehgng& ﬁg's_og@ﬁt Wad & rﬁte}'i’?ii“ge esidue was
evaporated and the obtalned residue, was purifie 6 )
fdisselved i digHoromeihane 3gd ssphed Ztimenwith emptassipmydppxide solution.
e bPdanicliafer wisQepdrhtell! @fddl ANSredBffind Phd ReRE was Bvdpdfated,
sol .enh \A/gs (E.:/ga orat(ggl, yielding 0.144 g of 15 _
é’fﬁ%‘ﬂ% d’78 Qﬁ’[BP'én 7 ~~-H O Preparation of o N ilHK
conpound 29 o A mxture of conpound (1) O (0.00026

nol ) and acetonitrile (2 mM) was stirred. H2S04 20
Exa0pledBB was added dropwi se and the reaction mixture

was stirred overnbﬁghTﬁﬁ%}m xture was poured out on
iee. T LXture was\.ngugr g ith a
sgfelﬁ)?{agﬁl.l%]fThe m xture was oextr/égt %;‘dPvai tcﬁ%%%ﬁz. The
organi c |layer was separated, dried, filtered and the

sohienie ofas](p¢hlpesphenyl)sulforyli-2shethglprapsorieiadid [Z8361338-8]
TEDUSTE mbhif R BRNRTY Ei 8hd DR Bhi) was stimed apd Lihydroxy-
flfabenzotrazele (& 00¢A3) roek) ks added: Hihes dhe/minturgaias stirred for 10
‘i‘fﬁﬁ&?& e (e a%d?ﬁnf&ogié]]\/ @ %&TH%XUQ%B f igﬂ%Qe’V‘D

2006/ 024627 PCI/ EP2005/ 054197 - .8, . .
monohydrochloride [25952-53-8] (0.00033 mol) was added. The resulting mixture was

stirred for 10 minutes and (10, 301,401,5B,701) —4-aminotricyclo[3.3.1.1%
[62058-03-1] (0.00033 mol) was added. The reaction mixture was stirred overnight at
room temperature and then the solvent was evaporated. The residue was purified by
column chromatography over silica gel (eluent: CH,CL,/CH3;OH 98/2). The product
fractions were collected and the solvent was evaporated, yielding 0.094 g of compound

3.

]decan-1-ol

Example B.4
Oy
a) Preparation of d -’/@...,,OH compound 4

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



10

15

20

25

30

Preparati on of ON - conmpound 30 O 1 HON A m xture of
conpound 32 O (0.1 g), CH2C12 (10 m) and TEA (2 m)

wor®edtdeeT ed. N, N-di met hyl am nosul f onyl chl or PABEPDNLE54197

m ) was added dropw se. The rf ction mxture was
stirred overnight. DMAP (cat. %uant.) was added and
the m xture was 5 stirred at 45C overnight. The

m xture was cool ed washed with a 15%citric acid

SOﬂbw(dhﬁféthyTahﬂan)ImHj'IGnd]él)Hibem&iafiGIi@h,alﬁﬁdﬂu@ibephate(l -),

At Ay o0 saobvaﬁé“ﬁ#’aiaéﬁm“’ 8 BYo mRntefs Gl

(Bﬁl,ﬁ@(lm 3. @ Ueﬁ{amnmmm[ ]I@ﬁ@)—l -oT (20p 8-©3 uld (0. 00075 mol)
fv&a@%ﬁ&éﬁq lﬂn‘iﬁ%@%&%ﬁﬂréﬂﬁ/erﬁ t\af 56 %‘@r?dltge solvent was

ExappRed. o @pldua'yv';%d@wm Pshctgpromeyape pnd fhed fiscspletion was
%shég)iswﬁh d )EHA gltﬂ\(?]- qud sGlufbxX hndl Witk b s@%’iﬁﬁﬁéﬂ%n@‘é&) stoﬁltlon The
nmo an C (0] C on was stirre
3 R perale By sTa o ani e e, HaS evappiu
@banned&ed{duujwad-jﬁﬁﬂi@d(b@ coluithn chromatogetahhg oaerckilidagzel (Supelco)
ST SR RorRhdE Y S LA i TS, B XS 8% ROSIGSht s

re"was neutr al
Name@,mlﬂdmeﬁ).lﬁfﬁoﬂnommnedé\as extracted with

CH2Cl12. The organi c | ayer was separated, dried,

—

filtered and the t vvas evapor at ed. The residue
was crystalllzedfr reci pitate was
f b) Peenagatiopfof and dr TEd} 'I%ﬁ'"@ 9g compyunsks
conpound 31. ci b) Preﬁar%ttl omof N /I | conpound 32

{A‘fn_ ittt Ao O%IEH fOO(WSt h'Hl% lrlﬂ d}oc:lalc@oﬁl@th@%@ 5'Tﬁl? Was stmgd at -
ur : no et hano aci
oA G Srsblesoheneaizodhoperarg it (0OMa maovas Bded:s mitzegstion
\mistulﬁ@waﬁdlrmdlt ovieﬁilght atvedo tempReatuifie xihd fvash@iswith a sodium carbonate
ggf[tﬁlg egr ?ﬁ-‘(%&’f’fg %%d g\{)rn tat Lﬁg t]Prggghr Eﬁ%&s}ﬂtra%d%g solvent was
@ema:ﬁ@d'leldmg@dlfigofqmmnéﬁd the solvent was
evaporated. The residue was crystallized from D PE
Ppitate was filtered 25 of f and dri ed,
yielding 1 g (63. 69 gh.f conpound 32. WD 2006/ 024627
PCT/ EP2005/ 054197 an‘pl e B. 10 H Preparation of
ORrepatdtion o6nmpound @~ compound 6

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
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, 5P, 7a1) 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
extract was washed with water and with brine and then dried and concentrated, yielding
0.040 g of compound 6.
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O A m xture of conmpound 32) (0.00026 nol), CH2Cl12 (10
m) and TEA (1 m) was stirred. Methanesul fonyl

wa@ kdoen2ade7 (0. 0006 nol) was added dropw se. ThePCEBER100®O54197

m xture was stirred overnight, DVAP (cat. quant.) was
added. The mixture was 5 wash®f with water. The
organic |l ayer was separated, dried, filtered and the
sol vent was evaporated. The residue was purified by
BxghpleB bor mance |iquid chromat ography. The product

fractions were col oedo and t he sol vent was
eyaporated. vyi el di[tﬁ@ﬁolﬂ »0f~ conmpound 33, l e
B?Si#’aﬁgi %gra%/i on of HN ,, ,H~o:£_:ic§'ﬁlﬁ'gﬁnd $9MPRUR g”p
m xture of 2-nmethyl-No-tolyl-alanine [117755-95- 0]

(e pdrexyrd Hy benzoi@azqle (000! mob)Was addit to(0stided misiure ofvV
SemapSp B BRC AL actiDag s 11 QRO yii) Blditorpmethane
(3 o bandRME| (5(mD) o dbe mixtyurq was sted forni Gamynujgsand déréethy -
hfbBhindi@o i) -MAsmethie1, B §26pnediamine, HofoM@aRodHldrideed f or
{3ro B2 Bt G DA, T Mool bbb MO S
Bofore { g3 @, by’ oyeds amirotréxeyclui[ 3.8. 1AP3Idet B-RGL 265 983-1The
f S i £d e f s :

B o B, e aBton ufige S5 SREE B 0o Borkl

@Wemighp@nrhﬂles@@xamheetbyliﬂﬁmekhyi;nmmamdﬁwbpmte H N
(1 & ROVERASHEM It RBP B Y4031 of &&Q%thgﬁéacgme }ga?&s)}eﬁ@d
in~CH2C12 S]go m). The mixture was cooled 20 to -70C
wh&eNoxebieghgy Catn\Nas AV164:HEALWeieAddsd. (The repyltinegdnixuse was
[S_Bﬁ?ﬁ&”moﬂh&h atﬁlﬁ -fﬂ)@ged. l'mie)7ﬁltéa:f§ v@@‘é@%oréﬁb@a@r&t&ié fobRihed residue
m xt ur, sstirred af - r ou
s B et fcl i Ptpomlora Se R e S N P B The
(paaiuct fractions siereechlieblgSard the sdlventswhsvavaporated, yielding 0.144 g of
%XﬁlBg £d. The residue was filtered through silica

el . e precipitate was treated with diethyl ether,
yi el ding 0.200g of conpound 35. 25 Exanple B.13 WO

2006/ 024627 PCT/ EP2005/ 054197 -49- 25.10.05 H a)
son of NHO ."1/Br compound 36 A mi xture of

conpound 27 (0.00f | and hydr obg onmi ¢ acid (48%
Enﬁlié g;ra}eioﬁ\v\gisS e\lj:g:)?gt éd to iﬁr yn"gn IEE%&:QSPEQ%Q "
pressure. The reaction was repeated, yieldi ng conmpound
36 (crude). H N b) Preparation of N' O N conpound 37
A mixture of compound (1) () (0.00026 mol) and acetonitrile (2 ml) was stirred. H,SO4
(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;COj; 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,/CH30H 98/2). The product
fractions were collected and the solvent was evaporated, yielding 0.057 g of compound
29.
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O 5 A mxture of conpound 36 (crude) and acetam de
(g.s.) was heated to 130C for 48 hours. The m xture

wo®em4deert ed with water, stirred for 30 m nut eBCEHRPR005/054197

then extracted wth CH2d 2. d"{fe organi c | ayer was
separated, dried (Na2SO4) and™t"he sol vent was
evapor at ed under reduced pressure. The residue (still
starting material A) was dissolved in CH3CN
Axeinpli B8 (g.s.) was added. The reaction m xture was

heated 10 for 4 hourssat 170C in a sealed tube in the

m crowave. The m xt @ ured out into water. The

nFPiparasiong stirred for% 3 and cREROWE 3t ed

with CH2CI 2. The organic I’a WeE\ separ at ed, dried

( ) t v t Th '

(B r0iheblift SPONE e O CH PRARARE TR mb Wl SHfrea.
RAeNahmethy Brunaolfsoylichlorgle 10005, mivas pddef dropwisac iThe reaction

)‘gflﬁglﬁlréfﬁ/hi ﬁ%éﬁg)v%{;iggﬁt? @%ggﬁg@s@ﬁ) %@&R{egtag@ ?th mixture was
PFi’éB(g?fé%°€rPV6¥lfi@ﬁ & 3%&8&% Wi Qgolgdrashad With aiS% citric acid

@emﬁe?mm‘hé dgahic 1%&: QR0 géparantd, dﬁgdi fﬂtemtmas gﬁéo i;s(ﬂ?%@ﬁiwiis

met ster was stirred. . 1. WAS

TP o whiauf e pReelt PR R mAlo s Fith Bel

ZSupmele) (elught: CHYGE/GHYDH99/ Wa Ihp prodadt fhadtioosn werescollétted and the
L1 raki ' ol ution. The

%%“ﬁvgasﬁp%}g%?’fg?gﬁ%\%)'%é% gﬁgabr gani c | ayer

was separated, dried, filtered and the solvent was

evaporated. The residue was purified by colum
] raphy over silica gel (Supelco)(eluent:

CH2Cl 2/ CH3OH 98/ 2)91:;CB product fractions were

c %?ﬂiﬂ the s w2V apor at e ' {1Ng

Ogj()(lgg g o ﬁ%gS conpound 384 WFDM%EI?%&M%I

PCT/ EP2005/ 054197 -50- Exa B.5 G >S 0

A epan@tofeompburkd1) () (01085 neclyialictdordQcefortiirité (5 @l)afas stirred.

FESBR HAS mif el gdef g itz el NG G pkend HEEERGo.5 mb
gens adddebandi the mixuigamascbioled dverfifght.s Ghematurevwess poured out on ice.
qzl@ PRkREEFas Ao Rralisd \gﬂfr‘ a“f@a§C9?‘ Eélgfiigu'g%ei @%#gmag r?%d:racted with

chromat ography over silica gel |
EClp / aaeeptiobyer Ves spatatsy, drivse fijersd gad thersabvenbwas

%ﬁ@éﬁ@&.' Bhd &did_ag ab beysﬁﬂiz?é& E&*om/\BEPE. vmt @éi@ﬁate s filtered off
resi.du . pyr colu chr omat ogr aphy over

i FoEs gb Bt 50k of eeRPotB U Lo/ oo 08/2) - The
product fractions were collected and the sol vent was
evaporated, yieldifng 0.108 g (45% of conmpound 39. 10

%
b) Preparation of Z 0>§( Z; ;I & compound 32
(0] g |
H

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;CQOj; solution. The mixture was
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
off and dried, yielding 1g (63.6%) of compound 32.
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Exanpl e B.16 a) Preparation of conpound 13 o To a
m xture of 2-nethyl-2-(4-nmethyl phenoxy) propanoi c acid

WO 28488t6211- 1] (0.015 nol) and DMF (100 m ), HEBL/EP2005/054197

(0.0165 nol) was added at roomtenperature. The
reaction mixture was stirred -#htil conpl ete

di ssolution. EDCI (0.0165 nol) was added 15 and the

m xture was stirred at roomtenperature for 30
HxathpRsB.101 ¢ ,3c ,4c ,5(3,7()-

4-am no-tricycl o 3 13" 7] decan- 1- ol [62058-03- 1]
(0.0165 nol) was add an f{p m'xture was stirred at
r Bpatatiopef at ure for 8 heur ﬁ@l verbmpagnd 33
evaporated. The residue was Al gd by col um
chromat ogr aphy (el uent: CH2Cl2/ O—I 100/0 to 98/2).
mmlwl@d%@pnmm 32(9.00R26:meb) CHeEle 1 Q) and T Fo (Wbt was

\WBfre® VRRMatRHon Yl RldHIRG0.0806 MoBPa dddddlroplviseO 'TIP@ tﬂéuéuon

Fojbire ¥t HeBAH ateué% E}Mﬂréceztoc?%@ﬁﬁw P e Fikdurc was

vashabwith watedC THe 0fRatidqdyier Ml )sepaiﬂate@ldE@d,Zﬁlte]:éd ad) thakolvent was

5C, S . d,.. i.on P

Boensbits T f5ded el DR BT el R Bl Ml e i isosranhy.
e preshict fragtions wete eoligetsd and theesdlvent was e\hpomﬁad yleldmg 0.027g
togg&ggmrg reached roomtenperature. Extra

br onpacetic acid (0.00513 nol), DVAP (0.200 g) and
PixEple 83100606 nol ) were added at 5C. The reaction
mxture was stirr for 2 hours until the tenperature

reached roomtenp u .gThe m xture was filtered.
TRecppradion pf t at e was| pari ie 2N Righ- pecompacid
liquid chronat ogr aphy V\d) 4627 PCT/ EP2005/ 054197

1 /
pr od&ﬁ{n&i—?:&tg& on ]g\v/eor NS aﬂjgct eﬁ’gjr?g%'ﬁ]@ ds?%sln\l/oelpiG‘EI\)/\(/fﬂils(o'009
anal) 1B E@.009eol), NVIM, €. §2smpl) and CEHCRJBP ml)hy solution of

i i 5 :
W82y 500pAh s gy o oot o i

VRAYE (Z&mikwassaddgd aften k) miguiesn (Thgaeaciom prxtateatas stirred for 16
)hbﬁisdtlt l@@u&ﬁil\g fK)3V7 Wheahixt@amas ﬁdut%d 40t info 4 cdiu®h comprising

B o Haheﬁp%%n%@g%g th ﬁ@ﬁﬁé@ﬁﬁz 5/95. The

(ﬂDtrﬁé)%Q poofigd b)pﬂashscshlrmtogmphw(wmat ((CHﬂIHE(&SS %y CH,Cl) over

asi um i odi de (cat.
%‘Eﬁﬁ?f%l&\%gb%9§@4%gf@{ﬁ%§%fdf or 2 hours. The sol vent
ated. The residue was dissolved in 10 CH2C12
‘E@ém%}’e?ﬁ’gﬁ

an W th watgr. The organic | ayer was
separated, dried ( Og(ﬂn filtered and the sol vent
vasepemalpmloﬁt ed. Ther gsi &E yst al Icompourfd Hm
2- pr opanol and DI PE. Th& pr itate was filtered

35 (mg 2? d(g\éqg% &oﬁh Eﬁ 30 veda mq}ﬁi rdlze&() n¥1') el['ﬂe qutur% vga?socooled
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 ml) and dried (MgSOQ,).
The solvent was evaporated. The residue was filtered through silica gel. The
precipitate was treated with diethyl ether, yielding 0.200g of compound 35.

Example B.13
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15 Exanple B.17 O Preparation of ON Y H N conpound

42 O IlIN~- SOH A m xture of conmpound 31 (0.00022 nol),
wae@sopdeeTi l e (10 m) and sodi um carbonate ( OPOGEPR)005/054197

was stirred. 2-(Methylam no)ethanol [109-83-1] (0.0003

nol ) was added. The reaction quture was stirred LS (s, o0€

overni ght. The sol vent was evaporated. The resi due was

purified by colum chr orrat ography over silica gel

(Supel co) (el uent: CH2C1 ()—I 20 98/ 2). The product
fracti ons. were coII b, ol vent was

evai SERATIPN Qfi el di ng fo:l q@epoundeampouBdaifpl e
B 18/ | H a) Preparatl on of ci oN conpound 43 O

A yixkfEE of Gotpdield 41 3080146 ol apg hygrebrorgicpeic (48%) (15 mi) was
[ erthOﬁ@°©]ov@m1ghLo Thezeansion reinthrHACE PapoFfedrio) drytéBtunder

(afdch gl dretameAddathrlind AR ETRRARAE Uofhooli€3¢ (crude).

m xture was stirred until I on
HOBt. EDCI (0.012 nol) vvas added and the m xture was

stirred at room tenperat I,or 30 mnutes. (1 c ,3c

3)5 5(3,7()-. 4- am 1,13' 7] decan- | - ol
diseRanagiop] of o 012 ack ed™pd t FRomyOuNd 37

2006/ 024627 PCT/ EP2005/ 05419 2 moxture was stirred

aA rhiR€Te bEBRAPAIN 35 @Yale) 'aﬂ@ﬁcetémﬁe?gd | n% 8\3@%‘1 o 130°C for 48

vapor at ed. e I d i ssol v
DERS Tl PctBred R Hih s Sirreshior 3mpivlensnd thed extracted
waite CH,Ohe Tregaparic laye IWaW@Spa&&@cﬂ rdgice QN a{y(h dnd M2IMent was

féJabg%?e?ifllﬂ@g {?Hﬁcécf% \é?s@r 1du§gsﬁ® s?aerm% meaterre? A% L\IA?aS
Chissol veddpis iy OAQC@WI%QQZB)) Waﬁl‘{tﬁdpd odlbe teattiauc triixtare was heated

%9 UBDuedt Q7G‘Q|J lreg Ee%@ec?tﬂge H‘@ne rﬁx@nlo‘éﬁ% S ﬂ?ﬁﬁxtufﬁ Was poured out

aorate he resid cry stallize rom

RE SRt phg @wurevoﬁe Sﬂf{ Pé%o Hf”ﬂutwddh%dxtrwea With §H,Cl,.
II‘ I8/ g gafic torpoas deplidated, | dridd(Naf3@p andtteddlveht Ghs vapdrated. The

RO e B o

n diiepEodusy @t&ﬂsd'{@rééopwam%}ol&@tm&ﬂﬁpmieﬁ yielding
|moig\/&f({(§n uhd@ﬂd toluene (2 m), a dispersion of
sodi um hydride in mneral oil (60% (0.0165 nmol) was
added in 4 portions over 90 mnutes. The reaction

' stirred at 70C for 24 hours. The solvent
e le‘?B\Aﬁf‘t ed. CWéltr was added. The mi xture was

extracted with CHZ . ~organi I yer was
Bepandbedr dried (Mg ed 801%861)’:1%{‘38 was
15 evapor at ed. The esi dge vvas |ecf’ y

hi g erformance |iquid chromatogr aphy
A m1x ure of compound (1) () (0.00026 mol) and cyano-acetic acid, methyl ester (2 ml)

was stirred. H,SO4 (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,Cly/CH30H 98/2). The
product fractions were collected and the solvent was evaporated, yielding 0.066 g of
compound 38.
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The product fractions were collected and the sol vent
was evaporated, yielding 0.038g (15% of conpound 44.

wax@apte2B. 19 Preparation of DY P-0O N r conpoRCEEH 02054197

A m xture of conpound 32) (0.90026 nol ), CH2Cl12 (3 m)
and sodi um carbonate (0.1 gJ”Was stirred.
Carbonochloridic acid, ethyl ester [541-41-3](0.001
nol ) was added dropwi se. The reaction m xture was

ﬁi rrFiﬁéer weekend. The m xture was washed wth

m xture,was filtered through Extrelut and
the filtrate was ev te The rasidue was purified
bprepar@ioR0LEgr aphy 0?\3 ' ggfelcaﬁlbéﬁimt 25
CH2C12/ CH3OH 98/ 2). The productl\ffasti ons were

col |l ected and the sol vent was evapor ated i el di ng
o\ mixjuisiof sompeurtB250.00¢) 0B /a0d dendrERED #é@@gm@@@m?) was

shged RAARIr&wR2 200°C T 5000 SRABHe Bk 1RE was Yodled. The solvent

o I GE l
¢ Suigetoo ) (hidht: ((H'Izmz(zCH)OHt h003p kedre0@)0 . Theprgduchrbdtivns were

e Polarf s IR g B XA Rk Y8 iG] odtbn
fchtomnasogs aplasovtér silied geld Bepklcoftednent S8/ GHsOHUS /@) dElk product
fffélc%%e ABfikc ﬁ% Jlbeﬂ@%@ l'evapﬁlaged ﬁﬁéﬂ?ﬁ‘lﬁ@ 108 %"SA;) of

tered throug Extr ut filter trat
sompovnd 4. The residue was purified by
hi gh- performance |iquid chromatography. The product
fractions were collected and the sol vent was
ExanpicB4d, Vi el di ng 0.038 g of conpound 46. 10
Exanpl e B. 21 " R arat| on of o<N JI 1 conpound 47

O 110 mxtu d 13 () o 0005

o] BisEgrafion 8 4. ot hyl bgéa%ms inpgo b ss

nol ), chlorotrinmethylsilane [ 7-4] (0.000058 nol)
anth ﬂm&uredith}héthﬂel bzﬁﬁﬁt}(y%ﬂéhbxyopﬁ)p&idlé aeid [Msm I1917t(0.015

St R miFHOBRD BESBRUEHG® 1adhE o toprl®e. e

peaztios mittosecwasostsredent] dcﬁnpieﬂeldaxsbhadomnEDﬂh éO 8bb6Smant) was added
@a t}f‘e"rﬂ&%[rg%}‘égstﬁéfét%&% tnPétadrd 0% nRhuGS "ABHW 44,58, 70:)-

4- amlno -tricyclo[3.3.1.1*"]decan-1-o0l [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;OH 100/0 to
98/2). The product fractions were collected and the solvent was evaporated, yielding
0.290g (54%) of compound 13

H
b) Preparation of 0 I @-uo B compound 40

To a mixture of compound 13 (0.00466 mol) and bromoacetic 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
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
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ON O Preparation of conpound 48 -1 -lio conpound
52 A m xture of 2-nethyl-2-(4-nmethyl phenoxy) propanoi c

wa@eiod/0p@3738- 11- 1] (0. 004 nol), CH2CL2 (25 m ) PemHPDMF054197

(7 M) was stirred. HOBt (0.004 nol) was added and the
m xture was stirred until di $36lution. EDC (0.004
nol ) was added and the m xture 20 was stirred for 30
m nutes. A solution of internmediate 8 (0.0027 nol) in

@ﬂéiﬂtZCHZ@lzl(]HJ)Pﬁ m@b/mms 4/ ld[’d)) The praafidefadioapwetecollétted and
mxture stilr.ne over
B St TR iR A STl Mo b e Perttiiance tiquid
@h@m@@@hwﬁehhnﬁ OHRCRO08/@12460/0 tQ8/4EPE)) (B1eqBddieT fractions
3&4 g@ andk i}w?e BRRLC eﬁﬂ 0 ‘g@f f P2 6f T(%‘;npound
I ed tere t V ent vap O

“48s| due was purlfl ed by col um chrormt ography over
silica gel (Biotage) (eluent: CH2Cl12/ hexane/ Et OAc

50/ 48/2). Two p ct fract| on groups were collected
and their solvent yaporate o The residue was

@ Rréffarasbninf hi gh ﬁe lilqui d chreompoundrdiphy .
The product fracti ons vver Iect edygpd the sol vent

g Secranin Mo el Spatone3g T B B fretessiym

«zﬁrb@ﬂzﬁﬂe (0. 0(0)348nﬁollr)l,dacé®n1@riléi (20 wilpamaf potassium iodide (cat. quant.) was

?E%g% gtygf)l% j %%y Rl ?(?%(r}f %& %ﬁ@%ﬁé&% g’gﬁeﬁ{e)sidg% gaﬁlj'g solved in
CH.f) angeweas WithovatenOfihe (otganilayes was\separatedattied (W gS6s),
'Hlt)éfédra%d\@ﬁessaﬁ&énf %Q etﬁg)'bi'dtedj' 'ﬁﬁqjeﬂﬂﬁé)@/as E'Pghlhfzgd Q'Qﬂl 2-propanol

ol mxture was st
,:ﬁlgi, IRE. The prscipitatsvassfiltered off, washed with 2-propanol and dned yielding

B/gw@m &ing-A. 1. 13 7] decan- 2- am ne

[7336 05-1] (0.0035 nol) in CHC12 (25 m) and DWF
(7 mM) was added dropwi se. The reaction m xture was
%txl rrf:edB erni ght. The sol vent was evaporated. The

was dlcgslved in CH2C12 and washed wth a
NaZCCB sol ution. iic | ayer was separated,

dxrepaelatloﬁlldft ered and = s evapshijoatd 47he
resi due was purified by eolA Ilwagr_dmat ogr aphy over
silica gel (eluent: CH2C12/Et 8/ 2). The product
# mixtiisrof campeunsh} | €:00932 ), mprtoritsile é}Q mijegnd sodium carbonate

3069 g ckirrdhe- (Mah?uﬁnmah%aa {®- kM?Eb 0663%1 aEadded The
recl itate vvas dri ed

6?a°98’i’rHB’Eﬂ’}EF W stiprgd IQXSW& % he 50 @nt V‘ﬁ‘f eﬁf@ﬁ%f? t ue was
lpufified-by eslomlwhebrbiloflaphy over silica gel (Supelco) (eluent: CH2C12/CH30H

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

Example B.18
JGNS:
a) Preparation of cr 0><r( @I compound 43
(0] g OH

To a mixture of 2-(3-chlorophenoxy)-2-methyl-propanoic acid [17413-73-9] (0.010
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 mol) was added
and the mixture was stirred at room temperature for 30 minutes. (1o,30,40,503,70)-
4-aminotricyclo[3.3.1.1*"]decan-1-o0l [62058-03-1] (0.012 mol) was added and the
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H2S04 (30 m) was stirred on ice. A solution of
conpound (1) (0.00265 nol) in formc acid (30 mM) was

wa@odwed24eppwi se. The reaction m xture was sti rPEHEPDNS/E54197

days. Then the m xture was sgi'drred at 60C for 3 days.
Extra H2S04 (10 m) was added’ @t 60C. 25 The mi xture

was poured out on ice. The m xture was extracted wth
CH2Cl12. The organic |ayer was separated, washed tw ce
\whikturvwaestirredldt @6bm féIﬂlﬂG@ﬁtﬁﬂ! avethighe Tho bM@éﬁt wadasaporated. The

evapor.at e d 0

SRR Gisitrolfed SRCPHCE e WRngt YRR SRS sl B sgiuepy YgeacO:

200 6/26:24 807 ofp@MICHBRD 06 Gephtaed, drsd (M ghDx), dilteredfand the solvent

ﬁz’%ﬂ%ﬁb‘%@?r?@%ggﬁééﬁh%%%%p%v@&&%ﬁﬂ%aﬂﬁs%m
H00H: @l 10(Le 98@de d Woamadudh Eragion groupswerespllegiediand the

fs@Ia/eﬁtts E&ﬁé% evag;oﬁtdae m}ﬂlrf‘s?&ﬁer\@as(&yﬁﬁﬁi)&i ﬁ@l_EI_Dth‘P’ES 'l:h@‘fﬁéi:lpltate

an e was Ver ni e mxture

wgs filts Eﬁ%eog%%r&f ik Xle@’ﬂ 59%8&%%‘@5&% was extracted

with CH2C12. The organic | ayer was separated, washed,

dried, filtered and_the solvent was evaporated. The

resi due was purifi lurm  chr omat ogr aphy over

%) IPrerrgRin dfel uent” SCH2 98/ 2) . cbagophddact

fractions were collectedoayd 'h/\§\INvent was
evaporated.. The residue was purified by

v i o6 cpmaeind AHOAMRSglobing 3 qiﬂ%roplyé\g@t‘&ethyl'l'
fpi‘(&}ﬁharﬁﬁl‘é MRfréchiGrideS4E@T045 (0.060826 nssl) MﬂDMFV(@SmlR and toluene ¥
L AR Ean i Piet Pyt narache) SE RN 0 028s mefigvipdata in 4
@oetion ovéredlarbomees. Fhamgrcten miBuikahdssstifred at 7080 fo‘r 24 Ho@ts. The
T

A oggnicNgyerpasrparged, doied (MeSPs), filtewd-andghasalveat was p~
%vﬁpb?%ﬁ. FThe'residue was purified by high-performance liquid chromatography.

The product fractions were collected and the solvent was evaporated, yielding 0.038¢g
(15%) of compound 44.

Example B.19

Preparation of ; ) >§( p compound 45

TN

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:
CH,Cl,/CH;O0H 98/2). The product fractions were collected and the solvent was
evaporated, yielding 0.1g of compound 45.



B.6 o O\ H
No. 22: Ex. B.6
HOT/EP2005/054197

[11CH

NfOH H O I110H Co. W6 14; 260, Mo 27, 1
Oprdpatdtioh ofl | OH | I@Wﬁﬁ*ﬁ LgH Br cBinplind 46

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
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
collected and the solvent was evaporated, yielding 0.038 g of compound 46.

Example B.21

Preparation of : >§( E compound 47

ilo N

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 overnight at 50°C. The solvent was evaporated. The
residue was purified by column chromatography (Supelco). The product fractions were
collected and the solvent was evaporated, yielding 0.045g (16%) of compound 47.

Preparation of o

&J

\©\ >ﬁ/ "’;@'-IIOL@ compound 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
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.

Example B.22

compound 48

The solvent was evaporated. The residue was dissolved in CH,Cl, and washed with a
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Co. No. 15; Ex. B.2 Co. No. 28; Ex. BB.6 O d S N -
~- 0"60) OOIIICH ', ~IIIH ku, Co. No. 16; Ex. B.2
w@eoeh62B; Ex. B.3 ci \ \' I / OH ~O/ O N ! PBC1/EPY05/054197
[ITOHO O Co. No. 17; Ex. B. ) .1
H N OO0 Co. No. 18: Ex. B.2>%0. No. 4: Ex. B.4a N
/| O~-H~/ S .~IIICH 11104 Co. No. 19; Ex. B.2 Co. No.
5 Ex. B.4b N d" \ ONOH HOXINOS O HO Co.

INT», CAI soltion. BTIQ&BOlﬁﬁmc M@fer Wwiés sdfa&ratda aﬁedé\ﬁlﬁfHdﬁinGZH@%Tvent was
PCT [ EPZ(S)O 054

e te léue g?s Ecgi labcociwgn %? ag(grafglyloé/er 65103, gel

(Blotage) (eluent CH2C12/hexaneHEtOAc 50/48/2). Two product fraction groups were
collected and their solvents were evaporated. The residue was purified by high-
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

\@\ H
Preparation of oﬁNE—@ compound 49
[0}

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
was stirred for 30 minutes. A solution of 5-phenyl-tricyclo[3.3.1.1%7]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
was dissolved in CH,Cl, and washed with a Na;CO; 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.

Example B.24

a) Preparation of ; " >ﬁ/

H>S04 (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.
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.

,m( compound 50

(11BN

b) Preparation of ; >§r "@ ,,,,/( O compound 51
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I/ HOI/ H ONfi uilOlI' I HNpO! illOH Co. No.
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B8 | H/ CL\ O)yN _HO.UOH O 10" \/\ Co. No. 55;
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5 iy B g v T b M
fard the mifxture 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
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,/CH3OH 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
solvent was evaporated, yielding 0.051g of compound 51.

Table F-1 lists the compounds that were prepared according to one of the above
Examples.

Table F-1
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Table F-2 provides the 'H NMR chemical shifts data for the compounds of the present
invention using CDCI; as a solvent.

Table F-2
Co. No. |NMR data

6 1H-NMR,CDCls; 1.37 —2.14 (m, 13H, H-adamantane); 2.88 (s, 3H, N-CHj3); 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)

9 mixture

2 1H-NMR,CDCls; 1.51 (s, 6H, 2x CH3);1.54-1.95(m, 14H-adamantane); 2.26 (s, 6H,
2x CHj); 4.09 (d, 1H, CH); 6.56and 6.69 (2x s, 3H-aromatic); 7.11 (br d, NH)

10 1H-NMR,CDCls; 1.52 (s, 6H, 2x CH3);1.44-2.18 (m, 13H-adamantane); 2.31 (s, 3H,
CH3); 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,CDCls; 1.46-2.17 (m, 13H-adamantane); 2.21 (s, 3H, CH;); 3.49 and 3.64
(2x dd, 2H, CH,); 3.75 (br s, NH); 4.01 (d, CH); 4.64(dd, OCH); 6.44(s, 1H-aromatic;
6.50 (d, 1H-aromatic); 6.76-6.86 (m, NH, 1H-aromatic)

12 1H-NMR,CDCls; 1.53 (s, 6H, 2x CH3);1.45-2.16 (m, 13H-adamantane); 2.28 (s, 3H,
CHs); 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 1H-NMR,CDCl;; 1.48 (s, 6H, 2x CH3);1.44-2.16 (m, 13H-adamantane); 2.31 (s, 3H,
CHa); 4.05 (d, 1H, CH); 6.83 (m, 2H-aromatic); 7.08 (m, NH, 2H-aromatic)

14 1H-NMR,CDCI;; 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, CHj3); 4.05 (d, 1H, CH); 6.52 (m, 2H-aromatic); 6.63 (d,
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adahidhtancd; 0% 6 i, OFd): 363 6 (10 NP0} (@ Qn7 @H 639 (d, 2H-
ardiiati By Q9B 1) al% Rtk MYR(EDELRE) L. 0"(m

3% ad
7.42 (
ar omat

@M@DClgﬁl 5839(@)8 2’1’8’ 2. 2‘P (485, h)gCHD"'Q 05, 1 24U1 48a(‘_9; brd, 4H-
D Xdatnantahe) A QT8 @), 91 adRrarditl); 5:389.d83%, Bk 2R REHL); 3.91 (d,
€01; CH); 684 (& 11k ur an)

3

1H-NMR,CDCls; 1.55 (2x s, 6H, 2x CHj3);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)

1H-NMR,CDCl;; 1.44, 1.59, 1.76, 1.81 (4x d, 10H-adamantane); 1.51 (s, 6H, 2x
CH3); 2.02 ( br d, 3H-adamantane); 2.24 (s, 3H, CHj3); 4.06 (d, 1H, CH); 6.98 (d, 1H,
NH); 6.78, 7.05, 7.17 (3xd, 3H-aromatic);

1H-NMR,CDCls; 1.52 (s, 6H, 2x CH3);1.42-2.19 (m, 13H-adamantane); 4.00 (d, 1H,
CH); 7.22 (d, 1H, NH); 7.24-7.33 (m, 4H-aromatic)

TH-NMR,CDCL; 1.31 and 1.59 (2x s, 6H, 2x CH,);1.42-2.21 (m, 13H-adamantane);

3.98 (d, 1H, CH); 7.34 (d, 1H, NH); 7.45-7.55 (m, 4H-aromatic)
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15

20

24 1H NWVR, CDC13i 1.40-2.21 (m 13H adamantane); 3.40
and 3.60 (2x dd, 2H, CH2); 4.03 (d, CH); 5.14 (dd,

w@aidp/ 024201 and 7.18 (2x m 4H aromatic) 25  PCT/EP2005/054197

1H NWR, CDC13i 1.60-2.31 (m 1%{} adamant ane); 4.03 (s,
3H, CH3); 4.23(d, CH); 6.86 6.92 (dd,
1H aromatic); 7.19-7.27 (m 2H-arormti c); 7.47 (s,
1Hfuran) 26 1H NWR CDC1l3i 1.44-2.19 (m 14H,
Btthadampouad &lentiffiedfidd) ; 2.40 (m 1H H CH2); 2.81
(m 2H CH2); 4.05 (d, CH); 4.56(dd, OCH); 6.85-6.94
(m NH, 2H aromatic); 7.05-7.17 (m 2H aromatic) 27
LeEMSEnebedsi 1.48 (s, 6H, 2x CH3); 1.39, 1.56, 1.72,
1. 89 2.04 (5x br d 13H— adamant ane); 2. 24 (s 3H

3.63 (s, 4.03
dme rIrHTIrQ: grad@ngwaf( wpplzﬂi By a N‘é@tﬁré )Alhqncggﬁz a7 901s5rstew1tba
%bhﬂi}ﬁem bt 40°B8Flo% R6m tﬁe é(ﬁumﬂ wab sphttoR W%’Bélés?%)photodlode

ane

ey GPPANditastorano s WhtegMicigas? Qs soedioyeies v 41

Elechrospry ioization shurde dierdibd inotitivhiR] aE¥atie idnizbion Znode.

s, 6H, 2x CH3);1.59 and 2.20 (2x d, 6H adamant ane);

1.77- 1.91 (m 7H adamantane); 4.02 (d, 1H, CH); 7.29

(Rtvemed phas HPL.(bwaserdriqd qut o2 Xderra Mi8-Gloerduing (3.3 mm, 4.6 x 100
Gfowitat of4146 nﬁ/n(%ﬂ Tﬂreg ﬁlobi]le gﬂ'_alss)@élﬁnéioﬂe p(hgse 13 95% 25mM

Mﬁggﬁgﬁgﬁ S‘VQa@,gpn(ngﬂe mbllemyse B a@gtopgrlleimob@gﬁyhase C:
Padiifan08), wekblempliykd t&nﬂl&, 4di08t corditién (ﬁ%xldloo % A to 50% B and 50%

£ Sy o for i, mlglﬁsv) 10y B % lymiite & epatibrgts with

160 %4 I, foNIl-l)S minued- An Bijedtion vékinar afiiék ulcwabused.

1H NMR CDC13i 1.31 and 1.59 (2x s, 6H, 2x CH3);
1.42-2.21 (m 13H adamantane); 3.98 (d, 1H, CH); 7.34
(d, 1H, NH); 7.45-7.55 (m 4H aromatic) WD 2006/ 024627
PCT/ EP2005/ 054197 -63- Further conpound

| depdHlé | fendntion tintd\IRTRIHRH cs) a'ild-lfﬁ&e&ﬂﬁl-\ﬁ?elgmadg'tws
supplred by a Waters Alliance HT 2790 systemwith a
col umheat er set at 40C. Flow fromthe col utm was
split to a Waters 996 phot odi ode array (PDA) detector
and a Waters-Mc Ss ZQ spectronmeter with an

el ect rosﬁ%&l’ﬂ&ﬁi rated in positive
and negative i®nizati d‘n”mdé“ﬂ) Rever sed phase 14PLC
was carried ol on a XErra ¥8.IC18 colum (3.5 nm 4.6
x 100 m) with a flow.F&te S421.6 M /nmin. Three

nobi | e phases I nobi | e Jpfthse M29%H% 25mM

ammoni unacet atle + 5% agEt oni t3uyl e; nobi |l e phase B:
acetonitrile; (pobil e e C3zg3net hanol) were enpl oyed
to run a gradijgnt cong 17' on f3qgm 100 % A to 50% B and
50% Cin 6.5 gl nutes,q GuqBin 1 mnute, 100%B

for 1 mnute qg_d reequg gbra%g vvlth 15 100 % A for 1.5

m nutes. An |q ection 10 uL was used. Tabl e

: retention ti (RT i nut ) and nol ecul ar wei ght
as the M+ 26

17 5.72 390

18 5.72 279

19 4.71 404

20 6.21 415

7 5.98 651

21 5.54 404

22 5.55 404

23 5.39 623

24 5.09 353



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
WG26/03%447 13 6.19 344 14 5.72 360 15 6. 28 A4PGI/ERBI05/054197
6.45 358 17 5.72 390 18 5.72 279 19 4.71 404 20
6.21 415 7 5.98 651 21 5.54 431?04 22 5.55 404 23
5.39 623 24 5.09 353 WD 2006/ 024627 PCT/ EP2005/ 054197
-64 Compound No. Rt M+ 25 5.29 359 26 5.55 328.1
27 5.52 FompowendNes 4B¢ 3 MH4 279 1 6.54 376.2 4
6.42 3 80 5 3504 396520 7.339404 48 7.28 434 52
7.38 434 53 2698 3595.5% 5.7®.B29 55 5.44 343 56

6. 02 361 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
48 7.28 434
52 7.38 434
53 4.98 359
54 5.08 329
55 5.44 343
56 6.02 361
57 6.37 345
58 4.95 359
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 7.21 477
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



57 6.37 345 58 4.95 359 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
WG2098/024837 64 7.01 288 38 6.32 477 41 6. 72 ANAT/EBW05/054197
5.61 343 65 5.78 455 66 5.15 400 47 7.21 477 67
6.22 125 32 5.62 377 35 6.487345 68 6.14 331 69
5.78 330 70 5.55 384 45 6.99 466 71 6.99 476 43
6 6

6.17 346 72 6.78.462 73 6.79 504 42 6.52 492 74
6.18 464 C ud N 76 5.09 400 WD
2006/ 024627 PB¥/ EP200%).35419453.2 65 Con‘pound No. Rt MH+
33 6.55 453.27777 7.17.548 7486.02 389 79 4.78 387

ul

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
37 5.61 384
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
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. Pharmacological examples

Example C1 : Cellular assays to test the effect of compounds on 11B-hydroxysteroid
dehydrogenase type 1 and type 2

The effects on 11 B-HSDI1 activity was measured in differentiated 3T3-L1 cells and rat
hepatocytes.
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6
w@2@a/03i637 87 6.38 506 88

7

6

6.

80 6.48 490
4.21 375 83

0 6.82 501
.24 492 39

4 5,91 449 81 5.32 397 82
.88 462 37 5.61 384 86

.54 541.1 89 6. 85rEHEP2099054197
.52 521 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 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

MG fibfolf&26 3TSL 6ol (4BOC-UIDA78) Réro50R1ed 508 dénshy oA 48500

1 SZXIP? ' 'TEE %1?% ang< gr@% ?’(grf %ﬁﬁ% E)A\géM Wgéa’lumuasupplemented with

M("/B hhqﬁdnawﬂya&:é fagital calfsérycty, 3mdM giytenibe and 26 yrggdtanying at
§f7‘£’($ﬁ1t éhﬁﬁld}ﬂeéi(%z?_?%f]atﬁﬁﬁh\éfet déﬁ?lgn Wﬁﬁ?éﬁe@ﬂed tice a %ek

erentl ate S an epatoc tes.
Fikreblosta yere ditferentistod yto sdipogytes at 37°C in a 5% CO, humidified

atmosphere in growth medium containing 211g/ml insulin, 55 pug/ml IBMX and 39.2

6.17 482 91 7.05 476 092

oo oo b

ug/ml dexamethasone.

Primary hepatocytes from male rats were seeded on normal Falcon 12 well plates at a
density of 250000 cells /well and incubated for 16 hours at 37°C in a 5% CO»
humidified atmosphere in DMEM-HAM’s F12 medium containing 5% Nu-serum, 100
U/ml penicillin, 100 pg/ml streptomycin , 0.25 pg/ml amphotericin B, 50 pg/ml
gentamycin sulfate, Spig/ml insulin and 392 ng/ml dexamethasone. Following a 4 hour
pre-incubation with test compound, 0.5 puCi *H-cortisone or dehydrocorticosterone, was
added to the 3T3-L1 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. The effects of INJ-compounds on rat hepatocyte HSD1 activity was measured
after an incubation period of 90 minutes with 0.5uCi*H-dehydrocorticosterone.
Corticosterone formation was analysed by HPLC.

The effects on 11B3-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.

Pig kidney 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, atmosphere in
Medium 199 supplemented with Earls modified salt solution, 100 U/ml penicillin, 100
ug/ml streptomycin and 10 % foetal calf serum. Medium was refreshed twice a week.
Twenty four hours prior to the onset of the experiment, medium was changed by
medium containing 10% charcoal stripped foetal calf serum.

Following a 4 hour pre-incubation with test compound, 0.5 uCi *H-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.

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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seeded at a density of 16500 <cells/m in 12 well
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(suppl enented with 10 % heat %nactivat ed foetal calf
serum 2nM gl utam ne and 25 nﬁ ‘gentanycin) at 37Cin
a humdified 5% CO2 at nosphere. Medium was refreshed

twice a week. 5 Fibroblasts were differentiated into
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and sodi y bi car bonatg) . Medilum Vasy refregshed tw ce a
week| 25 Rig kjdney cglls (LEC PK1,, ATCC CRL-1392)
wer e seeq d at|a dens'fty of 150, OOO” cellg/m in 12
wel | | pl at€s and grown-at 37C|in a huni di filed 5% cop
at nogphe in | Mediund199 su plemrerted wfgh Earls
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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.

"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

Preparation of tablet core
A mixture of AL (100 g), lactose (570 g) and starch (200 g) was mixed well and
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.



61 1 3 96 NT 2 82 NT' 2 3823 3933 9133 412
3 5023 4223 7323 7223 T71Nr2 442 3 45
WQ2®6/0982NT 3 67 2 3 WD 2006/ 024627 PCT/ EP200B¢ DBEDDT054197

-69 HSD2 cel | ul ar HSD1 ceIIuI%g Hep&2 3T3-L1
Compound Score Score Nunmber - 23 4333 46 1 3
47 2 3 4833 5223 4912 2933 6333 3123
64 23 9423 8023 9023 3023 9223 3323

To a solution of methyl cellulose (10 g) in denaturated ethanol (75 ml) there was added a
solution of ethyl cellulose (5 g) in CH,Cl, (150 ml). Then there were added CH,Cl, (75 ml)
and 1,2,3-propanetriol (2.5 ml). Polyethylene glycol (10 g) was molten and dissolved in
dichloromethane (75 ml). The latter solution was added to the former and then there were
added magnesium octadecanoate (2.5 g), polyvinyl-pyrrolidone (5 g) and concentrated
color suspension (30 ml) and the whole was homogenated. The tablet cores were coated
with the thus obtained mixture in a coating apparatus.



8323 8723 7713 8823 8913 D Conposition

exanpl es The follow ng fornul ati ons exenplify typi cal
w@b@soreeut i cal conpositions suitable for sysPENER2005/054197

topical adm nistration to ani?ﬁl and human subjects in

accordance with the present “irivention. 5 "Active

ingredient” (A 1.) as used throughout these exanpl es

relates to a conmpound of fornula (1) or a

simgaceut i cal |y acceptabl e addition salt thereof.

Exanple D.1 : filmcoated tablets Preparation of

tablet core A mxture of A l. (100 g), lactose (570 g)

dnd As¢ampdun@ ha0ing thenfosmudaxed wel | and 10 t hereafter

hum dified with a solution of sodium dodecyl sulfate

(5 g) and pol yvinyl - pyrrol dgne (10 g) in about 200

m of water. The wet po xture Si e\ged dri ed

and si eved agaR‘hn éﬁzﬂt\lba@

m crocrystalline c I ose 2100Hg) a ydr ogenat ed

vegetable oil (15 g) oI e was ed welqg ) and

conpressed into tabl ets gi ving 10. 000 tabl (t each

conprising 10 ng of the active i ngredient. 15 Coat i ng

¥R RORRIOSAAL hETEAERRANGARSALGTablo 810y Susahieon of

rreth cel ] ulose H. % aturated ethanol (75 m)
é %g:a BageHe 4G} lﬂ‘?rﬁ ¥yl cellul ose (5 @)
in CH2C12 (150 m ). Then there were added CH2Cl2 (75

n1)nl:im%i 2 3 propanetriol (2.5 nl). Polyethylene
al yc%l’ ’f’@ g)’ was_nol ten and di ssolved in

di &mepreswmaﬁaﬁeNR?§Orbl)SOQEhe | atter solution was added
toﬁlggprg% PRy dr E B, 1t1 \Mere 5 added nagnesi um

oct adecanoate % ){I -pyrrolidone (5 g) and
conc@n#ﬂi.’t’]éﬂ)tloﬁ%lbb?“ stity ﬁ’%lF ¢:30 m) and the whol e

WaR>hepsreaaty Hydebg eﬁh@ljaﬂ@l Qr G QAIRPloXAR: € coat ed W th
G e st s 6551 o ARBSE) o
c onp cagethel adivaient keelidab seledtad o the grokp cofsivting dl | R2 H
E@-éﬁ)- (a), -NR’-CHz- (b), -(CR*R?)a- (c) and —CR'= (d) wherein m represents
1 or 2 and R7, R®, R? and R'? are each independently selected from hydrogen or
Ciaalkyl;
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 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;alkyloxycarbonyl-
, hydroxycarbonyl-, Het', -NR'>R'*, -0-(C=0)-NR*'R*, -0-(C=0)-C;4alky],
carbonyl-NR*R** or C;4alkyl optionally substituted with one or more
substituents selected from hydroxy, halo, hydroxycarbonyl, phenyl, C; 4alkyloxy
or NRR'® or R’ represents C;4alkyloxy optionally substituted with one or more
substituents selected from hydroxy, halo, hydroxycarbonyl, phenyl, C; 4alkyloxy
or NR'R'®, or R’ represents -O-(C=0)-C;4alkyl substituted with one or more
amino, hydroxy, Het’ or halo substituents;

R® represents hydrogen or Cy_salkyl;
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represents 0, S, NRG6, SO or SCP; Rl represent

hydr ogen, cyano, hydroxy, or~ -4al kyl optionally
substituted with hal o, R2 represents hydrogen,

d -4al kyl, or d-4al kyl oxy-; 15 R3 represents

hy d«lb@mlz@hcmﬁlukpendelﬁly réptckatit ydrogen, (R3alkoldl; Reklylvkydarbonyl-

or? agg)g E a dival ent radical selected fromthe
gro off F Co o (8), NR7-GHD- (b).
- ( BRema) R’ @ac)h mdcpendmly:repm}ennhgdregm, ﬁlmal]syle€emllsyl -SD5-, mono-

2,4 d
gcral ect egc R“E o o_SQ éxr?llga%ﬁo %Fdi(ggi% jr%grg{lée-g%rﬁ?gyl_
hydr ég eﬂkylnaqysar ﬁgﬂdm arbonsdnwherelmdlﬁm SO;-
Q- 43, Kk prossRa8AY or d])éﬂkﬂpéx&éﬁﬁoﬂweacﬂndéﬁén@!ﬁtgxa&rd

otlonall Sstit or where po e t
of ' AP tenaly Ui vah B o poct g SR Bl FesRad g
or R4aleploepariaylINRIERRyhd 3fets; onal |y substit ut ed

0 R SSRGS RUEEL Dby

hydr og&malhdca;rbomshano am no, phenyl, hydr oXy,

d 4a B -
) N%S%ﬁk 1 %ﬁ%&ﬁenﬂif Rl%%l@!ié?ff}if(ﬁ{)%?ﬂYjua]k*'fetébalkyloxycarbonyl
car b8hfhsalrderbonyds O - 4al kyl optional Iy substituted

wi )Y @rﬁﬁR‘iﬁreaémrnaep@ua&Iy ITep@BéIﬁ h§@t| &t Qq4£1k9mﬂbysﬂyloxy,

R St eR b SRRt B rﬁlvgg]f%ynly%amliyoé@ SRSl prp or more

s ubs sulstituedtsvietebted Hnohaloor by@0xgubst i t uent s sel ect ed

fCIr qgla%dj*n)%c}l ﬂlﬂgﬁiﬂf%g‘%&é? ?%}}6 en FXl‘e?}’/bhﬂalllcyl optionally

re gr gsen
-0 ( @nl@;ﬁm with jepé osome Substituentselecteshomrhalaprdhydroxy;

ampAdand QY mdéﬁ‘énaelﬁl'y ﬂ%ﬁfe@elﬁ ‘HP&FO%DN Qigéﬁk%ﬁ@rbogyl Het* or

represents, hydragen or
pCT] Epstsgbianally sty ff@h Mzn%sévbﬁtmeﬁéﬁ@emhfvm halo

represﬁydroiaydrogen A -4al kyl, O -4al kyl oxycar bonyl -

r4al kyl carban 4 each i nde
e ST ERe ERBHRYL. ariiell PrEyh SREIGEERERHT R 2 fadical of
or difgr@édatal kyl ) am no- SC2-, -SO2, nono- or
di (Cd -44a kyl)am no- car(bonyl , 5 C -4al kyl - oxycar bonyl
or CINM Rhcar bony| - whehei n said O _6al kyl - SO2-,
d - 4al kylo oxycar bon ():T 4al kyl carbonyl are each
in en-d’ent ' yo@N onal |y substituted with one,
two or tHee substituen®d seiected from hal o,

Cl A iHeWdiPRY ¢aprBRAN hy 198?-@ lldﬁ&%qs Rla%zand R16

4 ndependent | rese
| TEpIe mlapﬂﬁlﬁwﬁp pigeRgin waw%wb ahlsawmh°¥mﬂ107

and pifokdiayl; i ndependently r epr esent hydrogen,
O 1 rléfglleSen(t:s| Ih%%)lh%}/lhﬁz(fﬁ%grru?lgw Ipi'perazinyl, thiomorpholinyl or
pyrrolidinyl;
Het"* represents piperidinyl, morpholinyl, piperazinyl, thiomorpholinyl or
pyrrolidinyl;
Ar' represents phenyl optionally substituted with C;4alkyl; and

Ar? represents phenyl optionally substituted with C;salkyl, for use as a medicine,
provided however that said compound of formula (I) is other than N-adamantyl-
2-yl-2-ortho-tolyloxy-acetamide.
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or O -4al kyl carbonyl -; R19 and R20 each i ndependently
represent hydrogen, d -4alkyl carbonyl,

w@bkoodab4eyt oxycar bonyl - or d -4al kyl opti onal | yPCT/EP2005/054197

substituted with one or nore 5 substituents sel ected
fromhal o or hydroxy; R21 and’R22 each I ndependent |y
represent hydrogen, Ar2 or C-4al kyl optionally
substituted with one or nore substituents sel ected
fromhal o or hydroxy; R23 and R24 each independently
nepresent hwdrogen, .G -4al kyl carbonyl, Het4 or
& P SR e SRR VHEEE it one or ore
sulngs il YSaved;sel ected fromhalo 20 or hydroxy; Hetl
repr Y& IQh6 r.rolidinyl, pyrrolyl,

I%P%Fé’lﬁs BYSI QR ,;ﬁd or 80/

0Xxazo I soxazol or a’radical of formula 0 0O
( RRO remysent lydipgess Cypnowkkenh oOR  represents hydrogen
or Qr?llﬂﬁkiﬂlydpti@ﬁﬂlyos_db&itﬁfeﬁrwiﬁi hal$, Het I2 "epr esent S
morghol i nyl ;. pi perigin i perazi nyl , i onor phol i ny
or R pempspishytecns Cr-atkol s S lREORG: bol i ny! |
pi REmrerstesents, hydrqpena2iakyl, G;halkgbkphal Rhgdmbined with R? form
pyrT % eﬁie?%ld.ivall_gltt f}adric%P Eeﬁgc? foR'hE #Oﬂ*) Qéqls’isting o£

nyl, inyl; I onor pholt nyl "or 0

nmor ph 04 i peraz
pyr fop'rcaﬂnyax Emgf-%p (s €¢ERR Phrelay andogER Gr4dl) wherein m represents
substyidryt£d pY RN K and® Kyl ka&ﬂﬁdﬁ#eﬁaﬁxﬁw KRRMISTAR ﬁgdtjogen or

optionally substituted wth C-4 for use as
nediéhﬂ@?throvided however that said conpound of

f2 Ofﬂlmgﬁes(eh%s Hyﬂrclsgfefi,eﬁalé,hﬁﬂlt'oﬂy,_ ,%Mho,ol\élllgR:é %4a11<yloxy-
-yl -2-0rtho- xy-acet am de. .
por EPITTA Gubsutied Wb 55E R WhE T nose dp.sF i subgtivuents
cl ai seléctedromehydroxy drsl Hhlo &, R*3¥eprsents CZsallep opSamnily sGbstituted
S, N '
i i 015 oF s b E SR ARSE Bl h 3P B hydrony and
hal oha represents hydrogen, d -4alkyl, or
O RAgbirddMOydrdgin, 1008, 8588, Smine] ,Eﬁ@gﬁ,,hy@ka;&atkﬁn(yloxycarbonyh
c - 4al - dwth R ¥ _"toget H
G vaPasiey dboral. L P TaR sl aonai siatedh et g gmere
1OCR-1 Gh@tiﬂ:d enfsés)slecteﬂl%ﬂr?droiﬁ)arbonﬁlmgﬂ1(43])1%1?%(5} Igé NRR'® or
- = ei repr.esent s Qr. an
ana B 6o eralhy R SREHR! sl fnaS of fioar sihsfivents
or  Gklected krpim hydroxycarbonyl, phenyl, C; 4alkyloxy or NR''R'®;

R® represents hydrogen or C;4alkyl;

R'" and R'? each independently represent hydrogen, C4alkyl or C;4alkylcarbonyl-;

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

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

R'” and R'® each independently represent hydrogen, C;4alkyl or C;4alkylcarbonyl-,
for use as a medicine, provided however that said compound is other than
N-adamantyl-2-yl-2-ortho-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, or 4,
Z represents O, S, NR6, SO or SO,;
R! represent hydrogen, cyano, hydroxy, or
Ci4alkyl optionally substituted with halo,
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R4 represents hydrogen, halo, hydroxy, cyano, am no,
NR11R12, C -4al kyl oxy- optionally substituted with one

wW@eooaloztse7 possi bl e two or three substituents 1BCT/EP2005/054197

sel ected from hydroxy and hal,? or R4 represents

G -4al kyl optionally substitda %d with one or where
possi ble two or three substituents selected from
hydroxy and hal o; R5 represents hydrogen, hal o,

Cyaﬁeepresﬁnfsdxydrﬂgeﬁyﬂlmaﬂwﬂro@)(}{44a118ylo§3al kyl oxycar bonyl ,

o B T RL B Htraeehr s o hdr e B Ry R TRImARE! wilh K. for

f rom mggstﬂmxydaraﬂmmwd;cap kfdeqt¢d, fr@n- th@gﬂwp oansigingiR15R16

or RS {)Et@lfle tm%ﬁa&}g éi@‘R*? ‘Qt ﬂ@u ??)t"vﬁéll&ﬁqn
with one of én : ect
hydr o%SpEesensyar, 2 ffﬂﬁ‘éﬁy kyxecpayh Hdepgrdentigselqgged from

repr e§9m3$yp@pgg@1 or O - 4al kyl; R11 and R12 each
ndgpendentl.y re en, 4

I (?{4 g?ﬁ(ﬁ?eeﬁr}é’éfﬂg%n ?%g’ygéi/%‘ &nﬁla&nlg‘é’gﬂth‘d ependent |y

r e pr €5 gaikyloyybadsmy), h@ﬂro&@d:drb(bnyd),rCﬁhH(ﬂ'hix&y bstionabiy ylibstituted with

{

a. 42’P€ g?r%%%ESAMF ng& Aul)és 1t891{t§ gﬁ%ﬁg%%xg anﬁ halo or

i nde yBe maemems (Elgplkefl;epttonhg}yj stdg‘ghlte(tyvﬁm ahkor whgre possible two or

a- 4%&&/&1&@{1&@% slectod RbmtBfSRy fhd'Haf:Cl ne, provi ded

ver that sal npound r t lan_30
I\I- %aﬁﬁrﬁqeyrs halg, |cya.210o ﬁ‘iﬂﬁ’@a waﬂ oz eb mileydoxygarbanyl-,
conpqaymxyéarlsafyumH@tI(JNR”RHe OXOYNRRAB-0-{(190)-C, salkyl,

D or EHORENIIEI R FiGrald oty f%gﬁ@%&rdav'vfxﬁ 8’31?219%‘53% s
1, 2 suldtitwentsdeledted frone pydroxytasboiyl, BheyREC, S Rylixy SENR R or

Rl ot :r ﬁ;ﬁfi&hts%@@cggﬁg %ﬂﬁ@%‘?ﬁ/ ﬁ'{lﬁg{t%& %tgé)/nﬁgﬂ L EWstituents

PCT/ selagiod frosuinsiroxycgbord, phapyb SanalkyloyupobRIR ", or RY

C' 4%&¥§ent500 @ '(fbad?&\éh&l(k‘ubstlﬁged \ﬁﬁl‘i 6§@6‘1t1§01l%%tb&eﬁblo
Ng{ - 4al Kyl oxy- or nbined with R2 form
togetS lt‘}anFrval ent radi cal sel ect ed fromthe group

comélrs;trbmtsc}fydrdgefﬂdzcliﬂkyl -NR7- CH2- (b), (CR8R9)m

LR B s o Getin SR SRS bR oo (kLG i Iarbony 1

dhh” andyRI} @g@mndcpeﬁﬂemlyl mpﬂesem?hydregcleﬁrmlkythdsaﬂgsd’fSOz- mono-
haI 0 )
a - 4al Egﬁo%aragx lg’é r ox;flélgﬁjil){jf){%og Id (Cd H?’l? 1110 garbonyl,
opﬁleﬂkyquxyg@tbgnyltqytcéda lcarb Oéﬂewéﬁf%ﬁfbcpc%b{liﬂ(b tGvgalkyl-
or thk rﬁdii%bf Cyﬁﬂl@y@cﬁlﬁhﬁﬂﬁgez{cﬁlqm&%ﬂdﬁﬂy aﬁd‘@ ticHafly
or 10 R4 repre ents él?xl k%/ OEIFI on%ﬁ@éd§UbSt A ut ed
wi t n SErRCgFE B oge. ﬁzygsﬂr ge pyfstitients s Bt uent s
sel eﬁlﬁalkjrlbmyoal’bdiiyhm &RY ahdliler’; R5 represents hal o,
cyane 6 car bhon
o130 M, RS S o EXLERYERS B aons
-0-( @l:OpaEDiyldzabml-,;

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

R' and R* each independently represent hydrogen, C:4alkylcarbonyl or C;4alkyl
optionally substituted with one or more substituents selected from halo or
hydroxy;

R*' and R* each independently represent hydrogen, Ar* or C;4alkyl optionally
substituted with one or more substituents selected from halo or hydroxy;

R* and R* each independently represent hydrogen, C;4alkylcarbonyl, Het* or
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car bonyl - NR23R24 or C -4al kyl optionally substituted
with one or nore 15 substituents selected from

whyasoxasear bonyl , phenyl, d -4al kyl oxy or NRLSRIBEPI005/054197

R5 represents O -4al kyl oxy optionally substituted with
one or nore substituents seletted from

hydr oxycar bonyl , phenyl, d -4al kyl oxy or NR17R18, or
R5 represents -0-(C=0 -0 -4al kyl substituted with one
or O1RéleylHgitidnglty dubbtituteduiigt h)tdﬂ@;ryt,s 20 R6 represents

gen. or a - 4 each |nde
e SRS nymtilinst avraididf ParoR, S BERER] Pt ¢ fadical of
R13 &vmhlﬂm4 each i ndependently represent hydrogen,
A -4al kyd, d _6al kyl - &2-, nono- or
dI(C| 44 K),) ami no- S ,(RL)S(I nono- or
d|( N ckyl ) am no-Cardonyl -, d -4al kyl - oxycar bonyl or
Sar bgnyl bn said d _6al kyl - SQ2-,
CI 4al kyl¥ 25 oxycarbon;ff’ or O -4al kyl carbonyl - are

each wWHESPRNG Edeﬁts%@r@@ﬁb@@@idlkyl afdBsé 1 bpbed with

on {wo or thre stlt sel ect dhfromhgn
PSR O BERYRY ] RRGSRSY. mipgraziiy higerholinglies

eachpmdbdlﬁ;nldent ly repr esent hydr ogen, d -4al kyl,

a - - 7

an (ﬁ' e?lngﬁle g%scgr g’epenﬂéﬁ]{pr % ppﬁ)\é %@E%@ﬂgg@p& ’%?mﬁlor

d - 4pkgliding}; - 4al kyl oxycar bonyl  or

d

reEf%‘sﬂé%*egﬁﬂﬁﬁﬁé’éﬂnymﬂmnﬁzBIPE%% | ey

opt i BHEPYE nlélubst ituted with one or nore substituents
seIAﬁbf sb#it® phéidfl op @csnaup)édtsmcad ¥Ath kG Jalayid aP2 each

?v@%&?%@ﬁ' bhest R ”hm%l?w?%ﬁ@mﬁ‘%ﬁb Cubsti tuent s

sel ected from hal o or hydroxy; R23 and R24 each

s T S TR A

C n4al k313, op#i onal | y subst i | t uted with hydroxy; Het1l

re@&?&@&ﬁs OYSIQRP B0 or @47 Ol i dinyl, pyrrolyl,
0Xazo0 | soxazol’yl or_ a_radical of formia 00

(R)Ro rppms(ep § Bydregen Cypnophydsoxyh 8 ein R represents
hy@ﬁgﬂkjﬂl o;iho&tli)As’ﬁbktyﬂlteanﬁﬁt}pha]@ 1 or 2; Het2 represents

hoI|n | i n t hi onor phol i nyl
631?1‘?5&%}5&})%&%1-@ Mﬁybﬁggpéﬂ?% ﬁ%r pholi nyl,
;R% reptesents, hydrqpenaZisalkyl, G:halbyloxphal R ngdmb:ned with R form
yr ro ;
o ph(l‘g(?#'t}{%}‘la dlx;laﬁ)en;t_lggzd?cr?i F@é&‘i@ﬂ&ﬁ tﬂ% gll‘?){li%g{)ﬁ?ﬂtmg of .
-O- C 2= (a) NR -CH,- &) (CR R )m- (p ) and —CR "= (d) wherein m
represents 1 or 2 and R”, R®, R® and R are each independently selected from
hydrogen or C;salkyl;
R* represents hydrogen, halo, hydroxy, cyano, amino, NR''R'?, C; salkyloxy-

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;4alkyloxycarbonyl-,
hydroxycarbonyl, NR">R™ or C;4alkyl optionally substituted with one or more
substituents selected from hydroxycarbonyl, phenyl, C;4alkyloxy or NR"*R'® or
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pyrrolidinyl; Arl represents phenyl optionally
substituted with C-4alkyl; and Are represents phenyl

wo@piosomabt y substituted with O -4al kyl. 15 4. BCT/EP2005/054197

conmpound according to claim 3 erein nis 1, 2, 3,

or 4, Z represents 0, S, NR6,'7 O or SO2; R1 represent

hydr ogen, cyano, hydroxy, or C-4alkyl optionally
substituted with halo, 20 R2 represents hydrogen,

A - 4alRR yépresents@ -4kl loxly @pyional F3ubg piited @rithsond e g€ substituents

Coget nevetsd fppaRediitont Pl S Ry st R & oup
comSirepreseytsdfydragemiap Cr 4ahyl; - NR - CH2- (b) - (CR8R9) m
(C)Rlagﬂl RERIGE 1n&§%en¥i@1ﬁf ePreSent 'clj;gﬂ?tro gﬁg i(glo(f (12149 lcarbonyl-;

frEEm Rﬁymlblgéweade@xrmem hydeegens fn 14a1ky1carbony1-
hy @' DRIR 'BadHOindEPeHAERE N ressei® hy by Clm%lrbual\l%lcarbonyl-,
ad - 4a| kyl oxy- optionally substl%’ut ed with one or ere
possi BM two or three substituents selected from

hy &' band Riidadteindependédlyr represae hyydrogén, €al:iky1 o isslkglchtbonyl-.
substituted with one or where possible two or three
substituents sel ected fromhydroxy and 30 halo; R5
rSeprAeetHnmunld@rfcﬁonm%ﬂm am no, phenyl, hydroxy,

d - 4al kyl oxycar bonyl - ycar bonyl NR13R14 or

d - 4al kyl optional | ed Qre_efF nore
substituents e 'a\from ydr xyc |, phenyl,

d - 4al kyl oxy or or-RAD 2006/ 0R26

PCT/ EP2005/ 054197 -76 R® represents O - 4al kyIoxy
optionally substituted with one or nore substltuents

sel ected from hydroxycarbaonyl, phenyl . d -4alk oxy or

e ¥rorgte frgns @m@@eﬁa@uﬁgﬂ}y&gew@le asdition fats an@kihe and
IfefedeBEMically RBARFE Tériné thaBER#MBleid1y dr 0gen, d - 4al kyl

pd

or C -4al kyl car bonyl - 5 R13 and R14 each
i ndependent |y represent hydr ogen, d -4al kyl or
A ndall k3l3car #onyl - R15 and R16 each independently

R S5 A AR P ? : ‘e‘S'r ctent hyd! ogen,
a - 4&11kglky1mptmlalba1ubymtg@dmﬂylnalo 5. A conpound of
f o RAYbsredehtdhydgeh A, 4afk31, o %1451&0&, L R3 H(I")

R? represents hydrogen, C;4alkyl, C;4alkyloxy- or R* combined with R* form
together a divalent radical selected from the group consisting of
-O-CH- (a), -NR’-CH>- (b), -(CR*R®)s- (c) and —CR'’= (d) wherein m represents
1 or 2 and R7, R®, R? and R'? are each independently selected from hydrogen or
Ciaalkyl;

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 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; salkyl,
carbonyl-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
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the N-oxide forns, the pharmaceutically acceptable
addition salts and the stereochemcally isoneric

wo eroam246ber eof , wherein 15 nis 1, 2, 3, or 4;PERIUEP2005/054197

represent hydrogen, cyano, hydroxy, or d -4al kyl
optionally substituted with halo, R2 represents

hydr ogen, d -4al kyl, or d -4al kyl oxy-; 20 R3

represents hydrogen, d -4alkyl, d -4alkyloxy- or R3
conbiselectedvrom ko, hgdroxy} lqgﬁbiyearbanﬂl, pleé@ntclmﬁymy or NR'"R",

| ect GI f I
>N oo s DR ARy Sl oi e ming,
repr ésém;z, Ha' or hdlo swltiRiEntsR8, RO and R10 are each

I N§@R gﬁ{S%dﬁ{?gﬁ%}%J‘%qm hydrogen or O -4al kyl; 25

R4 rle esgnt hydr oxy, cyano am n
szlvlyaliea@ﬁgm hydspaem a2l kﬁbﬁwalkyloxycarbonyl-
CI 4k @{mea@&mﬂnal |y substituted with one or
e ai bl e hree su i tue cted from
o3 R gaghngensnde el bdrobe Cadpkyh Crealy-S; mono-
opt| ondi(Cyakipirito+80g-, Wirt-8Osmaomy- ondiCe,atlodpintihe carbonyl-,

e L
hy dr &yalkyoxygadophyoy €anslkylgarbonyly aesrgic tndepandently and
Het 1 ORfl{)\Bing%ﬁﬂstltutgd &5tiQhe Wﬁee s@sﬁ%e@s sgecéalﬁl@[ﬁ halo,

car bo or 344l k é opt I onal substituted
wi t h Contlkgoxyaronyh MR TR P aed et sel ect ed from

hy &' dxcRIBadhyindeRiastitly: reﬁeséh@h?&b Y, LalilE xycarbonyl-
R5 reFEje tls E:I aI kyl oxy optiona I y substitute

one Wﬁ@ S4B P uent s WO 2006/ 024627

PCR ’Eﬁﬂﬂﬂgle@xﬂﬂmﬁependéiﬁlyseplem tydnogen, Ita LakylhCdiabikyloxycarbonyl-

hydr henyl, O -4al k3|1 oxY or NRL7R18 or
R5 rggﬁaa[]%{cigﬁt@’?c_o d - 4al kij substituted with one
fy

or Repand B\men@h mdhgfmrl@miy repres@nt dydiegen G udlkyloryeatbonyl-R6

I eRt, SRARPISbENFAR € RalRY1 c@tfoﬂﬁl)kéﬁlbstltﬁteajwlt}?lﬁﬂo b Ry &gy

' “%32%”@3&? ' %llh{ng‘%;ﬁ%ﬁg‘%’ reeeswgﬁxéqosem%y? Cisafky} ogtiepally

R14 eatsshinitediwit hdprirlhydfogpy esent hydrogen, d -4al kyl ,

) Sggaal}%fﬁms%}} ingﬂzeeﬁe%grrlieg{e%%,[hxgrogél} ?ﬁg/l?}?lcar%nyl Het* or

d Olaalkyll opmmya:l&r Mntythtedrwﬂl hala bkkxy(h'axmonyl wher ei n

S at VI@C i ny ; eaclﬁﬁah gpéxgﬁ{l@oﬁﬁ%azgfyl or a radical of

opt| amay substltuted with one, two or three
substi Ljent s sel ected @rom hal o,

a - 44, d/cﬁRy,car bony,h/( R20 and Het2; R15 and R16
each ! ependently esent hydrogen, C -4alkyl,

ad - [gxycer bony i’ d - 4al kyl car bonyl -; 15 R17
and R18 e ch |ndependen y represent hydrogen

C - 4aitewin RCreptedeliss| iydyopen boQylalkyl 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 C;4alkyl; and

Ar? represents phenyl optionally substituted with C;4alkyl; provided however that
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or O -4al kyl carbonyl -; R19 and R20 each i ndependently
represent hydrogen, d -4al kyl oxycarbonyl -,

w@bkoodabdeyt car bonyl or C -4al kyl optionally subrti/EPt0e8054197

with hal o or hydroxy; R21 and 2 each independently
represent hydrogen, Ar2 or o L&l kyl optionally 20
substituted with hal o or hydroxy; R23 and R24 each

i ndependently represent hydrogen, C -4alkyl carbonyl,
I—Ietséhdabmpamdfl@ﬂﬂomhulamf) ®der thagubstituted with halo or

1 d
o NoBEide ity bER £P Pk DY 13- uprorifs e o

f omrwtmlde D[4-( Rydhy(iRymy)pRndSy]ey-trwyclbl3. MhET Jdea2-R- (9CD)

" e RufRaRkS 2%%&%3%& a3 ]géc ?PP‘ @y s 1 or 20 Het2

represents i peri %/ gl erazi nyl

t hiAsaemjshol- (2rl3er®14 etlpmhpwvwmyc of%:3.517 idee és/érﬁ?@n

rmwbﬁ&ﬁdeyrhqm@uegrs din F& c-20\-R¢J, §SJtﬁMéthylfaﬁéh&g§’f(9@9| i nyl

4 represents .pjperi
o AS - e h gy N R ol T WS 5 GC)
py chthﬂnﬂieIW{M aﬁbﬂonfo&ﬂ@maﬁﬁﬁm@omanwcyaqe Banéliise-2-yl- (9CI)

o pr sl il P e BV Qle Ry S PR aSy ROEDY!
hove@vtemldehw mm@@h@@mav tri@@mb[apszloﬁé]dmw CD 78
saixde AR hﬂ;roﬂhgﬁc?fg R- tﬁé})cro'[3s3 Ftl”?’rfecb etam de,

N-trlcc rrethylzj{o
en&@yl]amlde 4)-(1 lﬂg@gtgﬁp@gl)phenoxy]-N-trlcyclo[3 3. 1 1 ]dec-2-y1- 9ChH

2- [MeetarhidEL- ¥Jcm6fbtph{énmdﬁg>qmﬁﬁbydw[3 Bllqyﬁll_ie?[ﬁyﬁ@bl)ﬂ 7] de
[33@&1111{1% Iaggliga@?n@ﬂt@@)ﬁ)pgenﬂé mca%lﬁb%‘.’ £19dec-y1- 9cn)
2- (A2etmaiey-@-aliyiyHepdas ROXYIYycd{ 3.8 il a§/7qdeo{23yls(9a:1)137
] deg. ¢ :
N gl st BRI Roorgos ) L es 4 00 oo
y) Acgig@idy, 2 Beledipmthglphenoxy)-N-tricyclo[3.3.1. 1*7]dec-2-yl- (9CI)
foc (A&seémﬂfe r@(zw&ﬁﬁﬁpgmx#ﬁ G613 Bt Bade- A3 ks@s - 2- y! -
b2 (biamish ci-GrAsoms ARSI isvelald &) | ec-2-51- 9D
[ 3 AZetamil3, 1-Cdistiomdo-8)5=dit&61phendSSNATHCH@[3.3.1. 137]dec-2-y1- (9C1)
Aféecm r?[ﬁ(@"ﬁe&@@fﬁh@ NI L LSHS Pl#ass Ly {disec-
2 Neﬁmdierﬁa(mbmhérchbomhéﬁoky)blﬁ-ymyolbﬁ B H8FR-dR O yI -
%%tim% ej;gmhijogo% %ne@ g%? o%kf’ﬁrlﬁ%%g? 3 MidE¥SH Yoo
2 [Agetarpide (ﬁm@thcyqyehqnym EepslolPInN- I r]ﬁ@y%ylop@lB 1.137]
de@’r aﬁ(amldé, 99 - mcﬁfb%pﬂéﬂoQﬁN-mcycloP 3.1. 137]dec-2 - (9CT)
chl or ophenyl )t hi 0] tricyc [[ 1.1 g
] déseetgmyip 2-(2rpmoA lgﬂghaléoxy)-N-tncyclo 3.3.1.1°"dec-2-yl- (9CI)
2 [A'ietgmtdayi -t42ch{oko-B Bt dinyibtRy1phend i anmsydlo] B3 111 1P-Oyel 0113 (98 )L
ec
T R SRy T e e BT RSBl 3 1 kee 2:4 0D
( 9@[0)3tam1de 2 (2,4-dichlorophenoxy)-N-tricyclo[3.3.1. 137]dec-2-yl- (9CD)
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*"]dec-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) or
N-adamantan-2-yl-2-o-tolyloxy-acetamide.
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Acet am de,
2- (2, 5-di net hyl phenoxy)-N-tricyclo[3.3.1.137] dec- 2-yl -

W@ 2@b)p2462T et am de, PCT/EP2005/054197

2- (3, 4-di met hyl phenoxy) - N-tri %/cl o[ 3.3.1.137] dec- 2-yl -
(9C1) Acetam de, e

2- (2, 4-di et hyl phenoxy)-N-tricycl o[ 3.3.1.137] dec- 2-yl -
(9Cl) Acetam de,

& (4« bompemd -aoedrting pd elatx §) whereini cycl o

[ dec-2-yl- (9C1) 20 Acetam de,
2- (nzfsi’r%ljébl)légﬁ di net hyl phenoxy)-N-tricycl o[ 3.3.1. 137

] deRd 1@prygdent igithgen, dvampalydiexy, or
2- 1Al%1§{ti‘6¥£§‘§%kﬁt§&%%ﬁ¥ﬂa‘l&"t ricyclo[3.3.1.137] dec-

Imresfmtszhyelm&sno%h@%kﬁ Guaalkyleyx o
[ 3 RS rdprésentsdfydrodey] Clhﬁc‘}l )C148%§loR1 SR> combined with R* form

e par kRt

(29& 4-@3@111%@)@ HSROCH,- (9)1 (CRIRD.G- (cBardl ICR'S=] d)ewhdReipiim represents
[ ap P 10

b oL ERRETROTBAR ”feccpey pdpmsgensvislete fiom Bygpgen or

(9Cl )Cualkjek am de,

[23(% i 13 54’8'% gg Mlm‘?q%my’%c’% b%ﬁhg NRURY, Cralkyloxy-

>- (49BHeSH ﬁsb%ﬁwm VDG I‘?é W@ﬁsﬁ)posﬁlbkeltw@r Hyree sbstitugntp
dec- Zel¥tted fraﬁd Bydr&@y&hﬂfﬂaﬂﬁor R* represents Ciaalk ]3?,1 optionally substituted

2- ( 4- bé’dlﬁe or g’gfeaﬁ{ﬂ %Eiaenth y&r th’\rl_ee slllb%Y‘t:ue {s se ected %ronl gy&oxy and

2 (Z,hélodl chl or ophenoxy) N-tricyclo

g%s;énhqﬁ&o%ye ﬁ!%g&ﬂl % gh@ﬂ@q@mox oj-felkyloxycarbony,

Ac et émir@gycarbonyl NR1 or C;alkyl optionally substltuted w1th one or more

2- (A<hEORRRARBREMY Rint ﬁy&&fﬁ}c@%ﬁ} il)hén%’ I\ﬂ@%ﬁl‘l@lo&ly or NR""R'® or
(9d Acet am enoxy tricycl

[3.3R rqgeseg@c&zal}(yloxy@Q}:l?naﬂxp psimlta w1th one o¥ more substituents
2 ( 3sHleasd ﬂbﬁﬂl@(ﬂ(}xy&rﬂof)hﬂypﬁﬁfyﬁ (34511(91329 dﬁNRfWF -in particular R’

(3 b 3l oy, i RSP ASRR, Ll Gy

2- ( 3hyetoRytabaryb YR “RF tqu(byelky)[ @t@nallylshb]sumtedzmyh ene or more

5 AR il S hap o

accordirergeseatsGariyoxy oiptierally substituted with ons or grorg substituents
r epr geiestbd R AT IBERGkycatbd 1. bxy o NRATREY |
iconal |e¥1 Shu%{ﬁ it utc%d Hﬁ hg g}”a]kgRX}r’epr esents
6@@ﬁs IYEEREeT) of éﬂ‘a z4a| kyl oxy-; R3 represents
h y ckl bg&thz@he}ﬂmldkpdnderﬁly rpickatlt bydrogen, G%Salky“)l’drl Gadlkyichibonyl-;
R2 10110 LGB Gpc ol Abiker A6hiGRho, TELBEVEH ¢ LA flBony1

conS|
&gm R’ @‘@9}1 md@m@mlyiepmyemhmgm @1 nallyles €htislkylgarbonyl-;
or 2,8pd R7, R8, R9 and R10 are each |ndependently

sel ted fro drogen or 10 (O -4alk 4 re

& SR R araienly TepssseR K RYTD O PO L alkylGasbonyl-,
CI 4@Irdwdleal>howe@ert ﬂhemhényR%répﬁeseﬁtthﬁﬂogmntlh seideofipouties e
p033| bl e t@g t§ subst | t,[Lt?ﬁ_4 sel ected from
hydr h FI?) Feé)ﬁ?’qsg Y- 4al kyl optionally
substituted with one or where possible two or three

Su *%St IA &fr@ﬁi{mg %lf ?oq{n%%(; Nyo%d%’%nﬁ‘é“ q;he ﬂ]ﬁﬁg%qﬁtrcﬁﬁl acceptable

repfesen no, anr’no,
hydr oxgditign sa:lts| 3|t]@g(§t@rgp<5@ny¢ally isomeric forms thereof wherein;

nis 1,2, 3, or4;

I\)I\)
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hydr oxycar bonyl, NR13R14 or C -4al kyl optionally
substituted with one or nore substituents sel ected

wo e@anwgelr oxycar bonyl , phenyl, d -4al kyl oxy orPCREERLS054197

or R5 represents O -4al kyl oxg optionally substituted
with one or nore substituents®®0 sel ected from

hydr oxycar bonyl , phenyl, d -4al kyl oxy or NR17R18; in
particular R5 represents hal o, cyano, am no, phenyl,

hydr oByrepteserdaOk$) RS B8Oy barticulayOradNRoar bony | |

NR13 Iy substituted with one
or nDR%érgﬁrﬁson Z%J en%pbl‘é

ebl from hydr oxycar bonyl ,
phenylR rﬁpreSbatSI&wﬂmgfn@rCleaFkLG or R5 represents

d -4a q;yldggg@ I 08
subst :ﬁta)lféentéésén%S sele ht%d“%{‘k??tdlgg r%;(( c%ljrﬂRonylt%egIPg%gIR, form

O - 4al k{egsilipr 8 divfent radical sgeqied gr0H9 geoting of
a - 4al kyo,cﬁglla)andkﬁalzeag h(cn ,ﬁ-f‘%)fﬁﬁd wm@@(@sememm

th i r gg g E i ?18&8 tﬁgl ‘H?,ﬂq%ﬁﬂgpﬁgj h ch éléﬁlde@mdﬁ%ﬁ%kﬁﬁlecwd from

or C - 4ayéppemobonyl - R15 and R16 each i ndependently
repr esegﬁg { ogen, d - 4al kyl or d -4al kyl car bonyl -;
30 and R18 each i ]%Zﬁendently replre;zsent

hydr o@eﬁeprexentsdlyld;nge@,rha@,- RXH, BB, R, gn-ealkdexy-,

hovvever hﬁkymﬁﬁyl’-eﬁirw a&o%ﬁ r&qg‘%zlkm éﬁio@lauy substituted

npound %f epr esent
- hal kyyith opg oy W o thrse h?ajlpéu'eqﬂfue %e
N;jgm ®E répredonts Hyﬁﬁ)gah ahﬂla,czﬁﬂﬁlb,clﬂidnyl hfd:teﬂy &@Hﬁ)xycarbonyl Het',
additio s reoc 3%24 S ric ns
t her eof @]gr’elcﬁ[Ei 6?? é %r og)flcﬁk 8{)@9 ﬁ%’%
PCT/ EP2 @Gﬁlﬁﬂa_ﬂé dptier@lly Zubselplt%wnh ond or RoreNmbstitnerBOselected
in part 19 n
a - aal kﬁ‘; BB R br R Rpres{ihs FOR GRS pARL &%h halo or
represe hydrogen, d -4al kyl, d -4al kyl oxy- or
conbi petayd k1 Beh fnﬁéﬁ@nd&tfﬁ%ﬁfe@&ft h?dx%é’@'%k{r?&' cal

sel ect ed L{om t he group consistin
- NR7- IggrbonylsRaRgY m (¢) and - CR10= (d) wher ein m

r egr egészd 1|114@ac}121n6ﬂfénﬂ%tlyl:i8pre5&t apdtofer) (%Lﬁkﬁlacma]ky] -SO,-,
i ndependent n or
| DaeendenL ¥ SR oS Habie 3o A 2850 oSl A Ky amino-

-NR11R1 Zarbﬁhyl.sl,a@ll@lkykyxycarb@hyMtHI %yhlkxgcaﬂuobplﬂ Wherem said

hydr oxyga QE\% Or, éosgy%%%&%ong%fﬁ %hliy% a?l%%rﬁ 1L RS

with on

substit en.fk;p@ndepaéy ﬁ@b@l@@ﬁﬂ% syRstitudRswith pag, dwo ghihses substituents
phenyl, sélu@té@msm LN AR roka ﬁgm PRZMREIRIA,

18 & RimdR g %Eﬂ?@?ﬁ?’ﬂ e o represents

t h one or
nor e Ribaid RUeatlsindepeademty represent NRArogdB oo, akyl optionally

lr_g?gesegu§stltu%d-w}thgydr%gly,kyI substituted with hal o or

*! and R* each independently represent hydrogen or Ar’;
R23 and R* each independently represent hydrogen or Het*;
Het' represents a radical of formula

O O
'?l//(o AR,
/I
/\/ a) or '\/ b)

wherein R’ represents hydrogen or C;4alkyl and o is 1 or 2;
Het® represents morpholinyl;
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R11 and R12 each independently represent hydrogen,
d -4al kyl or d -4al kyl carbonyl -; 20 R13 and R14 each

wo pabepersdent | y represent hydrogen, C -4al kyl, PCT/EP2005/054197

A _6al kyl -SO2-, nono- or di (g -4al kyl)am no-S02-,
Ar' -S02, nono- or di(d -4al ky$ "am no- carbonyl -

d - 4al kyl - oxycar bonyl or d -4al kyl car bonyl - vvherei n
said O _6al kyl - SQ2-, d -4al kyl -oxycar bonyl or

d - 4alHey] e eb@winoqﬁlbﬁnﬁgch i ndependent |y and

optionaldy substitut vvrth one, two or three

substi ete%?’?“”z%p (§B¥ed from hal o,

C - 4alAdy bk aablo mpemmmmm pHenyd .opRoTalbyrsiibseitated with
each '(f‘ dg hgg'ﬁts%: s 5&1@3&%2#0@656%5{%1/& tﬂ:%%algr}:g@%{}nd of

each in ep y reg@ese
opt i onalferynula (Thistqthesiten Niadampgtyl3-2-qethe-talydp xxsarctagyde.
i ndependent |y represent hydrogen or Are 30 R23 and

For £ appa SO, bt Misrode pre. dhe o pgeuReally qeceptable

( R )add1t1ar)1 saits dnjl thdhsterebcheRicallgis@seniy fory thee®E nwlibrein;
%Jr .0is 1 or 2; Het2 represents
[ hy’l

2006/ 024627 PCT/ EP2005/ 054197 -81-
Het r¢r§paee§@rtssorrﬁfﬂqomparﬁ9mlar®et4 represents

Pi PR {hkdd¥hts hdidog@et ALgI§RCh | ndependently represent
phepyl “optional ly substi ﬁ%\{z\:d with d-4alkyl, for use

as B FRpERsentsBydy Bg?ﬁ/?ro%@a ver that said conpound of
5 f R repkedendts hydroget, ltgLalkyle T, salkyloxy- or R? combmed w1th R? form

conbRte DAY i o SR s Piske of .
p ha+Qriibu (&) cAR YCHe(bp AR 'R )ma do)ianil o RS B (& weeckin herepresents 1
st GQPP@W R fi@' k?/ W%fé, Gch %ﬁaﬁdégﬁg g&;sc(%@ﬁpﬁ' HYdrdgeh Sr

represents
par@l@rll{}’é;r 0; Rl represents hydrogen or d -4al kyl; R2

rhegk‘efe%%s@nt@ M?&?Eﬁﬂ h9ﬂro Y aflﬁh{SyJNRlﬁgm T ERRS RIS or C14a1ky1
y ro a a 0X

s R R A T ML I
gr oRprepmsmts hy(ﬂlgg%lf orﬂ@dr@yChlZpd arieylar hydRxyChizd  (b) ,

8RO c) .and - 0= ei n t
R Shahikpendgaly et Slepl ettt el GE R i tcarbonyl.

sel foc isclast a mndihipdr prgeided howSror Azt kzyld coﬁpommmfefsamla (D) is other
hyd ] Vol - 4al kyl oxy- or
d ﬁ%ﬁéﬁy? )?)gn%l y suf)01¥lbﬁ{lr%ge% W tTh one or where
possi bl e tmp or three hal o substituents;
9. 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, or 4,

Z represents O;

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-CH;- (a), -NR’-CHz- (b), -(CR*R®)a- (¢) and —CR'’= (d)
wherein m represents 1 or 2 and R, R®, R® and R'® are each independently
selected from hydrogen or C; 4alkyl;

R* represents hydrogen, halo, hydroxy, C;4alkyloxy-, or Ci4alkyl; in particular R*
represents methyl, ethyl, methoxy, fluor, chloro or bromo; and

R’ represents hydrogen, amino or hydroxy; in particular amino or hydroxy.
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20 R5 represents hydrogen or hydroxy; in particular
hydr oxy; and R11 and R12 each i ndependently represent

whyasogee] C - 4al kyl or C -4al kyl carbonyl -, {BCT/EBBORES4197

a medi ci ne, provided however éfat sai d conmpound of
formula (1) is other then
N- adamant yl - 2-yl - 2-ort ho-tol yl oxy-acetam de. 25 9. A
compound of forrmula (1), the N-oxide fornms, the
pbaAenepdundaktotdiag eeplaibbewhadih; t i on salts and the
sterqgghfry 8{5\h|y isoneric fornms thereof, wherein; nis
1, 2 Z represents 0; Rl represents a
hydﬂbg@remtsahmgem in particular hydrogen or
met iRy |com%91e8%v1ﬁpﬁ‘bfo?ﬁ%§!tﬁé? a%gvdclél{t Padi@ASLIB&Ed from the group
di val ent radi cal selected fromthe group consisti nér
of -ocenpstingdf  _NR - CH2- (b), -(CR8R9)m (c) and

- CRLO=O(@HI,- (4)) SNRT-CHR (tﬁp-l(eRﬁlﬁ)é- @) &id Rl ((E7whd?&n niR9

or Ol IR T G P o Borlt Gy Bch Reben Ry g trom

Cl - 4alhkgiogeryer, Cosalk@l;- 4al kyl ; in partl cular R4 35

! h
D PR Sl At decn Y hygf%&h@b%l idgRror CTRRYE iPbarticular R
i n_parenresgnigmethylnethyl nwﬁwwx@uormlgp@sbm@md
PCTRER éqgv\her Iilgtygen o?gy(irgxyﬁnf)mg}dpﬁy(ﬁgf};)r ding to

claim r 4, RI represents a
hydr ogen; R3 conbl ned with R2 formtogether a dival ent

fladlﬁcaimp‘(ﬁinﬂ@ﬁ’ Estndul D(T), theNDx@deforrs, Qlﬁﬁ’@iaﬁhhé&h@él] acceptable
() i FﬁfSwN@$$£éWF ol R b e %@hceg?lfa

Rlonasé 2ack i ndependently selected from hydr ogen or

|, hal o, hyd ,
a - 3 ripeonth CCRUGR A bl PR i cular Re 10
repie §@?¥?$n¥i‘é@walk}’bt1h?ﬂftlcwé«f meyLl f1uor, chloro or
br Ow’reﬁeﬁnﬁi R S@&bﬂcxh BECOGBY I hi/ﬁd’rﬁéiﬂar H(y@:ogen methyl
Aroxy

particul ar conpound o f formul a
N- oxi é?eH}eM t he pharmaceutically acceptable

addlll“qurreseatstlgrdm”gdn,tlhﬁo sNB B¢ @ phlkglolky-, IC5 gatkyloxydacbons],
t her e?lxdjioxygarﬁena/r 911 m%l?y} n‘éﬁ‘% 3allly SbdrREE R ?%r where possible

ad -4a represen
d - 4a|tW9 jor thiree lpﬁétv sutmutuantsmemayﬁculm regressatsimethyl, ethyl,

hydr OQﬁﬁeth%nﬁ@ k¥ud?Sméthy ﬁie'ﬂi@x%é{rboﬂg); rrﬁ@tﬁb&f Yhdf, chloro or

hydr ogen or net hox esent
hydr o§&1%hal o, -NR11R12, d -4al kyl oxy-,

a - flélrkpff@msqgﬂhsgaﬁl halo faylﬁﬁ@@}ﬁe@n blwd)xyo hy&foxfcartionyl, Het',

Optl 0 W 1SU t 5 1 \Ab ot e SS| 230!

o t g8 RiP OB s DRREpHic ARy SR PR

r epr e€hnalkylory hytionally lsytstituted with NR R or R5 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, Ci4alkyl or C;4alkylcarbonyl;

in particular R" and R'? represent methyl;

13 and R' each independently represent hydrogen, C;4alkyl, C;.salkyl-SO>-,
mono- or di(C; salkyl)amino-SO,-, Ar'-SO,, mono- or di(C;4alkyl)amino-
carbonyl-, C;4alkyl-oxycarbonyl or C; 4alkylcarbonyl- wherein said
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di met hyl ami ne, trifluoronethyl, nethoxycarbonyl,
nmet hoxy, fluor, chloro or brono; 25 R5 represents

whyasogese]; hal o, ami no, phenyl, hydroxy, PCT/EP2005/054197

hydr oxycar bonyl, Hetl, -NR13R14, -0-(C=0-NR21R22,
-0-(C=0O -d -4al kyl, -carbonylr®NR23R24 or d -4al kyl oxy
optionally substituted with NRL7R18 or R5 represents
-0-(C0O-d -4al kyl substituted with one or nore Het3

gr dhal(}}_6ﬂldjal_SS(i)£-,U€ma$<y' ll-ioﬁﬁ@l&ﬁiyﬂ oyCaxanB&Bchaﬂecmyml : @é@hgo

yar ox amn L S ny: n et sul.fon

o ne Meeilen B RS ReCrlty s R Bl G o a6 Sbstients

di met isglectad fromubala i lalkploxyearbonyl, NR”R* and Het’;

chl go Wl i i S ' 17
or oy P R ot BRAGOnAG Y ieplaber hyffoREh BRI bafIclfr R

i ndepéﬂ%gntﬂepfeﬁ@ﬁ%@ﬂit hydr ogen, O -4al kyl or

A - 48! id RArBSdependBntRAdehieSatlt A didkdn 8nd, Rlkd/1 optionally
Ll e R 8 AP LAy s
or di bGtroden, kydthylrar hgdiSRethylAr 1- SO2, nono- or

di ( G2t 4a] kel . N0~ 0 - 2 QXycar l521

or 3@%%%@%@%@&%%%@ TS e BN R and
PCT/ E g%h@mgﬂdenﬂﬁRmsfﬁ'ahydyd)gegmmethylphenyl;

d - 438 ve ) . 4, :ar. 23
e L PPt BV OB OOML, RBRARER and
or t hRaecachiadepeRrsnty re@@@é%h}@aogepmrp&péznyl;

d - 4pkpr¥eambamslingINRLOR20 and Het2; R17 and R18
each, independent | .epresent hydrogen or O -4alkyl; in
parﬁe&ﬁeﬁﬂgs %moﬁﬁﬁhﬂ‘ﬁM8 represent methyl; R19 and
R20 Heticlepieneteppiperdinyly r epr esent hydrogen or d - 4al kyl
opt iQn j | V.4 Nn particular
R19Ag gép%B“%ggﬁM%@&eSggﬁ eﬁﬁl@%@é%dm hydr ogen,

met H\f represaytd pbsayd sustitutgbwith fo«dRY. each i ndependent |y

represent hydrogen or Ar2; in particular R21 and 10

R22 each independently represent, hydrogen or
et Iﬁl?fﬂ%‘ﬂ’?ﬂ;a"@ mgﬁ%lcmqéa‘?f#r@ﬁdependent ly represent
hydmdgérrar Het4; in particular R23 and R24 each

i nd n e v dr )r piperidinyl; Het2
repﬁggee‘%g%‘h#r%ar%h Pl&?@ﬂbag%@fag%?glggesent s nor phol i nyl ;
15 Rétrepreseptses@niakkypiip paitigulaymethal;l represents phenyl

subsBiLib&e i -4al kyl; and Are represents phenyl
subst4irt%+t ed Svm}{dﬁbggl’- 4al kélRﬁlR]l;' A conpound accordjn

g .
to & aepiesents hydeqeenhalo,> s GraalkylxyRor Cemliod ciprparticular
QA - felriprbsentsm@BYT b, dethBxyhhor, clferor@Dr&EENt s a

ﬁ‘yaﬁ%géﬁi'esenis%y%?ofg%h cubar methyl .. F3, represents
e

R'" and R'? each independently represent hydrogen, Ci4alkyl or C;4alkylcarbonyl.

13. A compound as claimed in claim 1 wherein the compound is selected from the

group consisting of;
2,3-dihydro-N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-2-yl]-1,4-benzodioxin-
2-carboxamide,
N-[(1R,3S)-5-hydroxytricyclo[3.3.1.1*"]dec-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,



R4 represents hydrogen, halo, -NR11R12, d -4al kyl oxy-,
or C-4alkyl; in particular 25 R4 represents nethyl,

we@tdvglo246et hoxy, fluor, chloro or bronp; R5 repCBERINS054197

hydrogen or hydroxy; in parti 4;” ar hydroxy; and R11
and R12 each i ndependently ré% "esent hydrogen,

d -4al kyl or d -4al kyl carbonyl. 13. A conpound as
claimed in claim1 wherein the conpound is sel ected

- (3)5-dheetBilplnotp)- N LR, 38 )- Sty dfoxy Ricgclofd. 1y d -G dét-p4y1-

gmgthp{%/mo&%mlldgycl 0[ 3.3.1.137] dec-2-yl]-1, 4- benzodi ox
|M~[(IR 19 Bhydrokydscyde]3[3( L1R]&c-2-yl]-3-methyl-2-benzofuran-
ﬁ(g%z,gj({woxytrl cycl o[ 3.3.1.137] dec- 2- yI] 2-met hyl -2-(2

§;4gﬂw¢erefx{w¥ 3y S fromgiieyaam Hed- Ades- 3584 ymzansyap-
NRirbyapi1860xy) - propanam de, WO 2006/ 024627

U oS R eroR Y GBS Rl tie g P e iy

%mﬁyybro@ammﬂa,m de, N [(1 R3

45(:H13696 Qﬁé@@ﬁ%h%ij 1\?[&533%)15160 2-yl]-3-nethyl -2-be

furan car Rydro-N-[ (1 R 3
S)letbanwldfmwmmovwdp@ 314° J]Geq-ZHH Qnyztliyl “propiottaanide pyr
321%4 éhfa% ?%&ﬂ@l&ﬁm g‘}v k%j z5%: et hy' phenoxy) - N-[ (1

dr ox J -2-yl] -
2( mt 6%1 otr1cyc10[3 3.1. 1 ]dec- 2 yl] 2-methyl-
@h@éo 2 met hyl - phenoxy)-N-[ (1 R 3 S)-5-

g@ 3(? Ip qng Y)g&la[méé g %lygrogﬁymcyclo[ﬁlaﬁ]g ) yl]yI ]
Z—ﬁlét}@hpmpmnammwl phenoxy) N[(1 R3S)-5
(ﬁ éﬂ’g‘i’%ﬁ'sa@ﬁ%yﬁ}{f S5t it IO%B&ﬂal%yal)Bi?’l&]&ec]@yﬁl

2((3 ﬁnﬂh@rﬁmﬁm'l nhqr(oxy)%p@plonamde
3)'{@Rwrﬁﬂiﬂm&ﬁ%g&lh&o&lc}%ﬂggq .27 Met-2-y1]-2-methyl-

8'5(35“ H‘E{“H Ya}%eﬂ%YSmr?m ﬂ?=not ricyclo[3.3.1.13 ]de
N-PAR,IS)-Rarmiiokidyc{1.3.1.1> 7]dec-2-y1]-2-(2-chloro-phenoxy)-2-methy1-
-trifl uoromet hyl - phenoxy) - propi onamde, N [(1 R
B ]ﬁlg’nesul fonyl am notr| cycl o[ 3.3.1.13" ] dec- 2- yI]
N-HERBE)-5-@mirdtriayeiof 3.8.3r 151 eee 2ty o Pramesixg2- (2 wifluorrandtid-

[ é&gly)% daré gm 7: .r2I C).?i(:lcgl or o- phenoxy) - 2- met hyl -
PP RS anqsllfﬂglpimmnoglosybﬁ 3k Inolde¢-épik % methyl-
[23(33tr1¥1u6€mﬂe@|1€5i1p%eﬂd )P an¥ille,2- (2-trifluoronmethyl -

R LR S S 1 1511 dec-2-y1) 2
pmp1b1yylamﬁm§l1ﬁ1cy¢lb[3f3 uotGaehaba -cpttergbiycid@r opi onam de,
N-[(1R,38)-5-aminotricyclo[3.3.1.1>"]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-oxo0-
pyrrolidin-1-yl)tricyclo[3.3.1.1%]dec-2-yl]]-propionamide,
2-(3-Bromo-phenoxy)-2-methyl-N-[(1R,3S)-5-(2-0x0-0xazolidin-3-y])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>7]-
dec-2-yl]-2-methyl-propionamide.
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(3 R 5 9)-4- [2-(4-Chloro-2-nethyl-

propi onylam no] tricyclo [ 3.3 1
( PCT/EP2005/054197

S)-5-aminotricyclo [3.3.1.13' %é}l C-

- 2-(4-chl oro- 2- net hyl - phenoxy 2- et hyl - pr opi onam de,

2- (4-Chl or o- 2- net hyl - phenoxy)-2-nmethyl -N-[ (1 R 3

S)-5-(3-nmethyl -2-oxo- pyrrolidin-1-yl)tricyclo |

3.3.1.13 7 ]dec-2 -yl] ] -propionam de,

49 2 ARG o FOR b  Ppamapeuiogly aggsptable carrir
7] deod, s -ay11\]e 1}1g1=e;1m‘p jap effactde, 1 1-HSD1 inhibitory amount of a compound
2
( é ﬁés‘& anesu g%%/logl?nfa%st irqlwg%;cl o [3.3.1.137]-
dec 2- yI ] - 2- met hyl - pr opi onam de, or
215( I HOCO% f Bﬁ?ﬁﬁﬁfg’i phiriadedfical composmon as defined in claim 14,
Su

o SHGHPAe e DB SHS RSy S G OB dsimately mixed
PCT M0 edtide 91713- H—S$H ihKibitérymasumbofaitérapdund as described in any
corr%gg H:lg P{MS.I sing a pharmaceutically acceptabl e

car I er as as "active ingredient, an effective

11(3- HSD1 |nh| bi tory anmount of a conpound as

485 W ERRFounE a8 RMirRGEInny ThdlofBlaind 9, 413 6,9, 18, 11%r 12 for use as a
process ‘of preparing 5 har maceut | Cal "cdnposi tion as

def MRYEFNG ¢l ai m 14, char acterized in that, a

phar maceuti cal | y accept able carrier is inti rrat el y

LX ith an t.ive.11(3-HSD1. i.nh
T T olth stmBout sreimés sy oneay clams | 0o 1 2 jrp rpafagture of a
13 niddichfentdfor me}nnng'phtlaﬂo gibsasseclated wathyexoess coftisel farmation such
, 12§
%ﬁgoi ex?mgl% oﬂegltzr]t%abgiest esfr?]% dé‘fac'tgd @gfdﬁ)g%%ﬁo ﬁis?%es
1 tdemsnﬁlaa comtlmmkamrgms S@ﬁss@andﬁauwmacarrent for
treating pathol ogi es associated with excess cortisol

fornati gn such s fqr exampl e, sity, diabetes,
&%eﬁ‘ se y?aeplap%@&ér%ﬂlm & Ya‘?“cﬂ@@é@%i to 3% HeeAmbyhation with an
cogahfihypertemsveeapent MIhSmanilfheate dtnedicdieaifor thStredthent of

o R bl e pPesf e Bl iengb e o gent i m

t he manuf acture of a nedicanent for the treatment of

'1@5 sk 3 b &8 ﬁ&%gﬁ%&:ﬂiﬁ%{i ﬁlpérgﬁ(l;ﬂeaof BG4 1§‘ﬂ{j<apmbinatio)}1 with a

ypertenS|on ound as cl al ne
one SBICOLPTHPGHE raceptor agonist ip &rmnmfaccwe\mf gpnegicament for the

gl UgaRRtibh 6PhllcsiPMRPEIAE eﬂ&%b&hrﬂ ddi*ﬁ ZQMM é&@%&fd&eé’éfptor
a nedi canEnt for, the 25 reduc |on f undesi

r abl
ef f @BPYSIHREIAPY PMYTOF TR SOMFIBEBE ¢4 @oF Y lé%aéﬁst%’%dsls"f ers
agohaeihg iffeamapyticang o ceimponhes@t i ng some fornms of cancer,
di seases and disorders having inflamation as a
conponent .




