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1Hisoqui nolin-2-yl -derivatives having affinity for the neug qlﬁhf‘)hd%z (NK2)
recept or 0§$}§ g rrpounds are NK2-ant agoni sts and are usef ul

treat ment tH¥se di seases where an NK2-receptor is inptTREPHYSHS ke
asthma and a CNS-di sease. These novel 3, 4-di hydro-

1Hisoqui nolin-2-yl-derivatives are capable of penetrating the blood brain
barrier 3ddihjdrotiigiquirlinsEiLderivativesat i ng a variety of CNS di seases.
Background of the invention Three tachykinins, Substance P (SP), neurokinin
A (NKA) and neurokinin B (NKB) are 15 widely distributed throughout the
per i pher pleldPdekne St ddionner vous systems. The biol ogi cal effects of these
‘neuropeptides are carried out via binding to their preferred receptors,

NK1, NK2 and NK3 éGuard S. and Watson, S. P. Neurochem Int. 1991, 18,
149) . 5 Subkg seswom Sduo§pﬂhaypremnghmsentwhf belbhy thon hénesl Nifassr e€ epdailydrovher eas

NKA and ? ef e | al | nd,, NK3 or r espectl veI y.
The sel eh%l V%H}lglslgofyl’ é KB’@S Hﬁlfl%%g “5’3“&‘*[‘)1 Issepter; h
recept ormnm@nﬂ@ﬁe@ﬂ&@hhﬁa@o&ﬁt@ﬁh@mdlsbﬂl Hﬁﬁ@ |t1'eathnt 8f ke dﬁ%égﬁ%@e aﬂzRgv

1994, 4 No. 4, 551 plus Bremer, A al . Eur JPhar macol
143). T ﬂF‘é‘é‘forr ’éc’éfﬁ?tl’ﬁﬁte§ dﬂ@y@%@nb@dng CENS-ﬂh:eaS@r Fhesee noved ohmddrydrcecept or

super f V.9 e |ou e nlce rats
o0 hunaLisbaBRRR4A difGakivel) A0 p e 1 bAUEAERE I Bioot] traith it S 51
and nef ahanmeeummnmeau@aﬁnietw@mm disfeas‘ekle tachykinin recept ors

i nfluences a broad array of biological actions, including pain

transm ssion, vasodilation, snpboth nuscle contraction, secretion of saliva,

bronchomtgf.é,ﬁ;d mhemehﬁﬁﬁ' on of the imune system (inflammatory pain),
neurogeni ¢ i nflammtion and neurotransm ssion (Pat acchini, R et Mggi,

C. A. Eur JPharmacol. 2001, 30 429, 13; Longnore, J. et aI Can JPhysi ol
Phar mac d aI s of the Future
1997, 2?‘“ & Behyiing, T Qs e R @%&e’i‘%‘)“’k’fr‘“% (&&%‘@o@d Wsh SBNKB) are
PCT/ DKO2¢iQ01958istriBufSA RERSEA&R 1R pifheF GRAR!RAGal b stbﬁ;ss?H@Wﬂﬁ& ical
controversial. The receptor is generally expresse | ow armunts I'n CNS,

and aut Gf&Rets o thgse neurepentides at pewicdaiut ath hmdmg mhﬁka)reﬁeaﬂeda poeptors, NK he
PRy st ogy? RENICEROUah 3 AR eBU S 8. NPl BITBI . Suehecot or
nMRNA i n cﬁsmnsmgmstruffmw Fur ahe \NK& Ge€upors, r\ﬂidﬂéﬂs K A 2 VIEB Hiked ﬁx'éferelﬂfah?rfen
Rlleﬂfggglng L@{.@ 1288'[ an%%pgptogg,)%és%eglrlfglyc %h%bsreaﬁlc:tlglggg gt)“< th(eBe?lrgligén%us I\1/|1gea;[1dsafor
20  their respective receptors are not absolute (reviewed in Regoli, D. et al. Pharmacol. Rev.
1994, 46, No. 4, 551 plus Bremer, A. A. et al. Eur J Pharmacol 2001, 423, 143). The three
receptor subtypes belong to the G-protein-coupled receptor super family and have been
cloned in various species including mice, rats and humans (Giardina, G. A. M. et al. Drugs
of the Future 1997, 22, 1235 and references herein).
25
Activation of the tachykinin receptors influences a broad amray of biological actions,
including pain transmission, vasodilation, smooth muscle contraction, secretion of saliva,
bronchoconstriction, activation of the immune system (inflammatory pain), neurogenic
inflammation and neurotransmission (Patacchini, R. et Maggi, C.A. Eur J Pharmacol. 2001,
30 429, 13; Longmore, J. et al. Can J Physiol Pharmacol 1997, 75, 612; Giardina, G. A. M. et
al. Drugs of the Future 1997, 22, 1235 and references herein).




Up-regul ation of the preprotachykinin (PPT) genes and nmRNAs 5f;pf, l_johg

neur oki %@1"%&? ors occurs both in animal nodels of disease | scher, A
t al. J in Thvest 1996, 98, 2284) and 10 i nhuman di seBEHUKOZMER 45
asthma (Adcock, 1. M et al. JMl Endockrino 1993, 11, 1). NK antagonists
have been and are under investigations™for the treatnment of a vast anount
of - bot HEXpS skl GitNKI2 saveptpmsiin plhamalis shinsssdmecontrdversiah Gheateepios i€ bérdidl

studi es have bge er f or ned assess the invol venent of NK1 and N

recept or?pﬁﬁﬁ?dglt"l%ﬁpﬁﬂmg i e qworsfiographisstudigschaye dailedotoashemelNE 2and/ or
depr essirefeptds i iR hunfan bElin.oA redRaYE9ARAIRERL R Yol Qﬂ%}eﬁ% 42! sh,
D M et alpie Psychophar macol OES/ 1995, 121, 18%; ngop%rlﬁa , N. E’Xeaét?(;ng%%

Neur oph 3Rk sludiy howoer, 189, retenl@t aRipaidble edpresslonedf NK2meceptdt SIRNARS 1999,

20, 485.:.. 3 ina, .G A M .et. al. ugs.,of the Future 1997, 22, 1235,
2oy 1 57 Harioltt RLRE Braisroptong dhetiding candite' Bl s (HBROARBUS AHbiEiASt o
Wi || be nigafaul ceiebial etdx{Befdaid) M LAt NaGofki Y&k 2G0Ty 309f25hr ai n di sorders

i ncl udi ng depression, nmanic depression, bipolar disorder, dysthyma, m xed
- anxi ety depression, generalised anxiety disorder, social anxiety disorder,

pani c q ' Kisf ' S ,Sorder. obsessive
conpul si e}%ﬁ%acgfrage%?,ﬁg é?ﬁrgtggl{‘yr essldlg%bls%gl %séén%r%%g ¥ ?rd‘§P89 lﬁﬁ?ﬁﬁl} Rpgpptors
dysphor ioccuts dottdiaranine yddelsi of diseask (Hischér gt el diis Haes 1996288, 2284) g
Par kj nson,s di sease, adjustpent djsorders, pain, enesis, nigraine,

epi | é‘gsilﬁ}lumg}sf’ﬁ% Sﬁéﬂ ﬁﬁé%@%‘bgo‘\ﬁa WaMolfndosino lpﬂﬂ?aé\le]f),-

peri pheral diseases such as inflammation, inflamuatory bowel disease,

hypertension, arthritis, cardiovascular diseases, neuritis, neuralgia,
ur t i car iNIE antagomists havecleen god areginderiestizhticlis fecthe sreatimeht obmyast ambhstrogy

ul monag r nd.carcinonmg./ tumyral grow h .al so be addressed by
RIKZ ant géf)hn?:lsl\l[sg rgéﬁglﬁgdsp% © lsﬁf‘sseé'rgs’é‘émﬁ%tgamgi‘%q?iﬁmd%l}i“W@sbeGF t he
gener al pefAbibkédtolasddth YheZQIve it GINDI BRPNRE el d 024 RRARRI0R Nl SidRIulutiBn! S
hydrogen or nethyl, and Gis NH or CH2. The di hydroxy conpounds are

descti b@§ dissagssiishted/to gnxiesyliandiosrdepreggion éarchaheGd Bl hBsyyoplommaceidsy, ar e

i nt ' i Byq. 50 f the dihyd ds.. .5 ,
there 2001038, 241 MBS M G bk 25y onh i Pogp 08 12 TRE il N RS
r ecept oml. N&eopimrracdloghB0000BON1 4133 m@m“&k,eNoM.e&mengtSIeﬁpsqs%t 20,

I nventign i%_to_ praovi de conpounds that are antagonists at the N
r ecept 0?1_85;; iardina, G. A. M. et al. Drugs of the Future 1997, 22, 1235, and references in these).

20 These studies indicate that NK2 antagonists will be useful in treating or preventing a variety
of brain disorders including depression, manic depression, bipolar disorder, dysthymia,
mixed anxiety depression, generalised anxiety disorder, social anxiety disorder, panic
anxiety disorder, post traumatic stress disorder, obsessive compulsive disorder, acute stress
disorder, phobia, pre-menstrual dysphoric disorder, psychosis, and Huntington’s disease as

25 well as Parkinson’s disease, adjustment disorders, pain, emesis, migraine, epilepsia, obesity,
asthma and cerebrovascular disease. However, peripheral diseases such as inflammation,
inflammatory bowel disease, hypertension, arthritis, cardiovascular diseases, neuritis,
neuralgia, urticaria, incontinence, gastrointestinal diseases, influenza, allergy, pulmonary
allergy and carcinoma / tamural growth may also be addressed by NK2 antagonists.

30
US 3,994,891 discloses tetrahydroisoquinolines of the general formula




A further objective of the present invention is to provide gqg%%ﬂéis W th

such aCt\;véiof;)bfﬁ@ whi ch have inproved solubility, metaboljc stability and/or

bi oavai | abiTTt1y conpared to prior 15 art conpounds. ACCB?HPH&?/%SSSE he

present invention relates to novel corrg)ounds of formula | R8a Rob Rl R2 | 7

July 2006 WO 03/051869 PCT/ DK02/0085874 wherein R is a group R ICO,

R'CS-, RS-, R'0CO, R8O or R'COCRL2R13- wherein R' is Cl.12-alkyl,

C2. 6- al kenyl , C2.6-al kynyl ,NC3_s-cycl oal kyl, C3.s-cycloal kyl-Cl _6-al kyl, 5

aryl, aryl-Cl-6-al kyl, \hetefoaryl, heteroaryl-d.6-al kyl,

- tetrahydropyranyl, 1,2,874-tetrahydronaphtal enyl, or 4H benzo[1, 3] di oxi nyl

optionally substituted th hal ogen wherein each of said Cl-6-al kyl, aryl,

het eroaryl and C3_s- oal kyl groups independently are unsubstituted or

substi tut,edow th onefor rigre substituents selected fromthe group

conprising ha t\6-al kyl, Cl1.6-al koxy, aryl-C . 6-al koxy,

Cl. 6-al kyl sul | and 10 aryl oxy wherein said aryl and aryl oxy

i ndependelﬁ) ‘ mQsubstituted or substituted with one or nore hal ogen,

and R12 @d R13 independently are hydrogen or C _6-alkyl; or R is a group

"R14R15NCO-, R14R15NCS-, wherein R14 and R15 are independently hydrogen,

a _6-al kyl, C2.6-al kenyl, C2.6-al kynyl, C3_s-cycl oal kyl,

C3. s- cyovlwatiyR iChydrogtik gt metinyy,| ardr G i@ VB -2l CI2.alhey Hihyddory @otpdasds &t sai d

~d.6-alkyl,. aryl g.nd. C3 S_c@éd oal kyl %ﬁ%{ps 15 i ndependently are, .
unsubst i9e8Ibad 35 eleHie Reediian (vhersas e disthoxy samppunds are injenmediates inr om

t he. grouﬁeﬁﬁﬂﬁﬁétﬁfelwtﬁ@hiﬁg@&x IPAﬁGLﬁIHL‘.yl and Cl1. 6-al koxy, or Rl14 and

R15t ogether with the Na om¥o Ich they are linked, forma pyrrolidinyl,

pi peridi nyl or perhydroazepinyl group; 20 R2 is sel ected from hydrogen,

trifluor and.Cl . 6-al kyl: R3- 7 R7b, .Rse an b are

i ndepené-gér';g?%’r}y ‘Jgg fse%ﬁl%?geg?roqﬁ"ﬁb@pwﬁd tﬁgl %%@?P?g%%?},tﬁe ﬁ@fr@g:ep@i 6- al kyl ,
C2_6-al kenyl, C2.6-al kynyl, C3_s-cycloal kyl, C3_s-cycloal kyl -d _6-al kyl,
am no, Cl.6-al kyl am no, di-(CL.6-al kyl)am no, CI.6-alkyl carbonyl, ‘
ami nocarpsrpary ofghelnwentiony| ani nocar bonyl , di - (Cl_6-al kyl ) ani nocar bonyl ,
Cl _6-al koxy, Cl.6-al kylthio, hydroxy, trifluoronethyl,
trifluoronethylsul fonyl and Cl. 6-al kyl sul fonyl ;

10 The objective of the present invention is fo provide compounds that are antagonists at the

NK2 receptor.

A further objective of the present invention is to provide compounds with such activities

which have improved solubility, metabolic stability and/or bioavailability compared to prior

15 art compounds.

Accordingly, the present invention relates to novel compounds of formula I

Rsa R®




mis 2-6; 30 R9 is benzyl, benzoyl, 2,3-dihydrobenzofuranyl e 5ppe- or

bi cycli ryl_or heteroaryl wherein each benzyl, benzoyl, ar or
heteroa(ri@&o%ﬁlf‘@nal ly is substituted with one or nore E@PKK’H@W’S

sel ected from hal ogen, cyano, nitro, C}-6-al kyl, C2.6-alkenyl,

C2. 6-al kynyl, G s-cycloal kyl, C3.s-cycCloal kyl -Cl1_6-al kyl, am no,
Cl. 6- al kyhemginno, di - (CL. 6-al kyl)am no, 7 July 2006 WD 03/051869
PCT/ DKO2/ 00858 5 Cl-6-al kyl carbonyl, am nocarbonyl

Cl S-al kyl am nocar bonyl, di-(Cl-6-al kyl)am nocarbonyl, Cl _6-al koxy,

C1- 6- al kil it hi POy, plifkf | ek Mo, dici dpam oreb 06 opet hyl  and
trifl uo%ﬁ%?h@?gﬁﬁ?ﬁ?l ’;RSC ’i%m%?z ’I\Br Hgﬁo;ﬂﬁ%{?e?ﬁ F? gl‘e‘g’ﬁérg}& rom
A = A A Y i e e R et

-3-cycl qal kyl -3-cycl oa -Cl-6-al L cyl, amng, -'6- al kyl am no, di-
(G - 6§ al“&lat ) amaﬂfd%er%@/lm kyL@éFOWLyI , a}%ﬁ?r)éw&%mﬁw,h tetrahydropyranyl,

Cl- 6- al kyl auieeandesidphtaledyl, sP4lBeR a5 idAHIDEBAAR Wbstited il
Cl S-al kyl thio, hydroxy, 4 rlyfl uoromatoﬁy’l '?dl ’ﬁﬁ %oro%bf?&ﬁ%@o% W
t ri f 1 uorgieetinereiypf srigl Cisealigyloanyl, MEBOROAIMdBer-eyoloalid0d greups liydbpendmtiyr
Cl -6-al 5 s Cl,. 6-al kyl., a group - 6 wherein R16 i,s hydrogen
or Ci- éi’%rl&&}ﬁ)s ﬁﬁ’edagg o) S‘tu%%ﬁ?:‘?% OVH'E’F%%}%“F"%WW‘@ Bk : ly are
sel ect edofuprising haltsgeae T g-atkyG! @t@dl&)ﬂ{, QEY I -dakekyRI( LaM0R4MBAy k) dnae
nitrogen to whi ch,the,g are attached 15 forma pi perl_él nyl, piperazinyl or
mor phbl iPRXPXY Whevedn said and asdseylpey independentby anei yngnbsiiteted on syistituted withs
unsubst ishibe Lyt i i : _ .ogejiher with
t he car t())on t gﬁ%llhgﬁg%e%}ﬁg ea}éﬁ ac@géﬂeﬁ g%l@&w@ﬁ%@@f&%ﬁ(g}, 023 dtfed
from t herawoR)‘RIGNSIO-siRIGR1 RSz, whein W'*: ARl R'® ard Sinddpedlierdly Wpavope) Q i s
t he carhon Tkh r%pl wilth {h@ pigeridi ne ringi so_that said cyclic structure
1-6-alkyl, Cg-alkenyl, Cyg-alkynyl, Cis-cycloalkyl, C;s-cycloalkyl-Cs-alkyl, aryl or
aryl-Cy¢-alkyl, wherein each of said Cjg-alkyl, aryl and Cig-cycloalkyl groups
15 independently are unsubstituted or substituted with one or more substituents selected from
‘the group comprising halogen, Cj.s-alkyl and C,¢-alkoxy, or R'* and R"® together with the
N-atom to which they are linked, form a pyrrolidinyl, piperidinyl or perhydroazepinyl

group;
20 R?is selected from hydrogen, trifluoromethyl and C,_g-alkyl;

R3-RS, R™ R™ R® and R® are independently selected from hydrogen, halogen, cyano,
ntro, Cyg-alkyl, Cys-alkenyl, Ci¢-alkynyl, Cig-cycloalkyl, Cjg-cycloalkyl-C;¢-alkyl,
amino, Ci¢-alkylamino, di-(C,.¢-alkyl)amino, C,.c-alkylcarbonyl, aminocarbonyl,

25 Cg-alkylaminocarbonyl, di-(C;¢-alkyl)aminocarbonyl, Cis-alkoxy, C;¢-alkylthio,
hydroxy, trifluoromethyl, triﬂuoromethylsﬁlfonyl and C,-alkylsulfonyl;

m is 2-6;

30 R’ is benzyl, benzoyl, 2,3-dihydrobenzofuranyl or mono- or bicyclic aryl or heteroaryl
wherein each benzyl, benzoyl, aryl or heteroaryl optionally is substituted with one or more
substituents sclected from halogen, cyano, nitro, Cis-alkyl, Cys-alkenyl, C,s-alkynyl,
Cas-cycloalkyl, - Cs.g-cycloalkyl-Cy.¢-alkyl, amino, C).c-alkylamino, di-(C,¢-alkyl)amino,




together with said piperidine ring forma spiro structure; ampg,hodsly 2006
WO 03/ 051869 PCT/ DK02/ 00858 6 X, Y, and Z are independent Hosen fromO;
C NR19; CRESRIMBG 0" and a bond; wherein R19 is sel ect e’EF?’%BH%’W@ﬁ ogen,
Cl.6-al kyl, C2-6-al kenyl, Cz_6- al kynyl ., C3_9-cycl oal kyl ,

C3_8-cycl oal kyl - C1. 6-al kyl, trifluoromethyl, acyl, thi oacyl and

trifl uor@yyeilioylbabbia Hthinobirb6ikA, C Efrﬁ’ﬁtfbaﬁ%ﬁ 2 a?&fl@
wherein e |smC’:11 6- a)qu C2. gﬂsgl kle'%il/llky 5 Ryngl?&z%gﬁgm% (foa

C3_5- cy Flearlkg¥yL. CTi salivkl}lu dydaxy, tnﬂnormghyh claﬂgmompthyazmmammyl amd
R21R22N I\e,ﬁw ;. and R22 are independently hydrogen, Cl.6-alkyl,

C2. 6-al keny? - hyl C3. 3-cycl oal kyl, C3.8-cycl oal kyl -d . 6-al kyI, or
aryl, wherein sald aryl is unsubstituted or substituted with one or nore
substit ted from Cl-6-al kyl or halogen; or R21 and R22 toget her
wth ?h«Lﬁ (g’tlg g‘\i\,hi ch they are linked, forma 10 pyrrolidinyl,

pi peridi nyl or perhydroazepi nyl group; R23 and R24 are independently

sel ected from hydrogen, hal ogen, cyano, nitro, CL.6-alkyl, C2.6-al kenyl,

C2-6-al Wiah .fs—wim_tedafrm hydroert-Iujegenatyarbs @trd)- G datkyl, ?%Lalk%nyl

et eroa er el sal I S unsu 1t ut or substjtute W t one or
nor e sut%t"l %X{ ST °é‘§‘>’¥ S(fiyc gﬁ}’i(ﬁl G‘Bﬁ(yhala(‘j‘@j%‘?r s Hylamino, - di-

- C1-6- al K¢} aaikyDamiho, grcquspa 1V\h§mﬁioem8&5yland: Ra %nbwﬁ&@ndeﬂf ly

sel ected from Cl1. 6-al % Cl - 6-al kyl car bonyl, am nocar b
Cl. 61% KQlammaaamearypnyld. ( Eisailkeixiry | Camiahoyithiopo rhyﬂxoxyﬂlmﬁllldmmythyl

Cl. 6- al fl § | f d C1

o al kylapben L Huiaerkf, GBI AR g ot NE G NIRRTy ar o
i nked, hwagemor Oy.t-aldyl sadRF, is mlgaukﬂl mg&oupp@dww*ﬁwahwf isOhydigenng! i nyl
group, Q ;ﬁé’: and R24 toget her i oxo; ,and n is or 2; provided that
no nor e ‘4z B LD CENR R' nﬁf}‘eﬁén R ﬁ@th mamdpmtbvmwimmt fremo

L0 ey o PR Gy R B U AP, 2

R27 1% Hiywr ageperidityd) pmemzmgyanmorphdlmpl wheréin ahidy]!nper‘iEnﬁ piﬁeﬁﬁn‘iyl and

C2.6-al k C3. g-cycl oal ky] 25 C-6-al k
Cl- 6- al E%%%‘}'wgﬁwns "(fﬁ&ﬁ&h%ﬂmte‘tﬁ’“@aeﬁ:ll@ar% nocar bonyI di -

(CL. 6-al kyl ) am nocar bonyl Cl_6-al koxy, CI1.6-al kylthi o, hydroxy,
trifluorongt hyI di fl uoronethyl, fluoromethyl, trifluoromnethylsulfonyl

Cl. 6- al F@lesmnﬂdhyItomenmﬂrtha cgrboupto WIFRES B29 and ettashad Rt argclR2Snatere
|ndepend tI‘¥1¢rsel ct ed fromn%ﬁdrogen and Cl-6-al kyl or R28 and R29

t oget hEIS P PR R BB P BT RARC h they are linked, forma pyrrolidinyl, 30
pi pego di nyl, perhydroazepi nyl or norpholinyl group; provided that only one
of Al, A2, A3

Y/ZIN A2 I‘EQ./\: © \

[ 1 -~

X< Q' A4’/'A3 ©/ I\LQ?:ZO
1) 2) 3)

Ji§

oAy

-
4)

25 wherein Q’ 1s the carbon shared with the p_iperidine ring, so that said cyclic structure

together with said piperidine ring form a spiro structure; and




and A4 may be N, and the dotted line emanating fromQis a bepdphen Qis
C, and ngo _bond Wnen Qis CR1IO or N, 7 July 2006 7 or a harma eutlcally
accept ab¥2 "4 §%%hddi tion salt thereof. In one aspect of PREDEPHUS

invention, there is provided a pharnacgutical conposition conpr|3|ng a

conmpound of the invention in a t herapetitically effective anount together

Wi th 5 oXigYpandiBrage jHdapetrestl claakbh YroRCOSNREDICRERYT S@)S afd a%huewh&eml n
anot her agpect of the present invention, there is prOV|d ed a use of

corrpounoRof st ﬁ%le"t‘i’%féfﬁ’ﬂl Bydregsn, + Gies-aHerly f Coostalkenyby Cas-p}ké{nﬁhc@m-vmalkyl

t { t
0Bt ai T Bl o881 Wiflho ey oo hlsieyt dha HRubishi R iBRYEHPR V! BT
R' are ps e:i egrahpyR &OﬁctlézaODO}nbﬂ R¥scal kwherelnDRéO ipref.saikey Cls_&ked)liy I,

and erre 15 In one_enb nment the rgsent invention

rel ates (P g??ﬁdi?ﬁl’i’% lﬂ)(%er%rsr?y@o Y&&Oa&%@r RY L ff Il%igstsogetgl FF&PV w:th

the car tI@%RPNOMjU &VR*‘R@N@J-ewﬁE{eﬁPR@daﬁd%m Hideg@db&t S;ﬁh&&&gg ‘i‘ﬂ -allllg(Y,' z A
on t t

VA2 | X~Q Adi A3 20 whereln
pi peri dl(ﬁ:es alkml a5~ al 1,5@;3- aalclml%lblh €3$-cyulmalkyrié31t5€ajiejﬂher anyl, twheseih daid

di t d tl
Chbsen. 18 RSB B s i o Br Rt itk rerbordl romy Cor ARG
hydr ogemaidgbnﬁoalfﬂfImdcnzzaogbthanwlth 5. ﬁ-aaérhytaybvmcﬁ?»ﬂéy%hﬂad dylformZ%
C3.8-cycl oal kyl -C, _6-al kyl, trifluoromethyl ,thioacyl an
tri f Fuormymefidipyh piesidiny! opperkydroazepinyl gmnpRﬁzm @’ armda@@delﬁly RIEGBEO

wher ei n f?’éQ] dis Wi yl I,
C3. 8-cyc oa;hiyl keé?zlgiogﬁ{ cPfQ(?)or, %é.t?(%}:@ allkyl!él(gzzl agkég{yk(?@&f alk%i%z%@éﬁﬁlw
R21R22 N@S—g—cmmaﬁdthIRZ 3111<":yh darf\? Hete:roaryl ndleq:randeﬂtdryl ig yﬁimﬂgﬁmte@r substithitéd |
C2. 6- al kerlﬁ 6- al s¥n}/ cc)al kl\fc 8- cycl oal kkyl -C1 - al kyI or
aryl , tione (géptge substitients se ected 1-g-alkyl or halogen, amino, C; G-alkylammo a
group NR¥R* wherein R* and R26 are independently selected from C,¢-alkyl
15 . Cig-alkylcarbonyl, aminocarbonyl, C,¢-alkylaminocarbonyl, di~C-alkyl)aminocarbonyl,
Cis-alkoxy, Cjg¢-alkylthio, hydroxy, trifluoromethyl, trifluoromethylsulfonyl and
C.¢-alkylsulfonyl or R* and R?® together with the N-atom to which they are linked, form a
pyrrolidinyl, piperidinyl, perhydroazepinyl or morpholinyl group, or R* and R* together is
oxo; and n is 0, 1 or 2; provided that no more than one of X, Y and Z may be a bond, and

20 provided that two adjacent groups X, Y or Z may not at the same time be selected from O
and S; and

A', A%, A* and A* are independently selected from N and CR*’ wherein R?’ is hydrogen,

halogen, cyano, nitro, Cy_¢-alkyl, C; ¢-alkenyl, C,.¢-alkynyl, Cs ¢-cycloalkyl, Cs g-cycloalkyl-

25  Cyg-alkyl, Cis-alkylcarbonyl, aminocarbonyl, Ci-¢-alkylaminocarbonyl, di-

. (C;¢-alkyl)aminocarbonyl, Cig-alkoxy, Cjs-alkylthio, hydroxy, trifluoromethyl,

difluoromethyl, fluoromethyl, trifluoromethylsulfonyl C.¢-alkylsulfonyl amino or a group

NR?®R? wherein R and R? are independently selected from hydrogen and C,.4-alkyl or

R and R” together with the N-atom to which they are linked, form a pyrrolidinyl,

30 piperidinyl, perhydroazepinyl or morpholinyl group; provided that only one of A, A% A3
and A may be N; and

the dotted line emanating from Q is a bond when Q is C, and no bond when Q is CR or N;




30 aryl is unsubstituted or substituted with one or nore subgﬁg@g&gts
selected fromd _6-alkyl or 7 July 2006 5 7a hal ogen; or

together with the NNatomto which they are linked, forma pyrrolidinyl,
pi peridi nyl or perhydroazepi nyl group; R23 and R24 are independently
selected from hydrogen, hal ogen, cyanD, nitro, Cl 6- al kyl , C2.6-al kenyl,
C2. 6-al ky cIoaIk cycloalkyl . 6-al kyl, aryl,
heteroar‘?lapheﬁ‘?'@rc@ftw RRGFeR é‘e qc’élq.‘iiﬁlﬂﬁ’ﬁssf*]i theresd: or substl tuted with one or
nore substituents selected from Cl. 6-al kyl or hal ogen, am no,

Cl.6-al kylam no, a group NR25R26 wherein R25 and R26 are independently

- sel ect edn bn@aﬁp@m@fdlekfybseot inR@ﬂicmntllerd:iﬂﬁrwh@dtmmmhti¢dheomp®im to which

they are linked roli ln |, erh n or
ror bhol CRPPRFBAgeRerui dRh Rvkiahip e echihbBl st P s 58 Mo
03/ 051863 BhofdhafRBafcal § et Mh&%ﬂ@ﬂﬁnao nyl,

di - (Cl.6-al kyl )am nocar bonyl, Cl-6-al koxy, C1-6-alkylth|o, hydr oxy,

trifl uoronet hyl, trifluoronethyl sul fonyl and Cl. 6-al kyl sul fonyl or R23 and

o gﬁ%ﬁ%ﬁ@f Iagpe%(%tgggges&t 11§ve?1t1 re IS rpd'gwge@ a gge d&’t tmqougg gf Ehh at no nore

t han on Be 2 Bon rovi djacent

gr oups Xpvetigt foZthmyamxﬁcume ofb(ph@r&t&eﬁticﬁppreﬁarmnﬁﬁk deitedthéoor and S, and
, are_independently selected from N and CR27 wherein R27 is

hydr ogeﬁlsorq% & RENtRY BERYOUSSYEICBL  C1. 6-al kyl, C2.6-al kenyl, C2_6-al kynyl,

C3. 5cycl oal kyl, C3_5-cycloal kyl'- d .6-al kyl, am no, a group NR28R29

wherein R28 and R29 are independently sel ect ed from 10 hydrogen and

Cv6- al kPetailedBRBcrdpdén Phetlogattivmr with the NNatomto which they are

linked, forma pyrrolidinyl, piperidinyl, perhydr oazepi nyl or rmr phol i nyl

. group, . G=al kyl car bony n 1ar hon 6 aI Kk nm_nQqca

OUD. e S0 PR hernc P90 O e SR L nE R Y

tr| f 1 uopefaiddyd.s- aﬂlk)ﬂ mr@m?m&md‘djwﬁmﬂet hyl , tr| f I uor onet hyl sul fonyl or
Cl.6-al kyl sul fonyl; provided that only one of A", A2, A3 and A4 15 maybe

N. 1§ a preferred enbodi ment, the present invention relates to such

conpoun ns: X
s oxyggﬁo .biddgn e Pty BB S4B ST SRATRABY I, BOUBRIEAETS

i s oxygBAandRi Sto@dlﬂitﬂmﬂ’l the carbbo tdwhicH theyiase a(hcwﬁﬁﬁlhblé(ydm@ﬁﬁ&a%ﬁr yis a
bond and Z is NR19; Xis CO Y is a bond and Z is NR19; X is

z Al

B

1

X\Q' ~a 4¢A3
1),

20 wherein Q’ is the carbon shared with the piperidine ring, so that said bicyclic structure

‘together with said piperidine ring form a spiro structure; and

X, Y and Z are independently chosen from O; NR'®; CR®R* and S(O), wherein R" is
selected from hydrogen, Clg-alkyl, Cig-alkenyl, Cps-alkynyl, Cs.s-cycloalkyl,

25 - Cyg-cycloalkyl-Ci.¢-alkyl, trifluoromethyl, acyl, thicacyl and trifluoromethylsulfonyl, or R"
is a group R¥S0,-, R®0CO- or R¥SCO- wherein R¥ is Cis-alkyl, Cj.¢-alkenyl,
Cog-alkynyl, Csg-cycloalkyl, Cjg-cycloalkyl-Cig-alkyl or aryl, or R is a - group
R*'R®NCO-, R¥R¥NCS-, wherein R* and RZ are independently hydrogen, C;.s-alkyl,
Cys-alkenyl, Cye-alkynyl, Css-cycloalkyl, Csg-cycloalkyl-Cyg-alkyl or aryl, wherein said

30 aryl is unsubstituted or substituted with one or more substituents selected from C;.¢-alkyl or




S2, Yis abond and Zis NR19; Xis SO Y is a bond and Z b%g@?%86 Xis
CR23R24, Yis a bond and Zis S; Xis CRRZ3R24, Y is a bond an is SO X s
CR23R24, Y is a bond and Z is 502; wherein R19 is hydrogen, acetyl or

met hyl sul fonyl and R23 and R24 are independently selected from hydrogen,
met hyl, isobutyl, cyclohexyl and 4-fl garophenyl. 25 In another preferred
enbodi nent, the present hnven%ion_relates to such_  conpounds. wherein

- X- Y- Z- HERPEPNEF K oratfaRgr Waphere Mtk g Nradom toovbishathey are likogRtamon
- CRoaro BoRiny, pYARE S Difhydrar i Lo k) LAt indepetitfi etected )

or met hyfiguhfdnogen, hylogemdyRRS nitreg (R2-4lkai,eC30alkengt (2nedkyplyl, Gatoycloelltyl,r om
hydr oge met i-sobytyl , .cycl ohexyl. and 4-fl uor opheny] . In another

oY of orr G eItk apylck St B i s Shrghbtvied obSiad
wher es N wifiBodcSorth@e shRifuiiaeRbRd Rdh C%e-%mgﬂ,aﬁﬂino e LAk y18mEHoQH P
NR28R29 wherein, 28 and R29 7 July 200 03/ 051869 PCT/ DKO2/ 00858 9 are
i ndependseun YRE® e sthersirt RorandyRTT s indgprndentls seledtsd from GesalkyldorrRS andget her
wi th the,h; m._{. iGh. th r.e Linked,.§o0 a_pyrrolidinyl 13

ot por di by 1 i BB ¥ sk e ins P o Blafondiblbiescidipghy
‘am nocarpethydtoazépingd- aldty| anbmasiaiydonygroupdi - ( Chlllqttonly), amapfsaiakonyl,

Cl _6-al koxy, hydroxy, trifluoronethyl, difluoronethyl, 5 fluoronethyl,
trifluoronethylsulfonyl or C,.6-alkylsulfonyl. In another preferred
enbodi nent, the present invention relates to such conpounds wherein Al,
A2, A3 and A4 are independently selected from CR27 wherein R27 is as
defined above. 10 In a nore preferred enbodi nent, the present invention
relates to such conpounds wherein bicyclic structure described above is
selected fromthe group conprising: a) b) c) R27... 15 wherein R19' is
acetyl or nethylsulfonyl, R23" is hydrogen or nethyl, R27' is hydrogen or
fluoro, R27" is hydrogen, fluoro, nmethyl or isopropyl, R27". is hydrogen,
fluoro or tifluoronethyl. In another enbodinent, the present invention
relates to such conpounds wherein R9 and R10O 20 together with the carbon
to which they are attached forma cyclic structure selected fromthe




group conprising: rN N, Q--04) 7 July 2006 WO 03/ 05186975@2@5?2/ 00858
10 Wner‘ﬁ')@ %}ﬁis t he carbon shared with the piperidine ri,ﬂ% o that said
cyclic s G together with said piperidine ring f orkf gﬁ?’?”@ssstructure
In yet anot her enbodi nent, the present,invention relates to such conpounds

wherein RO is 5 benzyl, benzoyl, 2,3-dihydrobenzofuran-7-yl or nono- or
bi cycl i cCayikylamilendoog yidi-(Beradkyl)aniabedibnzy,| , @ nzakbxy,ar@). -slkylthio,

heteroazﬁl)%drrotio al | i.S.substitute ‘mi)th one Qr nore substitﬂents

sel ecte =H§ﬁ8@ré’ ethyl, tdTuorpmethylsubionil, and, ¢1.c-dsylsulfonyb 9y R™ and R*

C2. 6- al kyspather is bR0;Sm@YGS 93 &Y2; anéd b3n& b ABEd Wbt felmbredthiy '

Cl. 6-al ky%hi no, ‘cli’i -(G _6_’- al ky’laslam' ng,’yﬁm. 6- all‘l'i(yl car bony+I}e (gfnﬁ‘k,%ggcrl %onyl ,
Cl. 6- al kpiaht adoad bedyirovidéd thal S-ceddiadentgrionpc Xy WamyZ may QoCat-the airkeXiyne

Cl _6-al kylthi droxvie.trifluoronethyl, difluoronethyl, fluoronmethyl and
triflﬁoﬁ%éﬁgr%?ﬁds‘%%gﬁ .S’f"ﬁéyet anot her enbodi nent, the present invention
rel ates to such conpounds wherein RO is 2,3-di hydrobenzofuran-7-yl, benzyl

or benzo er,ein said benzyl or benzoyl is 15 unsubstituted or
SUbst 1 sk WA TG e inGpedeaily gelesien fromal pREGRT WhoraiseR e MSrigsniTono-

or bicyg],i r rsheter ogr yl ~se fr h r i sin henyl ,
ol y1 Sgeef and il AR, R BN G AR R R AR,

- het er oarGils-adipyl, endd, \n grous NRSERY uviedeini R and BE° are independeniist dcldeesdt fom

sel ect e% from hal ggen, cyangg nitygo, Cl-6-alkyl, C2.6-al kenyl, C2.6

“al ky 1 hyesosen and |G gralipfl or 83" and K.C togsatlhey (with thg Neptop) to which dhey are linked,

' CL..6-al kghREiReolid - (Gl i vl 1

am nocar bonyl’, Clllgl%ly %PE&%‘#? %gg@%gl)g%%r’%é Pﬂf&@hgﬁgﬁ%%ﬁg&l%%%%ﬂ,

Cl1- 6- al leoxyocagiondl,al Gyst-alkylaminoyatbonyt, dir(CH atkybeminochrbonyl f | DT patkbky, |
fluoro hyl d trifluoronethy | fonyl .. In a.preferred enbodi nent, the
pr esen{r%? ‘rﬁﬁé]ﬁﬁﬂlﬁ?f rel hi“gg’qf’o. sutHeBpdtids ‘t‘-ﬂrﬂmgép’ﬂ 258%9’65‘-3&’(3#

bi cycl i GrifitidfonReny Il BHPIEGIE) o AlARH AL Gro B By U FAPAZS APGnaENy! |
i ndol 3-yl and benzi soxazol -3-yl whefein said phenyl, indol-3-yl or
benzisoxayopeN-yl optionally is substituted with one or nore substituents
sel ected from hal ogen, cyano, nitro, Cl.6-alkyl, C2.6-alkenyl, C2.c

al kynyl, C3_s-cycl oal kyl, C3.g-cycloal kyl -Cl. 6-al kyl, amino,

CL. 6- al HylagpTefered @imbbBiindht, ahék pleb@iimentibl rélatd tyduehrdoRpYindsanhaeRax pony! ,

- and Z are selected from one of the combinations: X is oxygen, Y is a bond and Z is
CR™R*; X is CR®R*, Y is a bond and Z is oxygen; X is NR", Y is a bond and Z is
20 CRPR*;Xis CR¥R*,Y is abond and Z is NR'*; X is CO, Y is a bond and Z is NR'; X is
SO,, Y is abond and Z is NR"; X is SO, Y is a bond and Z is NR'%; X is CR®R?, Y is a
bond and Z is S; X is CR®R*, Y is a bond and Z is SO; X is CR®R?, Y is a bond and Z is
SO,; wherein R" is hydrogen, acetyl or methylsulfonyl and R” and R* are independently
selected from hydrogen, methyl, isobutyl, cyclohexyl and 4-fluorophenyl.
25
In another preferred embodiment, the present invention relates to such compounds wherein
-X-Y-Z- together form a group selected from: -0-CR*R*-, -CR®*R?-0-, -NR'*-CR¥R*,
-CR¥R¥.NR"-, -CO-NR"-, -SO,NR®-, -SO-NR®-, -CR®R*.S-, -CR¥R*-S0.,
-CR¥®R*-50,-; wherein R' is hydrogen, acetyl or methylsulfonyl tyl and R* and R?* are
30 independently selected from hydrogen, methyl, isobutyl, cyclohexyl and 4-fluorophenyl.

In another preferred embodiment, the present invention relates to such compounds wherein

A3 is N or CR*” wherein R is halogen, cyano, nitro, a group NR*R* wherein R?® and R?




30 C1. 6-al kyl am nocar bonyl, di-(d _6-al kyl)am nocar bonyl , C?‘-.h@l‘ 3lokexy,
Cl 6-al W%?}Hg 9 hydr oxy, trifluoronethyl, difluoronethy] [ uoronet hyl and
trifluorOmetRPEul fonyl. 7 July 2006 WD 03/051869 PCT/ DREYPEBEYSSS 117 I n an
even nore preferred enbodi ment, the prgsent invention relates to such
conpounds wherein said optional substituents are selected fromthe group
conpr i siagirtiapagiently sfiented frommgdrgtinyhd Che-bikyyatR™ el R¥rogmRe Hitkeme N-t he
present inventi ??? rel ates f%fau%h conmpounds wherein Qis 2 CR10 wherein R10
i s sel el r ST ey, litkede fomy A pxrelidipyl, piesidiw)s, pehydreagspinyhRE0 COR3 1

~wherein ¢ Neok- I S &, UR;
~ COORL6 'ﬁ?%g?%ﬁny%%@?s% f%ygﬁb?}jwo?ﬁgg Sfﬁgéﬂ?}l’- c%ﬁﬁ%gfgm\l‘ﬂ?ea@’é’ggp RIY and
" R18 t ogdfherlipiamindsarbonyk r ogEns-tlkowni ciydrivgy aifucaomethiybd difinoramethyl,

pi per} di ' i nvl _or r phol Lnyl rein 10 said piperidinyl,
pi per%zi%o%%éwﬁé?ﬁw5%’Wﬁt§¥18§?%gﬂﬂEGbé?IFY%@g‘HW r substituted with a
G _6-alkyl. In a preferred enbodi nent, the present invention relates to

such conpounds wherein R10 is selected from hydrogen, acetyl, hydroxy, a
. group NAB@eeihen pigfrsvediombrdment, thy gresertinvention selatesi tof suchwompbyunds wheseip

wh [ 16 2i 4 - K £wah in R d R18
togtra'ta Lgrﬁéﬁﬁ[%ﬁi ﬁ%acmrgi %TF ogdé3 elfd(linéﬁf’%%a fé@@?@&’%&h@ ‘?%%@GBFB‘%di nyl or

a  4-nethyl pi perazinyl. In another preferred enbodi nent, the present

inven{ii_ﬁ rel at es. Lo sg}gh _conEounds wherein 20 mis 2,3 or 4, nore

“pref & r 8 3PpE preferrd gmbodiment dhe prese inwention relatesfosyeh compowiisivaierein| at es

t 0 such pERRRE WA Maes Sl ' lﬂ.]%&g}%g - wherein R11 is

C3. 6- al kyl", @_s-cyclgf)cgilb%lﬁ,)w&%s.%}%d;{: oal kyl= ,c_co-a ", phenyl,

phenyl -C, _6-al kyl, pyridyl, furanyl, benzo[1, 2, 5] oxadi azolyl, 25

qui noxal i n}_z{|23. benzo[ b] t hi ophenyl or napht hal enyl wherein each of said

C3. 6-al kyl ;> phengkr  pyridyl aR®& furanyl groups independently are

unsubstitufjed or/ substituted with one or nore substituents selected from

t he groyy coup i ng hal ogen, M& . 6-al kyl, CQO.6-al koxy, phenyl and phenoxy
[ phenbxy dependertt |y

\ . , re\unsubstitut ed or '
subst i t ufd one hal ogegqy-4 is a groffp R'ARLSNCO-, wherein R14 and
R15 are i ndeperdeqt!ly 30 hydroge . 6-al Kyl Na{l, or aryl-C, .6-alkyl,

wherei n each of saR#"C,.6-al kyl and aryl groups i &Ig,pendently are
unsubsti t ut edaj:)r substituted w tb'j‘ one substi tg)ent sel ected fromthe group

15 wherein R' is acetyl or methylsulfonyl, R is hydrogen or methyl, R*" is hydrogen or
' fluoro, R*" is hydrogen, fluoro, methyl or isopropyl, R¥’" is hydrogen, fluoro or
trifluoromethyl.

In another embodiment, the present invention relates to such compounds wherein R® and R'?
20 - together with the carbon to which they are attached form a cyclic structure selected from the

group comprising:




conpri sing hal ogen and C, _6-al koxy. WD 03/051869 7 July 2006 5,1y 2006

PCT/ DKO%%Q%% In yet anot her enbodi ment, the present mve%,tlon rel ates
to such f¥s wherein R2 is hydr ogen. In yet anot heYCHPBHA8Snt , the
present invention relates to such co unds wherein R3 is 5 hydrogen. In
yet anot her enbodi nent, the present invention relates to such conpounds

wher ei n wideréin Qhyd tieg esrbor smaomh tHDpipBridiat rmgotsb%atega?@@zmkmétﬁ%
present inventi | at €s, t o, such conpounds wherein R5 is ydr ogen or

met hoxy. °3?¥§‘§fé"(‘a1a§i’bcfﬂ’§fm 588 fIHY 2 SHRSIYE@ERNt i nvention rel ates to such
conpounds wherein R6 is hydrogen. 15 In yet another enbodi nent, the
present invention relates to such conpounds wherein k7' and R?b S

hydr ogerdn ¥eh al}céheraandxddanemnﬁn@mmmvmen pelateend suchvntpoandswhat@sRte such

hyd Pr ef d ds of th
vent | GRAle CE b A RESR T4 O G6Re 88 PRy IO PPNl

secti on vageryiftlehciiBerlzhE be SoriHater eyl
1-(1-{2-[ 4 (5-FI uo?oz TH-i N %}ﬁ I -pﬁ’ér%l!oﬁm B i“bsct&'ﬁteﬁ@‘th TGS, 4- di h

ydr o- ' | Bubgtuentn geleeted - @cm)l haIQgr-nf |coremco lptrenﬂl)smﬂtyi,aﬁbmlkengl c{yzgl-aﬂgelyl,yl |
(1-{2- d d th |
2 0 b nsaeTelanlieh oG ey Rk Ee Ak RS, Cis alflasmon S (GraaloDamino,

. {2-]6- fICt;QFallsﬁtarr&{mys oheina el -G lﬂmm@bﬁﬁéﬂﬁ' &ie(ch—a\ﬂcﬂnaﬁ{lﬁaéa}bo%h

5-chl orq- 3, 4- di hydr o- %X i soqui nol i1 n- ) met han
1- (418 | foropkeny| §raalkyltifio, psdmmomquommqthgoblemzrompﬂmh 1ﬂmm4thybuapér| di ne

-1 -yl ]+ 3, 4-di hydro-1 Hisoqui nolin-2-yl)nmethanone, 7 July
2006 ﬁ%%%‘f@‘é{gﬂ%ﬂwozl 00858 13

In yet another embodiment, the present invention relates to such compounds wherein R’ is

2,3-dihydrobenzofuran-7-yl, benzyl or benzoyl wherein said benzyl or benzoyl is

.15 unsubstituted or substituted with one or more halogens in the pheny! groups, or R is mono-

+.or bicyclic aryl or heteroaryl selected from the group comprising phenyl, indolyl, pyridyl,

thiophenyl and benzisoxazolyl, wherein each aryl or heteroaryl optionally is substituted with

one or more substituents selected from halogen, cyano, nitro, Cps-alkyl, Cyg-alkenyl,

Cysalkynyl, Csg-cycloalkyl, Css-cycloalkyl-Cyg-alkyl, amino, Cj¢-alkylamino, di-

20 (Cig-alkyDamino, Ci.g-alkylcarbonyl, aminocarbonyl, C)¢-alkylaminocarbonyl, di-

(Cl.g-alkyDaminocarbonyl, Cis-alkoxy, Cig-alkylthio, hydroxy, trifluoromethyl,
difluoromethyl, fluoromethyl and trifluoromethylsulfonyl.

In a preferred embodiment, the present invention relates to such compounds wherein said

25 mono- or bicyclic aryl or heteroaryl is selected from the group comprising phenyl, indol-

~ 3-yl and benzisoxazol-3-yl wherein said phenyl, indol-3-yl or benzisoxazol-3-y! optionally

is substituted with one or more substituents selected from halogen, cyano, nitro, C,.s-alkyl,

Crg-alkenyl,  C,salkynyl, Cjs-cycloalkyl, Css-cycloalkyl-Ci¢-alkyl,  amino,

Ci¢-alkylamino, di-(C,¢-alkyl)amino, C,.¢-atkylcarbonyl, aminocarbonyl,

30 Cis-alkylaminocarbonyl, di-(Cl.¢-alkyl)aminocarbonyl, Ci¢-alkoxy, C,¢-alkylthio,
hydroxy, triﬂuqromethyl, difluoromethyl, fluoromethyl and trifluoromethylsulfonyl.




-cyclopentyl-1-(1-{2-[6-trifluoronethyl spiro[isobenzof uran#}é}élﬂ? of -piperi

o
ine-1"-yl]- ethyl}-5-chloro-3,4-dihydro-]Hisoquinolin-2 anone,
S (4-11 u\%bgﬁ(ﬂgﬁgﬁf/ )-1-(1- PCT/DK02/00858

1
di
1
{2-[6-trifluoronethyl spiro[isobenzofur gn- 1(3H), 4' - pi peri di ne-
1 ]-ethyl}-5-chloro-3, 4-di hydro-1 H-]i soqui nol i n- 2-yl ) met hanone, 5
N-[1-{2- ][nZar( &venmbmpmfeﬁedrmtﬂmméﬂt,) thé pzesanﬁmwaitmmemt&-tb%%y icB@lpbiinds- Y1 1 - €
}- 3-fl uor ophen peri di n-4-yl ]acetam de, N[
(1% él%cwsa Qim?é'ﬂf//%“))b Waena Awyselected fTam Ahe groRRSgAPGSinG bqlqgmmhﬁnnl- yl]-e
} - ﬂzé’th 1I uor ophenyl ) - pi peri di n- 4- yI ] acet am de,
N- {2- [2 1-cycl opentyl - met hanoyl ) - 1, 2, 3, 4-tetrahydro-isoquinolin-1-yl]-e
hyl}- 10 4 phenyl pi peridi n-4-yl] acetam de, N[
{

e L e )
1-acet y|CKW| WBEr%nf’ -F higdQedibd 'fﬂﬂﬁ" hyRir ehP'@leéldllQ}iE'arﬂonféﬂ h§id¥) 2 group

5-chl oro- ydr o- 1|-|-3IOSOQUI nol i n-"2- yT } et hanone
1-(4-fl ub%&@ﬁynthel{lR is hydrogen or C,¢-alkyl and R*! is C, s-alkyl, a group ~COOR'®

1-[1- d s B 8 din-|

5 i o SR S8 O SN Dl R PRE SRR R Y aha R HodeicPvith the
1- cycl opsmbgen-tb “ﬂﬁd{ thepagd Miacﬁem ﬁ)ﬁh% Iﬁp&idmﬁdrﬂp&ailhﬂ%r%orpholmyl wherein
1H i ndol - 3, 4! -p peridjn-1'

et hy[1§ - sath pipeadmyl EI‘PHS‘!‘-@P&SY |an|1§©l@hplwl #e 2unspbstidetad rasneybstituted with a
1-(4-flye, roﬂmnyl) 1-{

1-[1- acetyl spiro[ 2, 3-di hydro-5-fluoro-1Hindol-3,4 -piperidin-1'-yl] 20
et hyl ]1-5-chl oro- 3, 4-di hydr o-] Hi soqui nol i n- 2-yl } met hanone,
1- cycl opent

| =1 -(1- . . . ] )
{2-74- (3" va?fﬁﬁeé BWBPWCBE@R/WSW HB’FP‘H?WeI‘at?ﬁ fp S&?Thw}lp@}méﬁ Wersin R is
3,4-dih
1- (4- hhéé{eg%ﬁ?ﬁ?? l;%ffb h& 4%&%6%. FRPENR COR uherpin %u ‘Shydé"%ena“du eth
yl}-35cHlt oume@yha@mm%oo& | wbq‘ﬂmrib'l iinethyly Io) mgtch@né?@NRf& wherein R
1-(1-{2- - fI b d | hl -
b L ROUR R oA s Sl WGt 5
1- (1- { 2-4 thethOlpipedpimpenzol d] i soxazol - 3-yl) - pi perl din-1-yl]-ethyl}-5-chloro-

3, 4-di hydro-JH isoquinolin-2-yl)-1-(cycl opentyl)net hanone,
1- (4 fl uorophenyl)-1-(1-{2-[5, 6-di fluorospiro[ benzofuran-1(3H), 4' -pi peridin

- (a7 o e prplid G By I bBkets SrbuioT KBTS clipottobur iR |

| ] - epdny Iy is 3 6hd,afiere prefetednds - JH-i soqui nol i n-2-yl ) met hanone, 7 July 2006
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In yet another embodiment, the present invention relates to such compounds wherein R'is a

group R"'CO-, R'"OCO- wherein R'' is Csg-alkyl, Css-cycloalkyl, Cig-cycloalkyl-
Cis-alkyl, phenyl, phenyl-C;¢-alkyl, pyridyl, furanyl, benzo[l,2,5}oxadiazolyl,

~25. quinoxalinyl, benzo[b]thiophenyl or naphthalenyl wherein each of said Cs.¢-alkyl, phenyl,
pyridyl and furany! groups independently are unsubstituted or substituted with one or more
substituents selected from the group comprising halogen, C,.¢-alkyl, C,¢-alkoxy, phenyl and
phenoxy wherein said phenyl and phenoxy independently are unsubstituted or substituted

with one halogen; or R' is a group R”Rl-SNCO-? wherein R" and R'® are independently

- 30 hydrogen, C,¢-alkyl, aryl, or aryl-C;¢-alkyl, wherein each of said C,.¢-alkyl and ary! groups
- independently are unsubstituted or substituted with one substituent selected from the group

comprising halogen and C,;¢-alkoxy.
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1l-cyclo tyl -1-(1-{2-[5, 6-di fluorospiro[ benzofuran-1(3 er|d| ne-1|"
yl]-et h&??-ﬂg)gyéﬁﬁ( or o- 3, 4-di hydro- 1 Hisoqui nolin-2-yl)- n&@%gﬁ@g

1-cycl opentyl -1-({2-[6-fl uorospi ro[be(r;j1 furan 1(3H), 4" -piperidine-l"-yl]-et
hyl }- 5-chl oro- 3, 4-di hydro- 1 H i soqui nol n-2-yl ) net hanone, 5 1-(1-

{ 2- [ 4- ( Snf yeti @nathdrtembalivnerd; she )préepeinivelition relategtd s@dhddmpounds wherein R? is

-3, 4-di o-5-fluoro- | Hisoquinolin-2-yl)-1-(4-fluoro-phenyl)nethanone,
1-cycl ogé%f%enl (1- {2-[4-(5-fluoro-1Hindol-3-yl)-piperidin-1-yl]-ethyl}
-3, 4-di hydro- 5-fluoro-IHisoquinolin-2-yl)nmethanone,

1-cyclopentyl -1-(1-{2-[6-fl uorospiro[isobenzofuran-1(3H),4' -piperidine-1"'-y
| ] - et hylIn ye0 agotierdirhlyodiroers; fhic poesentl invérsion uelatek ite s@chydonipiuhén@herein R® is

1-(4- ;I Liyo&eenyl) 1-(1-
{2-[6-1l l ro[i sobenzofuran-1(3H), 4' -pi peridine-1'-yl]-ethyl}-
3, 4-di hydr o- 5-f [ uoro-/ Hi soqui nol i n- 2-yl ) met hanone,  1-cyclopentyl-1-(1-
{2-[6-trifluoronmethylspiro[isobenzofuran-1(3H), 4" -piperidine-1'-yl]- ethyl)
-3, 4- di Hiroeb asnther ambodimenitsthe prasohti inventiph Jrelateh 40 sunh, cobfpounds wherein R* is
1-(4-fl 1-{2-[6-trifluoromethyl spiro[isobenzofuran-1(3H), 4' -p
i peridi lﬁlg @%ﬁ%ﬂ&a@oﬁg
-3,4 di hydro 5-fl uoro-|I H-| soqui nol i n- 2-yl ) net hanone,

2-1 2- cycl opent yl - nethanoyl)-1,2,3,4 t et rahydr o- |squ|noI|n 1l-yl]-e
I }é [’1 q}%e{r tynt 5@qumtﬁnypnyp]1 selatenia snch comp[ognds wherein R’ is

[ 2- (:h;,gpo L yl ) - net hanoyl ) -1, 2, 3, 4-tetrahydro-i soquinolin-1-yl]-e

yl} gf(e:% ?fﬂgorg henyl ) - pi peridin-4-yl]acetanide, N[ 1-
-[2-(1- cycl opentyl - net hanoyl ) -1, 2, 3, 4-t et rahydro-isoquinolin-I-yl]-ethyl}
4-p
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2-
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- 4-phe di n-4- actamde 1-

{2-12-( rp{ ()P{ g‘r i/‘i‘%“ n‘E? HEE%S‘}H'S‘VBPLQH zelates & suchyrampopadsquherem R is
-yl]-et myh} efh- phenyl pi peridin-4-yl]acetam de, 25 1-cyclopentyl-|-f
1-[1-acetyl -spiro[ 2, 3-di hydro- ]H-| ndol -3,4' -piperidin-1'-yl]ethyl]-

3, 4- Hi hydro-5-fl uor o- | Hi soqui nol i n-2-yl} methanone, 1-(4-fluorophenyl)-1-
{
3
1-
| H
e
1-

[ 1- | - 23d|hdr 4 plper di n- | | 1 et hyl 1z
i gt BB Pat PG et i er sty lohich Sompounds Wicrsh &
cycl opﬁmwrslhyﬁrbg&ﬂ acetyl spiro[ 2, 3-di hydro-5-fl uoro
indol-3,4"-piperidin-I'-yl] 30

thyl]-3, 4-di hydro-5-fl uoro- | Hi soqui nol i n-2-yl } met hanone,

nid 'acer"@f Gl Afeter snjpogimment. the presep, inyenion, relafes fo._sychy compauds vherpin B,

20 andR is hydrogen.
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Preferred compounds of the invention are compounds number 1-209 as disclosed in the

experimental section as well as the compounds in the following list:

25 1-(1-{2-[4-(5-Fluoro-1H-indol-3-yl)-piperidin-1-yl]-ethyl}-5-chloro-3,4-dihydro-
1H-isoquinolin-2-yl)-1-(4-fluoro-phenyl)methanone,
1-cyclopentyl-1-(1-{2-[4-(5-fluoro-7 H-indol-3-yl)-piperidin-1-yl]-ethyl} -5-chloro-
3,4-dihydro-!H-isoquinolin-2-yl)methanone,
1-cyclopentyl-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-ethyl}-

30  5-chloro-3,4-dihydro-/ H-isoquinolin-2-yl)methanone,
1-(4-fluorophenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-y}]-ethyl} -
5-chloro-3,4-dihydr_o-1 H-isoquinolin-2-yl)methanone,




et hyl]-3, 4-di hydro-5-fluoro-1Hisoquinolin-2-yl} methanone, 7]]119,%@[6'2006 WO
03/ 051833 Pﬂ'_’f 02/00858 15 1 -cyclopentyl- | -(I-

12-14-( Yop ronmet hyl phenyl ) - pi peridin-1 -yl]-ethyl}- %WH?%V&?S -
5-fluoro-1Hisoquinolin-2-yl)net hanon 1- (4-fluorophenyl)-I -(I-
(2-[14-(3-trifluoronethyl phenyl)-pi peri 8| n-1-yl]-ethyl} -3, 4-dihydro-

5-f 1 uor d—bydlolmnqanlF(dH{Qd6&nﬁh¢mﬁeﬂmhe[lscﬁaeﬁzofﬂrknd(3H), "-piperidine-1'- d]
2[4(6fIL[§ nz%[zﬂll xazol - 3-yl ), plperldlnlyl] ethyl) 3, 4-di hydr o-5-f
oro- 194y Forrriddygroy L g-1equinpligror HesthanpRet hanone, -(l -

:ZJ [4- (6~ Lﬂ@dr@ﬂféﬁ?ﬂhddll- @[@ﬁ'ﬂiuogbxﬂétﬂyl%l%fsb%ﬁr Liig) M}%h l?(?.lﬂe di hydr o- 5-

oro- | Hisoquinolin-2- -1-(cycl opent anone, uor ophenyl ) -
- {21 -B’E Eﬁh)d}‘ﬁl-qlnémoém dldl[ydt@nkfnﬁ-ﬁmqamolﬁ(lerj)l)nzﬂéthqmope;rl dine-1'-yl]-ethyl)

DGR el e R oot AT raimotn 1-y1)-ethyl)-

- fesrbshengn) pi eﬁldln-m batmmde
ro-5-f %o?g-ppl-l-l o) a,:mﬁo lin- yl)net hanone, 1-cyclopentyl-1 -(I -

%
yd
1\5‘[1‘ {2rb2-65f4- ﬂbq?rb dnethanoyéhl—#%Sﬁ-wpalp@m-moqwnphn«;lFyl}-e&mk}l-}

2-yl th 15 1 -cycl tyl- |
y‘*?%%t?ogé% L A R A S A
YW B{B{1- tuﬁy@oﬂe&yl&mﬂhanhyl)um 2,4%&@%@@11&1;0111111@1] -ethyl}-

S-fluoyo-]Hind I i peridin- | 1- et hyl
érﬂ’llﬂﬂésﬁﬁgﬁe]&ldm ﬁﬂt@tan)nll L-pip 1-yl]-ethyl}

MEaiRai ?‘%‘%Joﬂ@‘?%*?‘y)f*ﬁ%?%ﬁ”fé?%wﬂﬁﬁ?&ﬁyﬂﬁ?é’i‘%'lé‘ﬂfﬁﬁﬁéé' 20"
?lep}@n}'lﬂ_ipesidm phadetendidy, ) met hanone, cycljopent yl : - N
r r n i.ne -
RSP SRS o B i o
H;l L tsoamlaer If?sg?/E?ehyhro(-]H-ls%qhﬁmhh%l?ﬁ@ih‘éﬂ&desObenzOf uran-1
th cﬁll?(&ffblcsomylh#dﬁeﬂl}&ectﬁ@m[ﬁdl dxhych'ow&xrdbhé.ﬁbma;nmﬁ- yl]ctsnyl]ope ntyl-1

- 2 r|f [ furan 1(3H),4' -piperidine-1"'-yl]-
yl} 55&%&& ﬁi% 3}12 f‘% Z]S'ﬂ? a{‘ﬁlWOI i n-2-yl ) met hanone,

4- f | natyepipentyl-1-{i [(Jacetyl-spm){Z 3-dihydro-5-fluoro /H-indol-3,4'-piperidin-1'-yl]-
[6-trifluoronmedlylspiro[isobenzofiiran-1(3H), 4" -pi per| di ne-
y
{

N/—\

[

SO _"IAQ _Ajmj@j-b_

| ] ecHpIl3-shlgragd éfﬁﬂéﬁdéo‘éfﬁlsﬁﬂlﬁl}‘dﬂbz-]mm%@qm%ol i n-2-yl ) met hanone, N[
A5 AR L R e A
20 ethyl] -5-chloro-3 4-d1hydro -1 H-isoquinolin-2-yl}methanone,
1-cyclopentyl-1-(1-{2-[4-(3-triflucromethylphenyl)-piperidin-1-yl]-ethyl} -5-chloro-
3,4-dihydro-1H-isoquinolin-2-yl)methanone,
1-(4-fluorophenyl)-1-(1-{2-[4-(3-trifluoromethylphenyl)-piperidin-1-yl]-ethyl} -5-chloro-
3,4-dihydro-1H-isoquinolin-2-yl)methanone,
25 . 1-(1-{2-[4-(6-fluorobenzo[d]isoxazol-3-yl)-piperidin-1-y1]-ethyl}-5-chloro-3,4-dihydro- H-
isoquinolin-2-yl)-1-(4-flucrophenyl)methanone,
- 1-(1-{2-[4-(6-fluorobenzo[d]isoxazol-3-yl)-piperidin-1-yl]-ethyl}-5-chloro-3,4-dihydro-/ H-
isoquinolin-2-yl)-1-(cyclopentyl)methanone, |
1-(4-fluorophenyl)-1-(1- {2-[5,6-difluorospiro[benzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -
30 5-chloro-3,4-dihydro-/H-isoquinolin-2-yl)-methanone, _
1-(4-fluorophenyl)-1-({2-[6-fluorospiro[benzofisran- 1{3H),4'-piperidine-1'-yl]-ethyl} --
5-chloro-3,4-dihydro-/ H-isoquinolin-2-yl)methanone,




30 4-(3-fluorophenyl)-piperidin-4-yl]acetamde, NJ[I- 7 July 2006

{2-12-(I -84-f | uor ophenyl) - nmet hanoyl ) -1, 2, 3, 4-t etrahydro-i soqui %ol In-1-yl]-e
thyl) - YWOO¥Por ophenyl ) - pi peri di n-4-yl ] acet ani de, 7 JRFYDEGRAYSSANO

03/ 051869 PCT/ DKO2/ 00858 16. N-[1- (2-[2-(!

-cycl opentyl - net hanoyl ) -1, 2, 3, 4-tet raﬂffdro-i soqui nolin-1 -yl]-ethyl) -

4- pheny| ptpaspediyt-141y{2 B8 FmbARpi - -piperidine-1'-y1]- :

{2-12-(I- (%ﬂ(?q ud“({rll_(_)é%e{nyq5 - an%?ﬁgﬁglrl Enlzbizixr%n igsg{e)f4r g?ﬁgglg?ils Hlflth é}f in-1-yl]-e
thyl) - %cliipendfsiipeire-dirisagunglincybmidtoamong 1 - cycl opentyl -1 - |

1-11- ] ' , ' - ' | - ddins | -yl ]ethyl]-

5. 6. di ori AR ISP AR Tt b RuRs el ™Y

{1 3 ?I-fl Lﬁ;cmfimnwdn?gr%1g'-iﬁo%umminl-—lz--yl)lgﬂlha%mg’ [ i di n-| | ] ethyl]
-[l-ace -spLrol 2, 3-di ro-] H1ndol - ' - eridin-I"- e -

5o o oriebi 6B Bhorpiebingit-p SRt pshnl -l iy e eifoisen--fooro-

1- I 1t Mo e fid -acetavl - s - di hydr o- 5-f |

e ol i ghumpi 2 PREANGr i Ghherafiddy I o o 11 ore

- et hyl ] - 8-éyaliipehtybi 1 3{24[4e(b ko Frintloledyl) pipridin21 i ety 1h-Sb diby dro- .
él égrrgﬁgﬁ‘?&h_e -is)o_&ihéfiﬁ-&-lil)%:&ﬁa)ﬁoﬁapl ro[ 2, 3-di hydro-5-fluoro-1Hindol-3,4 -
thyl]- 5. : ’ : L L naki i , )

1 cic? og‘eﬁ’{ﬁ‘féﬁyﬂlﬁ ¥ 4[2@21&%&‘%;)'1}? i oén’etitmﬁgIq?hlgyﬁf-lp}%epﬁiapﬁ{eer P ethyll -5

*, 6- di®hi3e#-dihydr @uuhr;m&@iqqquim&qm-ﬁhmthamﬂy,l ) met hanone, 1

5
J3e 5, SR e ol R R S BpE i Peyl- v et
1-(1-{ 2-3L44d{t@d1foLmneﬁem@s{ddlhhﬁﬁngq?m&haﬁohe,pi peridin-1-yl]-ethyl)-5,6-dichl
or o- 3, 4-di hydro- | H-isoquinolin-2-yl)-1-(4-fl uorophenyl)net hanone,
1-(1- 12-lrwc{%?ﬁm&fbét(é)ﬁ@r{gd{lﬂp@@mﬁw 1glisabenzsifirani 13 ). 4-pjperidinenly})-5, 6- di chl

- 3, 4-diJny dr04; ipal i n- 2 - tyl th ,
st 1 bl S e g R i Dl IS E R 0 Y LT (54 - pi peri di
i_ I( '413]:/: ]I—GEﬂI;drprTeﬁyllé-lemlg{ﬂ-%ﬁ’-ﬁfﬁofbmﬁtﬂimqj[itg{ﬂs%e?ﬁm' Tl(IgEDW*jlfiWﬂdiﬂ@.t ganonﬁ,
- - r en -1, - = - UuQr.0osol rg| penzor ur an- , 41 - pl peri dl ne- -
$or by ISR A it o Y

|]-ethy Thor-FdseanalinLodimetbamanen- y| ) net hanone, 25
1- cycl Dby di@sehB iU OE Pis! ok b sk Bl per i di ne-1" -
11 ot TG T byl drenB dndibebo i (Eb AL RSB OGAREIGH ESh-dntpl POTL 1 e

1- cycl oge@tfuordphefigh{péperidind-ofjpcetahidenzof ur an- 1( 3H) , 4' - pi peri di ne-1' -yl ]-et
Y1) = AL[1-{2-[2-(1-(4-fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl}-

20 4-(3-fluorophenyl)-piperidin-4-yi]acetamide,
N-[1-{2-[2-(1-cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1}-ethyl } -
4-phenylpiperidin-4-yllacetamide,
N-[1-{2-[2-(1-(4-fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl } -
4-phenylpiperidin-4-yl]acetamide,

25 l-cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-/ H-indol-3,4'-piperidin-1'-yljethyl]-

- 3,4-dihydro-5-fluoro-7 H-isoquinolin-2-yl} methanone,

- 1-(4-fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-1H-indol-3,4"-piperidin-1'-yl]ethyl]-
3,4-dihydro-5-fluoro- ! H-isoquinolin-2-yl} methanone,
1-cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro /H-indol-3,4"piperidin-1'-y1}-

30 ethyl]-3,4-dihydro-5-fluoro-I H-isoquinolin-2-yl}methanone,
1-(4-fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro-7 H-indol-3,4'-piperidin-1'-y1]-
ethyl]-3,4-dihydro-5-fluoro-1 H-isoquinolin-2-yl} methanone, '




5, 6-di chI or o- 3, 4-di hydro-] Hi soqui nol i n-2-yl ) net hanone, y

1-(1-{ JV g5 fl uoro-IHindol-3-yl)-piperidin-1-yl]-ethyl % 'é (%P?UOI’O 3,4

- di hydr o 943/9518 foqui nol i n-2-yl)-1-(4-fluoro- phenyl ) met h8 HH@OZ’OO%S

1-cyclopentyl-1-(I-{2-[4-(5-fluoro- ]H'i dol -3-yl)-piperidin-1-yl]-ethyl)-5,

6-di fl uoro- 3, 4-di hydro-] Hisoquinolin-"2-yl)nethanone, 7 July 2006 WO

- 03/ 05 1869cﬁﬂﬁ'¢dﬁl§ﬂﬂ/—(l@%84 (ﬁ%m;ommhﬂpmyyﬁpzper(dm-i-yl] ethyl}-3,4-dihydro-
{2-[6-flu rospl %:; nzo u-an-1 (3H), 4" -piperidine-| -y|] ethyl}

5,6-dif I% PB“’B B2 IF‘%‘B%{L‘PPEOI i n-2-yl ) met hanone,

| -(4-fl |

| LR L Bl o
5,6-dif Iijﬂnmoslﬁ-lshqlumﬂm—ﬂ-ﬁ)metbmma,ol i n-2-yl) met hanone,

Eg)lfi)d p - %&%‘[‘H‘ % ‘gupl{o%f;ﬂl;ﬁo[cﬁ]éslp%gg plpzn&gllr }915-6310 e?ézl%flﬁjyrd?gé fluoro-

-5, 6-di fJMoQuﬁoﬂnQLf:{;df(@-ﬂddrdpﬁ&%ﬂ}rﬂ&héxﬁhg yl ) mct hanone,

1- (4-fl uorophen | -12-[6-trif uor omet hyl spiro[ i sobenzofuran-1(3H), 4" -p

i peri di nle(i-{2 —[éy[q flgetppenzol dlisoxazol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-5-fluoro-
-5,6-dif I 2-yl th N- 1- (2- [2-(I
-cycl olpe}r#?{oau%f)ﬂ I]?(q (g}iél(l;eggﬁgqe ‘?""?‘Shir;dr Oyl )scr)n;w ﬁgfpﬁ- I - £/I J- e'g hyl g - ( 10

o 4-(3-f mo(@ﬂmﬂyhenyp}p(:r-m[m/a:ﬂdo]r@ap&b a1 (H4p dpendme-l'-yl] ethyl}-
{2-12-( 4f|uor2{)hen - met hang 1234tetrahy ro-isoquinolin- |
-yl 1@ et ihydrq-3- ‘1°ER5 PERnojin edhagone,y| 1 acetai nide, jV-[ | - (2-
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- :ce%/yl Bxépdlda]beé g‘ﬂl #@&Fﬁ‘ﬁge@°@m‘bﬂ@9r Hmpl me->1| Ygteﬁ}b[l}

5, 6-di f |wafh%/arcflSQluBYdiIH-lédﬁuirﬁﬂﬁlﬁLfl?Jlﬂé&%o){é} met hanone,
1- (4f|uoro [ -acetyl-spi’ro [2,3 4hydro-

1H i Aol l-gy; peptylbérﬁ{a1[6=ﬂuprosyﬂrq[bcmmram0(3H),4'-p1pendme- '-yl]-ethyl}-
5,6-difly d | H- | | medi
1 cyel opentorare s tot LA ineii e MnaBatontur o 5. 11 uor o

| Hi ndolj= L SOﬁﬁm@Lm-hndolLBJ iperidin-1-yl]-ethyl}-3,6-dichloro-3,4-dihydro-
ethyl]- %§¥|{JOI’O-3 4- di h yi)Iillzl-lso uﬂlo |yn} Z- l)m&*t hanone, =

1- (4-f1 deﬁ—@s%ﬁghrﬁndlHﬁﬂua@aﬂ;ﬂnylélpsm@p@les di hydro 5-fluoro-]Hindol-3,4' -
pi peri di

Gt byl ) 5l 102 5 s il o mipering L g s ighlogs
1- cyed oﬁeﬂqﬂmb{dimlﬂqé&m[réhﬁ&-j‘rlyrhéthamfn@rfﬂ hyl phenyl ) - pi peridin-1-yl]-ethyl}-5
, 0-dit] Li cyclopentyl -1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-ethyl} -
-3,6-dichloro-3,4-dihydro-1 H-isoquinolin-2-y)methanone,
1-(4-fluorophenyl)-1-(1-{2-[6-fluorospiro{isobenzofuran-1(3H),4'"-piperidine-1'-yl]-ethyl} -
5,6-dichloro-3,4-dihydro-/ H-isoquinolin-2-yl)methanone,
. 25 l-cyclopentyl-1-(1-{2-[6-trifluoromethylspiro[isobenzofiran-1(3H),4'-piperidine-1"-yl]-
- ethyl}-5,6-dichloro-3,4-dihydro-] H-isoquinolin-2-y])methanone,
1-(4-fluorophenyl)-1-(1- {2-[6-trifluoromethylspiro[isobenzofuran-1{3H),4"-piperidine-
- I'-yllethy1}-5,6-dichloro-3,4-dihydro- I H-isoquinolin-2-yl)methanone,
N-[1-{2-[2-(1-cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
30 = 4-(3-fluorophenyl)-piperidin-4-yllacetamide,
N-[1-{2-[2-(1-(4-fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl} -
4-(3-fluorophenyl)-piperidin-4-yl)acetamide,
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, 4-di hydr o-] Hi soqui nol i n- 2-yl ) net hanone, 7 July 2006

-(4-f1 uoroghengl )-1-(1-{2-[4-(3-trifluoronethyl phenyl)-pi peri gi -1-yl]-eth

|l - 5, 8YQi%%/03189%- 3, 4- di hydr o- | Hi soqui nol i n-2-yl ) met ha DK02/60858
(I-{2-[4-(6-fluorobenzo[ d]i soxazol 316yl )-piperidin-1-yl]-ethyl)-5,6-diflu

ro-3, 4-di hydro 30 | Hisoquinolin-2-yl)-1-(4-fluorophenyl)net hanone,

O 3 4 by dror LT socul nal | 2y ol enel opeRty ) Tethaaae, 7 Jul'y 2006

ro-3, 4-di hydro- | Hisoquinoljn-2-yl)-1-(cyclopentyl)nethanone, uly

W0 03/ 0%TBESY iR piseEmideg 1- (4-f 1 uor ophenyl ) - 1- ( 1-

2-[ 5, 6-pli f_lebl95 Qi uE afaddv i) 94 4 RS G R8s o v ® -

R S e o s e R e B S L

- (4- f | Yoploplylpaydridid-4{{Redtémideyor ospi r o[ benzof ur an- |

3H), 4" -piperidine-1'-yl]-ethyl}- . ) Ve e

L 6-dl f |10‘E>F°g°i’§,“§’-l"§ri]-?yﬁr‘€§!"jyﬂs %Q:Iéa}r%wrﬂzféi-md?h%sﬂrﬁaml}-lsyllethyi]-

- cycl opegbithtdro-84-dihydro- / H-isoquinolin-2-yl}methanone, . .

2-[5, 6-difl uorospirol benzof uran- 1(3% , 4" -piperidine-l"-yl]-ethyl}-

; 6- di fllddrugopheanyhyld{ bil-peatdoniroRel-tihy droyl H-indel-B Ahpiperidiarkd-yllethyl]-

- Cy

2Ll ol 2 Ll € ) )

.. clo | . . .

ey 'ﬁ%ﬁ’ré’é%‘ﬁr46f‘B‘%‘i’ﬁr?b’f’ﬁ?sgﬂ‘%?%‘ﬁ)zjyzl}’!’ﬂf’?@r“F’di ne-1'-yl]-ethyl} -

-5, 6- di f llugyctopantdd-di f1y[dr ety HspitBLdiBydro-52A0drd TELIRAGINS-pigdidhing'-gpmpounds  of
the inventiont are NK2 receptors antagoni sts having a human NK2 °bi ndi ng
af fi H t §htks6)digHon-d-dihydes L -isagyinoliniyylymethapeneor | ess, preferably of
200 nM qreq. a._praf JoF ) 1 ls_ A ISty -erredqof 10
W or | asdAETEIFNA. P fichspoipnd ML 653, AN thoiRS ¢ BB 2
usef ul iethylB6aidictdora-34-dihgtiyo- H-isdynirolib-2dy13 metesomelich as depression, nmanic
_depressi.on,  bi polar, disqrder,. dyst 1La, M xed anxi et epr.ession,

gener al ilécé’lﬁl@ﬁﬁﬁybe"?ﬁl%]?gg'r(g'épﬂ“ E’ﬁeg‘%’%’ﬁkﬂ “Pipeﬁfj’é’(‘)}rﬁﬁ?e}/hyiﬁ&‘sc igiQrast

di sor deB 4-gRghrol ) AR liR L AfsetHhMEder . obsessive conpul sive disorder,
acute stress disorder, phobia, pre-nenstrual dysphoric disorder, psychosis

and Hunti@cfluprophenyBdade{2a-(RetriflvammetgdpliongYipiperderbnd-athylhdj ust ment

di sor der, pai n | L grai.n pil epsi a, obesity and 20 ,
cerebroégﬁég@ﬁfgrd'a?‘gﬁgépqﬁi 8&?‘?&%?’ Dmehanole, mounds of the invention are
consi denqy- 2SRl - flidtobdiRo|[d]iSedanBINs-yDipip SRIN-ES8]-Q Ryl } DP6LifchBRR3 s &hdo-

bi pol ar di sorder, dysthym a, m xed anxiety depression, generalised anxiety
di sor ded A-soatiaplnd-ylel{4-Brewplmy)metinenanxi et y di sorder, post traumatic

2 e S o RS AT S AL T R S S3Rafh R 0o
20  I1H-isoquinolin-2-yl)-1-(cyclopentyl)methanone,
1-(4-fluorophenyl)-1-(1-{2-[5,6-difluorospiro[benzofuran-1(3H),4'-piperidine-1'-yi]-ethyl} -
5,6-dichloro-3,4-dihydro-/ H-isoquinolin-2-yl)-methanone,
1-(4-fluorophenyl)-1-({2-[6-fluorospiro[benzofuran-1(3H),4"-piperidine-1'-yl]-ethyl } -
5,6-dichloro-3,4-dihydro-1 H-isoquinolin-2-yl)methanone,

25 l-cyclopentyl-1-(1-{2-[5,6-difluorospiro[benzofuran-1(3H),4'-piperidine-1'-y1]-ethyl} -
5,6-dichloro-3,4-dihydro-  H-isoquinolin-2-yI)-methanone,
1-cyclopentyl-1-({2-[6-fluorospiro[benzofuran-1(3H),4'-piperidine-1'-yi}-ethyl}-
5,6-dichloro-3,4-dihydro- 1 H-isoquinolin-2-yl)methanone,
1-(1-{2-[4-(5-fluoro-1 H-indol-3-y1)-piperidin-1-yl]-ethyl}-5,6-difluoro-3,4-dihydro-

30 IH-isoquinolin-2-yl)-1-(4-fluoro-phenyl)methanone,
1-cyclopentyl-1-(1-{2-[4-(5-fluoro-7 H-indol-3-yl}-piperidin-1-yl}-ethyl} -5,6-difluoro- -
| 3,4-dihydro-1H-isoquinolin-2-yl)methanone,




Thus, in another aspect, the present invention provides a p@mg@g@ytical
conposition conprising at |east one conpound of fornula | as defined above
or a phd¥8¥8Ue%al Iy 30 acceptable acid addition salt tHel/REI2/Q0RSS,

t herapeutically effective anmobunt and i:} conmbi nation with one or nore
pharmaceutical ly acceptable carriers c} diluents. 7 July 2006 WO 03/051869
'PCT/ DKO2/-D¢bEdpEntyl-9-(Il i{ 2a{ 6F fluidrbspirofisgiRizofulahd (mﬁzsqﬁgseﬁdmeem%pmémovi des the
use of a conpound of_ formula I as_. defined above or an aci'd addition salt

t her eof HHARUGE-AdrtikytPyEiseauigokAypmeteRal  preparation for the

t t (R V€ 1Tefd ] . Q : ener al
Formil o T amudrath By IROTENG AGBscRRBEE Surad, IO S TBRHIAS YL BRSO
ar e al sd,edifhaced,4blihydre- iFisequinalim-2-Fnetighons, t he specificati on and

| ai ng, f t cific co nds refers to the racemate l e
ot her oy sESreRRR L - GHE PBh B TR Foteaa sl Sriapeer- b Bnbr anched

al kyl gremmn BavdifgodorDm ré-?ﬁkéﬁuilﬁﬁn@?m&h%&ﬁs i nclusive, such as,

met hyl , ethyl, 1-propyl, 2-propyl, 1-butyl; 2-butyl, 2-methyl-2-propyl, and
- 2-net hyl L-ﬂfl-émrpghan}’ﬁfﬁe(lt&Eﬁ;triﬂwrcanetwlwim'[i_solnﬁnabﬂuyan-b(ﬁH),@-pim@'-itﬁh&yI ,
respectiy efer.simbLarly to hranched.o nbr.anched al kyl group havi ng
from one 'S' ggﬂlg{} Qif’,d@'%o 0‘8?"?\%ﬁ%ﬁ'&?ﬂ‘&ﬂgﬁ%@mﬁmgﬂe, respectively. 15
‘Sinilar w.{1_-Q.{ﬁ(aby@dspént)anﬁlet_ﬁam@t)aﬂ,igs,mtbtrauyaﬁ:pﬁs(?dmﬁw1-yqi]ea11’d;g}1at e such

groups having from_ tw to six carbon atons, including one double bond and
one 9 f-G-Hmephenglpinaridisfyllaetiemideas et henyl, propenyl, butenyl,

et hynyl ,apr. 137 WP | Q&ﬁg 3 ai3a oal kvl ..desgj S a
m)nocycIAlf@f ?})‘Y’ﬂﬁcﬁpﬁ%‘%@%@?&%‘h a?v{’%gﬁ?@?ﬁ%%b g‘*é%“gﬁﬁj lgélg’%lgns, such
as cycl dp@Geaiydrophengl)-pipenidid-4-ytlacdtahidey| , etc. Hal ogen nmeans fluoro, chloro,
bronmo or, i0 used herein, the rmacyl refers to a fornyl,

o b al T P ey GepPearashingh) b S TeaY e Bo R b B -

C3_s-cyqg.- ymi&ﬁaﬁp{]%t]a&’tmﬁid@,_s- cycl oal kyl - G s-al kyl - car bonyl group, and
the termthioacyl is fhe correspondi ng acyl group, in which the carbonyl

groups i SV-[i-éb{Zleth-fluetopbenyhi-methatmylyl 2.3 Meterahyne isognimeliil-y8}-ethikigx y ,

C3_s-cyc) gal kyl - Ct.. 6:al.kyl ., G 6-al kyl sul fonyl, d _6-al kylam no, 30

G _6-al I&ﬁ?&?%&??pfn'%ﬁba%/%ééml%ke, desi gnat e such groups in which the

‘C1l_6- al Kydychipentiyne- {11 Saceiytbsiad[B 8L diRydRslo FBMBoIBS 40fpérihal 1aPYuRy1]-7 Jul y 2006
P /DIéO %,8

WO 03/ 051869 )2/ 00858 .
: 5,6-difluoro-3,4-dihydro- 1 H-isoquinolin-2-yl }methanone,

1-(4-fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-/ H-indol-3,4'-piperidin-1'-yl]ethyl]-
20 5,6-difluoro-3,4-dihydro-1 H-isoquinolin-2-yl} methanone,

1-cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro /H-indol-3,4'-piperidin-1'-yl]-
ethyl}-5,6-difluoro-3,4-dihydro-/ H-isoquinolin-2-yl }methanone,
1-(4-fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro-1 H-indol-3,4'-piperidin-1'-y1}-
ethyl}-5,6-difluoro-3,4-dihydro-1 H-isoquinolin-2-ylymethanone,

25  l-cyclopentyl-1-(1-{2-[4-(3-trifluoromethylphenyl)-piperidin-1-yl]-ethyl}-5,6-diftucro-

| 3,4-dihydro-/H-isoquinolin-2-yDmethanone,

1-(4-fluorophenyl)-1-(1- {2-{4-(3-triflnoromethylphenyl)-piperidin-1-yl]-ethyl} -
5,6-difluoro-3,4-dihydro- / H-isoquinolin-2-yl)methanone,
1-(1-{2-[4-(6-fluorobenzo[d]isoxazol-3-yl)-piperidin-1-yl]-ethyl}-5,6-difluoro-3,4-dihydro-

30 IH-isoquinolin-2-yl)-1-(4-fluorophenyl)methanone,
1-(1-{2-[4-(6-fluorobenzo[d]isoxazol-3-yl)-piperidin-1-yl]-ethyl}-5,6-difluoro-3,4-dihydro-
1H-isoquinolin-2-yl)-1-(cyclopentyl)methanone,




20 The term aryI refers to a carbocyclic aromatic group, suquuﬁ,?og@enyl or
napht hyI particul ar phenyl. The term heteroaryl refers t nenber ed
monocycl QOPM%? such as 1Htetrazolyl, 5 3H 1,2, 3-oxat R¢HPEL3/H0858

3H1, 2, 4- oxat hi azol yl, 3H 1, 2, 5- oxat hi ?golyl 1, 3, 2-oxat hi azol yI,

1,3, 4- oxat hi azolyl, 1,4, 2- oxat hi azol yl ;*" 3H1, 2, 4- di oxazol yl,

1, 3, 2-di 0>(athjoydphen)i1)-4 (2 @L[G;@dlﬂhyﬂosplﬁifbéhzaﬁﬁmﬁl@mqlﬁﬂp)éﬁdme- 1'-yl}-ethyl}-
3H 1, 2, 4- ?ﬁ*é}?l azoIX dithiazol yI , 2-di thiazol
1,2, 3-oxa Bospr3; ‘ihhld@éﬁ Cﬁ‘i‘%ﬂll}l’rz'}'l'n@ﬂ@ﬂ@%dl azol yl, 1 3, 4- oxadi azol yl,

i 12*3 ?1 EE: gg:fga?gﬂp‘ﬁlenyl%’l?(i ?LI’HEB%J ﬁ?ﬁgézﬂgfjf#al?l@-ﬁiw 31% ﬁé?’%’ﬁoﬂ}'le y}}soxazol yl,

oxazol yl 5G—ti;ﬂutbmakﬁd;&iyﬂrd-lﬁHazm:luyﬂle-ZLj'l)methﬂka yl, 1H pyrazolyl,

étt:ﬁw rol blgf %ﬁg{%{gé# Eé’gnélh“(’j %@ﬁ%&?ﬂﬁ%ﬁmgﬂ) %pé‘xedgg@amn}ggﬁd ic rings
4H 1, 3, 55 @@nmreza deihé'dﬂo 41{356&&?:{611&1@2&1&}143&&;10& 3a@xat hi azi nyl,

1,2, 3- dloxa2|ny , di oxazi nyl, 2-di oxazi nyl ,

4H- 1, 3, 51wyelengntyiy)-( {2t 64ﬂ®rd$mwﬁlzmmﬂ}ﬂwan1153ﬂ}l4'-plpcﬁlcﬁnaall ‘o hathylj! |

1, 2, 3 di thi |, 4- . 2-dithiazinyl, 4H
1,3,5-di ?ﬁlcggﬂlaﬂxl_’,zl %mi’d? ghtl?f% 0%12 l}ﬂlﬁé - di t hi azi nyl,

3- oxadi azi nyI 2H 1, 2, 4- oxadi azi nyl , 2H- 1,2,5- oxadi azi nyl ,

, 2,
, 2, 6- oxadi azi (% 2H 1, 3, 4-oxadi azi nyl, 2H-1, 3, 5- oxadi azi nyl

15" 3The,icampayndsy pf the-invention: are Nife Fzfepjors antagonistsshavingidi hurhany INK;
, 2

2
2
2
27 W S B s o
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1, 3- oleas; mmoyé prefinired] of -50) M onlekss andahbst pférhddasti IOM o2 Hsd., 3- t hi azi nyl ,
1, 4-t hi azi nyl, pyrazinyl, pyridazinyl, pyrimdyl, pyridyl, 2H pyr anyI ,
2H-thiinyl; and to bicyclic rings such as 3H 1, 2, 3- benzoxat hi azol yl ,

1,3, 2- be}%&fﬂ&lﬁél%z ﬁle%omp'yﬁh&s éf the t?ﬁ%ﬁﬁgﬂ &éﬁhgﬂed ubefd %1 t?%%ng g \Fapileﬁfz(())il yh

benzfurazanyl, "1, 2, 3- benzoxadi azol'y enzot
2, 1, 35beadidt qiiﬁ@dﬁ!Sa&uﬁhyaS dq.ifﬁﬂsmz mamcadapk‘e,sklpn,Zﬁlpﬂ)Ia? -dmmdﬂr,s dymmh;(,l mixed

2,1-benzj so aﬁ) ﬁy g benzox zol yl gnm sot hi azol q2

_benzi sot R4y SiEpies lB’é’n%‘a‘fem 139 IZW“C L fISOTaRG i o0t pas e d?PF ChdeeRd ghxiety
3H 1, 2- béisgra¥apbut ﬁ'aﬁhahclst?es@ﬁﬁéﬂéﬁbbé&iﬂé czoxﬁﬁllﬁvédﬁ@ﬂ%f”&@ﬁt@ 'sﬁ’+ s¥disorder,
3H 1, 2- benzodi oxol yl, 1, 3- benzodi’oxol yl 3H71, 2-benzod’t hi o'y

1, 3- benzRhwbim ipss-jenstoyal idyerdiopic, disuridrs piyabiesis Iand Ehwfingtonisadisdase as well as

i sobenz enzot hi en 1H-.2. 1- henzoxazi.n 30
it 2, 5. DSl On8RE AhNAIE uisbiRnoRh. SR oiberist, cadfngy coet and
2H 124 bezrchoxaistuiy diseagdt 3, 1- benzoxazi nyl, 1H 2 1- benzot hi azi nyI

| H 2, 3- benzot hi azi nyl, 2H 1, 2-benzot hi azi nyl , 2H- 1, 3- benzot hi azi nyl ,
2H 1, 4- benzot hi azi nyl, 2H 3, 1-benzot hi azi nyl, cinnolinyl, phtalazinyl,

qui nazol fnydrricydit ARX BbinP¥inds! STOE iBUn¥Hbn are considered useful in the treatment of

depression, manic depression, bipolar disorder, dysthymia, mixed anxiety depression,
generalised anxiety disorder, social anxiety disorder, panic anxiety disorder, post traumatic
25 stress disorder, obsessive compulsive disorder, acute stress disorder, phobia, pre-menstrual

dysphoric disorder and psychosis,

Thus, in another aspect, the present invention provides a pharmaceutical composition
comprising at least one compound of formula I as defined above or a pharmaceutically
30 acceptable acid addition salt thereof in a therapeutically effective amount and in

combination with one or more pharmaceutically acceptable carriers or diluents,




7 July 2006 WD 03/051869 PCT/ DK02/ 00858 21 quinolyl, 1H 27mpég@(¥ranyl ,
2H 1- benzopyranyl, 1H 2-benzothi opyranyl or 2H 1-b enzothio anyl . The
acid ada‘f‘?%‘?‘? |ts of the conpounds of the invention arPé:Tﬂwg Wﬁ%ut ically
acceptable 5 salts formed with non-tqéi c acids. Exenplary of such organic
salts are those with maleic, fumaric, "Benzoic, ascorbic, succinic, oxalic,

bi s- net Myilefoethat aspptt, the presehaiwsptidropiosides die@o efiaS¢dnpdung of FE@AUIE T as
propionic, tartaric, saljcyli¢, citric, gluconic, lactic, malic, mandelic,

1Cyll :
ci nnani defineq phevsnpi an geidapddition sale therqof fonithy tpufacture oh p phagngesytical
p- am no | ) el | ophylline acetic acids, as
wel | aslb? e fgongf?tgﬁltegé‘%eggﬁﬁ}fl?nes, %r?ioggﬁ%p rg&g._ br onot heophyl | i ne.

Exenpl ary of such inorganic salts are those with hydrochloric,

hydrobromic, sulfyri sul fam c, phqgsphoric and nitric acids. The

ohar o ol soampauaih 5E e Brnera Sima 1 e Akiob A CBRCA GG AicstotzAng such

manuf actopties] isBmeACHR! AN CmbMcED tyNi® {HP¥AA %odgmutbﬁbeagﬂycmc%ﬁ% aby any
suitable route, for exanple 15 orally in the form'of tablets, capsules,
powder s clamsgErense to spepificsampaemisatiers tothe haecrbatesunddss ofwruise dnrdicatesk:

i njection. For preparing such conpositions, nethods well known in the art
may be used, and any pharmaceutically acceptable carriers, diluents,

exci pi enths tein Q4 palkyhesders ity @ Sranobeder dbratiefied hllyl froug hhvifg ¥roRe obk &six 20
Conveni ently, the conmpounds of the invention are admnistered in unit
dosalfe 8RN BigRsamsiustyes sneh Asnpsthylis ethil, abrpeapdling-petpyAbddhutyd, @tbutsl, 100

mg. The oL at@l1-83kdaé A S It n f ~abo - ny,
and nost pre er?ﬁ% ,Q%KE(?U étByIZSLP? %Apé'b%tgk?n{(%égg%k i(\;éwc&foi{r%%ﬂﬁglé? gﬁglé
‘i nvent i oespe@brelheefeo spoilartis toobrahéle:di o exirmsvhedrajkyb erqrpe haviegl feen foak Itows:
Al kylating. a i{)er Zi nelji pic?erj dj ne or tetrzimydropyri dine of formula I1l1
with an® t%ﬁ‘Fa WYY SR OIS sV By TRERCSIYSYY- 30 7  July 2006 WD 03/ 051869
PCT/ DKO2/ 00858 22 R8a R8b Rl (n

15 . Similarly, Cj¢-alkenyl and Cjs-alkynyl, respectively, designate such groups having from

two to six carbon atoms, including one double bond and one triple bond, respectively, such

as ethenyl, propenyl, butenyl, ethynyl, propynyl and butynyl.

The term Cj.s-cycloalkyl designates a monocyclic or bicyclic carbocycle having three to

20  eight C-atoms, such as cyclopropyl, cyclopentyl, cyclohexyl, etc.
Halogen means fluoro, chloro, bromo or iodo.

As used herein, the term acyl refers to a formyl, C;¢-alkylcarbonyl, arylcarbonyl, aryl-
25 Cjgalkylcarbonyl, Css-cycloalkylcarbonyl or a Csg-cycloalkyl-C,.s-alkyl-carbonyl group,
and the term thioacyl is the corresponding acyl group, in which the carbonyl group is

replaced with a thiocarbony! group.

The terms Cg-alkoxy, Css-cycloalkyl-Cig¢-alkyl, Cig-alkylsulfonyl, C;s-alkylamino,
- 30 Cjgalkylcarbonyl, and the like, designate such groups in which the C,g4-alkyl and the
C;.g-cycloalkyl group are as defined above.




wherein R-R9 and Q are as previously defined and L is a qu\ﬂﬂr}gtoggoup such
as e.qg. _halogen, nesylate or tosylate; 5 2) Reductive aI K atlon of an
am ne of VPSR | || with a reagent of formula N N~ f1IF &t ein

R -R9 and Q are as previously defi nedefond E is an al dehyde or an activat ed
10 carboxylic acid; Acylating an am ne“of fornula V by the use of a

car boxyl Thke mamdeamwal ¢adlGocyt R GRitiaticafrods,! sueht /ApR&iyETor RphsA, din

chl oride, an |socyanate car banoyl chloride or by ?mo step procedure by
t r eat merRiFWA RiKBEgene fol | owed by addition of an am ne: 15 7 July 2006
WO 03/ 051869 PCT/ DKO2/ 00858 23 wherein R -R9 and Q are as previously

defi ned, whereupon the conpound of formula | is isolated as the free base
or a phafimademt i letdroarylcefept &bl Smeaibereddthiohoyielic afifigst beste af . 18-tdtholyl,

| kyl di h | f or ned
ol Vet SES ARG o5t B aB Lo > RGHBHEN ot o B1oABINEP T e

-presenc ic Qg b car bonate
dii sopro e;pgﬁe(?%gﬁ%%mne 0?4f2r t:Sbge?j"t’tlﬂ%lmam ne?ﬁg% ég'q% ‘?ﬁébwﬂnper at {l}§t2 dioxazolyl,

Al t er nat 1.4@tdioxazalyl,al ky B&k1 Bﬁ-@anazolyl,peﬁffbi,ﬁﬁekhﬁnamlyﬂ; xed L2 @ptthidzolyd,

Sl vent 3Py poR BNy >4 Dbl 1eh RgRefRin: S Comearthy

- N- et hy | Ry Brthiaidiety - one1,(2l,\l\mad1@bgilerablm smuﬁdlszolﬂr esengg 40MhididsRe. The
ents of formula Il can be prepared by net hods ~ anal ogues to

al kyl ati
“‘thoséP delsf%l #riazaly, helféalazaﬁtrwotxfl c&ﬁxﬂsélyg,yn@*ﬁé@%edswﬂ?@plﬁl,ylfﬂigﬂzﬁb’ﬂ,hods

-descri begy af 4. er chen
Chenie 1 2 %@gg {)}?lp%éﬁ %qjﬁé}_‘o@%éeorg y}’hwﬁgﬁq\%\p% 6 ﬁf?ﬁegart

Or gani-c mmyblimsmng}so lsach WY el,2 8-BatitazidylC . 1, NewxXibidzinyliangs, y-oua@lmmygact I on
conditio ug ﬁﬁ%hose which are known and suitable for such reactions.
The amin cs}r’ gyl || dAS-exatiasinde mek-3a%ahiazmpdi | abl-&3vhoraiylbeen

e b ot g 2t LSRG 149 g
40, 27HA}yp,2-dioxazinyl, 1,2,3- d1th1azmy1 1,2,4-dithiazinyl, 4H-1, 3 ,2- dlthlazinyl,
4H-1,3,5-dithiazinyl,  1,4,2-dithiazinyl, 2H-1,5,2-dithiazinyl, 2H-1,2,3-oxadiazinyl,
2H-1,2,4-oxadiazinyl, 2H-1,2,5-oxadiazinyl, 2H-1,2,6-oxadiazinyl, 2H-1,3,4-oxadiazinyl,
2H-1,3,5-oxadiazinyl, 2H-1,2,3-thiadiazinyl, 2H-1,2,4-thiadiazinyl, 2H-1,2,5-thiadiazinyl,
2H-1,2,6-thiadiazinyl, 2H-1,3,4-thiadiazinyl, 2H-1,3,5-thiadiazinyl, 1,2,3-triazinyl,
20 1,24-triazinyl, 1,3,5-triazinyl, 2H-1,2-oxazinyl, 2H-1,3-oxazinyl, 2H-1,4-oxazinyl,
2H-1,2-thiazinyl, 2H-1,3-thiazinyl, 2H-1,4-thiazinyl, pyrazinyl, pyridazinyl, pyrimidyl,

pyridyl, 2H-pyranyl, 2H-thiinyl; and to bicyclic rings such as 3H-1,2,3-benzoxathiazolyl,
1,3,2-benzodioxazolyl, 3H-1,2,3-benzodithiazolyl, 1,3,2-benzodithiazolyl, benzfurazanyl,
1,2,3-benzoxadiazolyl, 1,2,3-benzothiadiazolyl, 2,1,3-benzothiadiazolyl, 1H-benzotriazolyl,
25 1,2-benzisoxazolyl, 2,1-benzisoxazolyl, benzoxazolyl, 1,2-benzisothiazolyl,
2,1-benzisothiazolyl, benzothiazolyl, 1H-benzimidazolyl, 1H-indazolyl,
3H-1,2-benzoxathiolyl, 1,3-benzoxathiolyl, 3H-2,1-benzoxathiolyl, 3H-1,2-benzodioxolyl,
1,3-benzodioxolyl 3H-1,2-benzodithiolyl, 1,3-benzodithiolyl, 1H-indolyl, 2H-isoindolyl,
benzofuranyl, isobenzofuranyl, 1-benzothienyl, 2-benzothienyl, 1H-2,1-benzoxazinyl,
30 . 1H-2,3-benzoxazinyl, 2H-1,2-benzoxazinyl, 2H-1,3-benzoxazinyl, , 2H-1,4-benzoxazinyl,
2H-3,1-benzoxazinyl, 1H-2,1-benzothiazinyl, 1H-2,3-benzothiazinyl,
2H-1,2-benzothiazinyl, 2H-1,3-benzothiazinyl, 2H-1,4-benzothiazinyl,

2H-3,1-benzothiazinyl, cinnolinyl, phtalazinyl, quinazolinyl, quinoxalinyl, isoquinolyl,




20 Parhamet al. J. Og. Chem 1976, 41, 2628 and by Bauer ef lgl g Med.
Chem 1%& 19 1315, Maligres et al. Tetrahedron 1997, 53 ]i &gg and by
Cheng et" QU358 " ett. 1997, 38, 1497, Chen, Meng- Hsi ECABKOUMES john A
Tetrahedron Lett. 1996, 37, 5233-5234 and Slade, P.D. et al. J. Med. Chem
1998, 41, 1218-1235, or can be synthestsed by nethods described in

st andar dquinslyl s uli-2slisenopihaiyl ey DH-IMbédzopaanler Qru2BesoNaopyehe/Ti € &b
(Met hods_ of, Organic Chem stry), Georg-Thiene-Verlag, Stuttgart; "Organic
Reacti o ,'IJ‘W%OH?“OMWQOOG WD 03/ 051869 PCT/ DK02/ 00858 24 W ey & Sons,
Inc. New York, nanely under reaction conditions such as those which are
known and suitable for such reactions. The reductive al kyl ati on accordi ng
t o net hothejcid sdditiof saltseaf thy cempoutals o f Ithet mvearttionearephiradseutisally aaptibker i bed

in standar.d .wor ks ch as .Houhen- eyl |, t hqden der organj schepn, Chem e
(Wt hoas it e Ba e RS BxSHiRlion i S ViBee gavshis gser v GRUEIP
- React i onfumadie henit 8 aséorBieN Sucdiffe; dNake, Y BiskmePRREMIMARE mE®EGdsu@hic,
conditi ons such as those which are” known and suitabl € for such reactions.

The reactthangdisulionie, weeticor progionis, t taaie, e galicylic,g citric,oghidonts, ofactanyi madic,of

formul a i.th ent.. of formula.lV by standard. methods. via,the 10
‘car boxyl #éﬁdggc’d Sﬁ’lnc%rr%?’g e, élg%"toﬂfat qP8UPer gt\égl?c’ byP3HGy g HASPIIC @g&?ﬁ?’c
aci-ds i rp-amiripbe@doi elutainid) hengepepllfont ARPAROHIYINME oclit Rids; adlivialichohrRxY!
fall owed by reduction of the resulting amde with Iithium

o Uit iéﬁiﬂ&bﬁmlﬂmesﬁfoaﬁéammesrbmhﬂﬁa@.i@@nmlaxyqurs:m e 6
dosor 1 pea” st cEniRtio Rhndifodcr RAREE, Shigle JRATBHRLARHER w20

Lett. 35,1994, 15 pp. 6567-6570;J. Med. Chem 25,1982, pp. 1235-1240;
Synt hesi.s 1987 . A74-477). Th cylation according .to method 3) is
conveni e’ﬂ'lel' él"%??%‘?lﬁédcwcﬁt’é’ﬁﬂ é’?dﬁiﬁéwﬁi’&é’nwi’%&oﬁﬁ é"qg%{’r B&W‘g’:ﬁ%{e& n
chl ori deccaahhctalRE tRliRVEtiBh, MY tﬂaea&kﬁﬁisf&edc? Qg?%hftefbl %lﬂ?, fold eggxgpllem de

conbi nation with coupling reagents such as e. cycl ohexyl” car

~ \When 1§ heorglty stk dotinn gf tablays wapsulescpoviders \syrupk) dc.j deparenteradlydy dimafors, oft he
acyl ation, proddces urea, derivatives. The.urea rivatives can, al so be

pr epar ed o})u?,iogs WJS‘%{@&' PR g sB%h%‘?rg‘?qSHtj’nﬁ'fmgﬁ? a‘YﬂL]ﬁ'fo‘W ‘Pﬁhf)ﬂ%gﬁ'é( ne

f ol | ovebehigeddéi ahp pharmaseutRaly SoceptableichirRES BN S cfApRAIE StHRE adfividl 8 V
are prepared_ as described in methods 1) and 2), 25 erein R2-R9, Q L and
E are a@oﬁﬂéwywi?élll}'ﬂtfeﬂi'iméﬂbe&ﬁd- R is a protection group. This protection
group may be chosen fromthose protection group generally used for
protection of amino groups. Those skilled in the art will know to sel ect
appr opr iGdneementtys cthe o¢ongFamids of the invention are administered in unit dosage form

containing said compounds in an amount of about 0.1 to 100 mg.

The total daily dose is usually in the range of about 0.05 - 500 mg, and most preferably
about 0.1 to 50 mg of the active compound of the invention.

25

The compounds of the invention may be prepared as follows:

1) Alkylating a piperazine, piperidine or tetrahydropyridine of formula I with an
alkylating derivative of formula II:
30




and how to protect and deprotect the amnes with these prot ggﬁfé&@o roups.
30 Experinental Section Melting points were determned on_a Buchi_SMP-20
appar at JEOQ#P18¥% uncorrected.  Anal ytical LC-MS data wer BBZN08¥d on a PE
Sci ex APl 150EX instrunment equi pped w Eh 7 July 2006 WD 03/051869

PCT/ DKO2/ 00858 25 1onSpray source and~Shi madzu LC- 8A/ SLC- 10A LC system
The LC conditions (Cl S Reolrimg4. 6 x 30 nrmmwith a particle size of 3.5 m
were linear gradient eluhign With water/acetonitrile/trifluoroacetic acid
(90: 10: 0. 05) to wat em™ace¥oniN riR%/ frfU uoroacetic acid (10:90:0.03) in 4
mnat 2 nb/mn. Purit ernYned by integration of the UV trace 5

{ Rt, are expressed in _mnutes. Mass spectra
wer e obtained by an alterwatifng scan nethod to gj/_e—_ﬁpl ecul ar wei ght

v
i nformation. The nol ecul 3 , M+, was obtai nme¢d at w orifice voltage
i gtRreori fi ce vol tage ( c‘&-200\/). 10
a

(5-20V) and fragmerta
- Preparative LC- Ms-separa Aas-! performed on th meRonstrunent. The LC
conditions (Cl8 colum 20 X %0 mmwith a particle size of 5 mM were |inear
gradient elution with wgter/aggtonitrile/trifluoroacetic acid (80:20:0.05)
to water/acetonitrile/trifluoroacetic acid (5:95:0.03) in 7 mn at 22.7
mL./mn. Fraction collection was perfornmed by split-flow M5 15 detection.
"H NVMR spectra were recordeth at 500.13 MHz on a Br@g#er Avance DRX500
instrument or at 250.13 MHz. on a Bruker AC 250 instrunent. Deuterated
chloroform (99. 8%) or dinethyF sul foxide (99.9%) were' used as sol vents.
TVB vas vilfeesin ' -RNa8d M@laré 6 priciRly2deficanday . is D &iviR! ool fshicyakugs are
expressed in ppmvalues. The foll owi ng abbreviations are used for
mul ti pl heloggn.gresidte e tgsidate; s=si ngl et, d=doublet, t=triplet, g=quartet,
qui =qui ntet, h=heptet, dd=doubl e doublet, dt--double triplet, dg=double
quartet, tt--triplet of triplets, nmemultiplet. NMR signals correspondi ng
to aci di2y pr Redogtivaratkygsivey oflah miie dftfofinula O Rvithd teagent 6f mbIVaphy silica
gel of type Kieselgel 60, 230-400 nesh ASTM was used. 25 For ion-exchange
chromat ography (SCX, | g, Varian Mega Bond Elut(r), Chronmpack cat. No.
220776) was used. Prigr qgse of the SCX-colums was pre-conditioned with 10%
sol ution of acetic adtd;in /%t hanol (3 ni). WD 03/051869 '

Rz g

R# RS

(Iv) (LIt}
wherein R'-R” and Q are as previously defined and E is an aldehyde or an activated

10 carboxylic acid;

3) Acylating an amine of formula V by the use of a carboxylic acid and a coupling
reagent, an activated ester, an acid chloride, an isocyanate, carbamoyl chloride or by
a two-step procedure by treatment with phosgene followed by addition of an amine:
15 -




Preparation of internediates Al kylating reagents of the fmjmg,@obé 26 7
“July 2006 PCT/ DKO2/ 00858 5 1.

(RS) - 1- (‘&Q%?”Ws’et hyl ) - 3, 4- di hydro- 1 H i soqui nol i ne- 2- car%@@%ﬂﬂsss
acid-tert-butyl ester Tetrahydrosioquiholinic acid (10 g) was suspended in
tetrahydrofuran THE (100 nL). Trieth amne (9.1 nL) and di-tert-butyl

di carbonate (14.3 g) was added gmd fhe mxture stirred at roomtenperature
for 16 h. The mixture was conygntrated in vdcuo)\ redissolved in ethyl
acetate (250 nmL) and washeri t eNwi Bh amdNaquegls 0.5 M KHSO4- sol ut i on
(200 10 nL), dried over magnegsi um sS4l p atem,év orated in vacuo to give
1- car boxymet hyl - 3, 4- di hy®7o- 1H i soqui nol i ne- 2- carboxylic acid tert-butyl
ester in quantitative yield aI ear oil which crystallised upon

standi ng. The protected am.no/aci d\wasgedi ssolved in dry tetrahydrofuran
under nitrogen, cooled to 0 C\gnd/AM borane in tetrahydrofuran (41.5 nlL)
was added slowy under nitrogesrddring 15 mn. The m xture was warned to
room 15 tenperature and stirrgd folgsl h. Excess borane was carefully
destroyed by slow addition of 50 nL of a 1:1 m xture of

wat er/tetrahydrofuran. The m xture wsp nmade al kaline to pH = 12 by
addition of saturated potassium carbonate and extracted with diethyl ether
(2 x 50 nmL). The conbi ned organi c phase were dried (nmagnesi um sul phat e)
and evaporated . in vacuo to give

d.i
1- (2- Hyavhsxein é&‘ﬂ% Jnd3Qmrelias priviousht-defingdsi widreupon 2he sotopoayidi of fowindla I is
tert-butyl .este s 20 a clear oil..(8.4 he.prptecte m noal cohol was
i scol iR ithe Bp Pahrsmabuteridlly dppraplO R R G R Ao i o (2.6
m.) and cooled to O C under nitrogen. Methanosul fonyl chloride (2.64 nlL)

indry THE (30 nL) was, added droni se during 15 mn, and the m xture was
var med tlde alodatioaraseqrding te matepdstlils penyenigntigpertarmed A e prgapic| sobvent Bishand

Cration i _ e ; ; Cecolved. in . 300
a5 ). R AT BYARY eopD e oM B UE R T IR N2 B
reflux fbase (pomssitinecarhonate) rdtisvpaspylethylanéat oeuhiolaniad) treflag tempadnide

ot adbiEmRy i akyEiey i Resbmehs! 1 a0 dPPRRIT SO R B

pool g 313)?00 fig%gginit,lrln‘@ﬁl!ﬂ tﬁ@gﬁjv\éﬁnémé&éélgéxﬂ Bfrﬂl;lﬁﬁﬁﬁﬂln)l'fonnamide

3,4-dih -H1s I nol 1 ne-2-carboxylic acid-tert-but est’er as a cl ear
oi | (8 ¢PMI)i dimetipOsulfoxstea(DIMS@) oupbmethydmuiiohidin-2Fore (MIPYvprefgrabdypotied was

prepar e%re':sgnc% of & l!aaas{e. %g:algyléjnunlg agze(x)l?seof formula II can be prepared by methods

analogues to those described in the examples or can be synthesised by applying methods

described in standard works such as Houben-Weyl, Methoden der organischen Chemie

15 (Methods of Organic Chemistry), Georg-Thieme-Verlag, Stuttgart; Organic Reactions, John
Wiley & Sons, Inc. New York, namely under reaction conditions such as those which are
known: and suitable for such reactions. The amines of formula III are either commercially
available or have been described in the literature or can be prepared by methods analogues

“to those described in the literature e.g. Marxer et al. J. Org. Chem. 1975, 40, 1427, by

20 - Parham et al. J. Org. Chem. 1976, 41, 2628 and by Bauer et al. J, Med. Chem. 1976, 19,
1315, Maligres et al. Tetrahedron 1997, 53, 10983, and by Cheng et al. Tet. Lett. 1997, 38,
1497, Chen, Meng-Hsin; Abraham, John A. Tetrahedron Lett. 1996, 37, 5233-5234 and
Slade, P.D. et al. J Med. Chem. 1998, 41, 1218-1235, or can be synthesised by methods
described in standard works such as Houben-Weyl, Methoden der organischen Chemie

25 (Methods of Organic Chemistry), Georg-Thieme-Verlag, Stuttgart; Organic Reactions, John
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(RS) -1-(2-Brono-ethyl)-6, 7-di net hoxy- 3, 4-di hydr o- | H i soqui no[I Ke % car boxyl

ic aci d-WOEMSIB y| " ester Piperidines of the fornula || |PGI/RKE/00858

pi peri di ne-derivatives of forrmula |11 wherel n X is oxygen, Z is CROR10, Y

is a bond, A, A2 and A4 are CH, A3 2 CRL . e.

spi rof i swh 20868 Ind. (NeW et he

nmet hods deg{'“ bed b l\/larxéﬂg’rke’!tqia{(:l}ﬁ[yl %d%g%g%ﬁécfﬁg%]ﬂﬁ%ﬁ%%gﬁ%igmr{)y Par ham
et al. Jnogngnd e fop yech rgactions28 and by Bauer et al. J. Med. Chem 1976,

19, 10 1315. The foll ow ng conpounds were prepared in a simlar way:

6- Fl uor ospi ro[ i sobenzof uran-1(3H), 4' - pi peri di ne],

6-trifl| Ukieaadichiyt siiylatibn S@b@dlﬁ@fdlﬂh@tﬂiod-ﬁﬁis)peﬁ'omﬁ&dlﬁ" étﬂ'lcﬁﬁi literhfure methods
6-fl uoro-3-mneth Isplro[lsobenzofuran 1 4 erl di ne]
- gN%(hM?t

~6-tritl PBrbAeTAPed B shndad werks sychas bow edenader prg@mstlmnr%]emxe
5- net hyl ﬁﬂ:’tﬁ
6- FF uo?/o 3- |@%buty€ﬂ§%€ rgﬁgﬁb(énzo%r% P%f(eﬁ%rgjl‘ﬁ%arbgf%ﬂlﬁgf%tlon& John

—-6-fl uor- dNBe;c&cﬁmiaﬂnyJ Nev fY@kk sametyzoider @actihdhdidionpiyRBak diose whihdre 0

6-f1 uor 4-1 | uor enyl ) spiro[i.sobenzofuran-1(3H), 4' plperldlne] The
pi peri dﬁcﬁlg éé‘PfW‘é’fﬁt’g‘gg’ 5‘¥ hergagtion ﬁ‘l"'lreacﬂﬁ’é?’é? Berfognabmsezs4%gNRB Yis

~a bond, cBhpl adiifesAWt férnsl !
trifluor orre%r;tff, are repar%ﬂgﬁgrrg?g%{?fgoa@ﬂgw yﬁﬁh@@é@?&%&fz@e

. Mali 4t e§a@px ic acféchlands] actival@ioskstersd, bylthe 82, ofacmiaolayhamdgnebminauom Tet .

Lett ol |

1 Acet y il 3 SUBIiBE kel ey Moty R ARV Epodiial BEH Sl Bperiy ope "
- pi per i ditierestelfiny amideasitofithfudh Bhhdnill hdeYﬂ@bﬁélEhé 1)1 Z(aﬁb§xy@B%BﬂeQ ofZ 1S
oxygen, Y is a bond, A, A2 and A4 are CH A3 is CR',

2, 3-di hyersua b arscitbacesrpersiatly avaijablecrican he pyepared by rmtbcp;braadoawdcdl ng to

031 051600 PR IRbL il BleritiE ey AR T o 1OV BT S0, Pt d2s8 0 T

Sl adss, BpB565t65910; J.MMadl'he%Ej’nmSE,%, 1285-124D] Bynthesis 1987, pp. 474-477).

- The acylation according to method 3) is conveniently performed by standard methods via
the carboxylic acid chloride, activated esters or by the use of carboxylic acids in
combirnation with coupling reagents such as e.g. dicyclohexyl carbodiimide. When the

20 acylating reagent is carbamoyl chlorides or isocyanates, the acylation produces urea
derivatives. The urea derivatives can also be prepared by a two-step procedure consisting of

treatment with phosgene followed by addition of an amine.

The intermediate compounds of formula V are prepared as described in methods 1) and 2),
25 wherein R%R®, Q, L and E are as previously defined, and R' is a protection group. This
-protection group may be chosen from those protection group generally used for protection
of amino groups. Those skilled in the art will know to select appropriate protection groups

and how to protect and deprotect the amines with these protection groups.
30 Experimental Section

Melting points were determined on a Biichi SMP-20 apparatus and are uncorrected.
Analytical LC-MS data were obtained on a PE Sciex API 150EX instrument equipped with




1235. The foll ow ng conpounds were prepared in a simlar way:lulyi'z()%

2, 3-Di hydro-5-fl uorospi ro[ benzof uran- 3, 4' - pi peri di ne] and

2, 3-di h§ﬁP8§’%5,18§9di fi uor ospi r o[ benzof ur an- 3, 4' - pi peri di neJCHREOZBS; i t uent s
R8 -R 1 are introduced by applying suitably substituted starting conpounds
to met hods anal ogous to the above ment4%ned. 10 Anines of the fornmula V An

ani ne of IohSpral Puiev@rl SheRazed. f10A! oo  OBRAYEe corfitBmst of an
amine of formiall (1 mpl ), (%gﬁﬁggsr%%ﬁo%tteﬁw)-3#?8?’1%@‘%-@%
1H i soquetenn b x- 3hnpaxyith @ pasticle tsimetoflbdif Wmke steer lifdar Jradiet) elasheh with

t [ , 5 )i itrjl 2 .heated t
5 ¢ ror Thep ARl barg RO e PRl b abseriofifile e aatod 1 n
-vacuo -t o(10190€0.68) it &l m@at0R ML/ARS | EiiRy wh GetFRidbe by WARgratieh of S Vetridd
di chl oropet hane (10 nmL) and anisole (0.26 nL) and trifluoroacetic acid (10

L) wér l2atgey. Eredetentoniimes R, are expresseiin miodtest enperature for 90 min. The
m xture was evaporated in vacuo. The product was either purified by
chromat ography or used directly in 20 the next step w thout purification.

The f ol | Massngpecthapoersdsbiained byuim faltedating ebinOFRARAN &P gweDfbRIBlaf Widiflar use:

- (RY)- . . . . .

- 1-{ 2- 4-ipforpetion: JChermplegular don, | ML wak joffained. 3t pweetifjes valtage 4520M3tandhy dr o-
25 i SOQUiAprenBifion at high orifice vol - '
(RS)-1-{2-7 6ot T aor oagh onfice voltage (100-200V) 31y . 4' - pi peri dine-1' -yl ] - et hyl } -
1,2,3094-tetrahydroi soqui noline 30 Enantionmeric fornms of Am nes of the

f Tul E ti 1 . t. f . e
N (RS SepSigegs etibrned ol typesne nstumeoThe LC conditions
yl)-eth bR 90 - aARider T : S
)IQCZI'/ %K 0)2/(/658 %ggﬁzﬂgg{') ga%% ?inﬁ% ot @M@Ie sizb U885 AR Gverd¥Rnda/ Q‘Q&gﬁgelutxon with
N { 4- ( 3-Walertacetoplisiteittifludropasticlach B30420:@05)atoy vnter/asopitriietrfiuotoackiic etilly| | - pi

i di n-,.4., id bj.. .t ol uti hiral HPLC_ usi
&1 son $TSUHAE I 227 il B Hiditn GoheRy yrcretigd by et hpr S "
chir a$ celefdriew! ums (4.6 nmx 25 cmfor analytical and 10 nrmx 25 cm for

preparative runs). The particle size in the colums was 10 5 m A solution
of the racem c conmpound N-{4-(3-fluoro-phenyl)-1-[2-(1, 2,3, 4-tetrahydro-

'H NMR spectra were recorded at 500.13 MHz on a Bruker Avance DRX500 instrument or
at 250.13 MHz on a Bruker AC 250 instrument. Deuterated chloroform (99.8%D) or
dimethyl sulfoxide (99.9%D) were used as solvents. TMS was used as internal reference
20  standard. Chemical shift values are expressed in ppm-values. The following abbreviations
are used for multiplicity of NMR signals: s=singlet, d=doublet, t=triplet, q=quartet,
qui=quintet, h=heptet, dd=double doublet, dt=double triplet, dq=double quartet, tt=triplet of
triplets, m=multipiet. NMR signals'; corresponding to acidic protons are generally omitted.
For column chromatography silica gel of type Kieselgel 60, 230-400 mesh ASTM was used.
25 For ion-exchange chromatography (SCX, 1 g, Varian Mega Bond Elut®, Chrompack cat.

No. 220776) was used. Prior use of the SCX-columns was pre-conditioned with 10%
solution of acetic acid in methanol (3 mL).




i soqui nolin-1-yl)-ethyl]-piperidin-4-yl}acetamde (1 g) in ﬁ%lp@@@ﬁ (1 )
was injected in 40 L portlons on a preparative colum. Th unmm was

el uted WPRHBSHbNdi oxi de - nodifier (75:25). The nodifi BETRES2/Y35% opanol
with diethylam ne (0.5% and trifluorgc tic acid (0.5%. The flow was
18.9.m./mn at 20 Mpa. Fraction colle on was triggered by 10 UV-detection
(210 nM Prepaeatidipéftintmedititésai Ni ng t he separate products were pool ed and
evaporated 1n vacuo whi ch gave the enantioners. The first eluted enanti omer
is called Enantioner 1 and the second eluted is called Enantiomer 2 of

N-{4-(3-
1-[2-(1, éhg%ltﬂfé @%Pgﬂ‘f’sfgﬁ‘h‘f“ﬁ”ﬁ n-1-yl)-ethyl]-piperidin-4-yl}acetam de.
The enantionmers were neasured by HPLC to have an enanti oneri c excess

N Ohel LRSRL ot o b S R SH Mo A0S Garb 33 e BTG Bid B ' 1 &1
of N [ 4- ('Nlﬁihy&ﬂosﬂoqﬁﬁoﬁﬁ{c Zacd 410 @) valRyéllsPerlde@0iHi iRBhiyArdfudtn) THE! {mb}mL)

pi peridin-4 yl}acetam de Exanpl es Preparation of the conpounds of the
“inventi oTﬂqth)él apinp 2 dqsLband weteﬁrbsgémcarbmm(ﬂéﬁ g)ewa,s gide and theomixinee of
t d f .f 1]
w th-an e RedtE PSR bt d WS Sl B 17 0 SRR e o

- fornul.a dﬂh)l'l dc&tatm(ﬁS]) m R&d agtizd Bivivgowith Rid hqdeohs DN} KESGBsolution (200
||—|-|squ| ne- 2-carboxylic acid-tert-butyl ester (1.3 mpol) and potassium
car bé?latIB &rse %‘mn}aanﬁmal@e% afey decyaporaiad) inypaeo Ha Aleg Lcarbgxymetisl 6 h.

The mi Xt3)4. %1%@ &% ine 20008 xS TIPSRt %ﬁﬂﬂpﬂ e SUARP Rl fac v R YRR alne

product Was romat ography eit on si |cag ng as el uent

- et hyl acetlewr @ik WhEh Wyjlfsmﬁlsed ypen: sﬂa)ldmg Bhe pratécicdeaning ddidl @as dﬁscdvﬁd

cont ai ni_ng ,t he produgt re poole ated .in vacya_35 7 2006
VO 03/ oéﬁ@%@’ﬁﬁ‘f{%"mﬁg? Foeser %?leg‘toﬁggc od M}?‘H?IFHQ %ﬁaﬁﬁ%a%{‘“}]gpﬁm a Vv
by the Usg 8dddd SBWBOMAILCHAGEEh Mfing 15°RHR! THE HRATENYas MGt 1y 3b6H

ester, an acid chloride or an_isocyanate: An amine of formula V (prepared

as déscripmperanisoved stirredhfor )lhaRxcess berahg wasiomefilly drvisdyed by slow addition of
~ 50mL of a 1:1 mixture of water/tetrahydrofuran. The mixture was made alkaline to pH = 12

- by addition of saturated potassium carbonate and extracted with diethylether (2 x 50 mL).

. The combined organic phase were dried (magnesium sulphate) and evaporated in vacuo to
give 1-(2-Hydroxy-ethyl)-3,4-dihydro-1H-isoquinoline-2-carboxylic acid tert-butyl ester as

20 a clear oil (8.4 g). The protected aminoalcohol was dissolved in dry tetrahydrofuran (150
- mL) together with triethylamine (5.6 mL) and cooled to 0 °C under nitrogen.
. Methanosulfonyl chloride (2.64 mL) in dry THF (30 mL) was added dropwise during 15
min and the mixture was warmed to room temperature and stirred for 30 min. After
filtration and concentration in vacuo the clear oily residue was dissolved in acetone (300

25 . mL), lithium bromide (14.6 g) was added and the mixture was heated to reflux for 1 h. The
- mixture was filtered, evaporated in vacuo and the product purified by column
chromatography on silicagel usihg as eluent ethyl acetate/heptane (1:1) and fractions
containing the product was pooled and evaporated in vacuo to give (RS)-1-(2-Bromo-ethyl)-
3,4-dihydro-1H-isoquinoline-2-carboxylic acid-tert-butyl ester as a clear oil (8 g) which
30 crystallised upon standing.

The following compound was prepared in a similar way:




wer e di ssolved in anhydrous acetonitrile (10 nmL). An appr OpﬁiJﬁléfvﬂoﬁﬁ
substituted acid chloride 5 (5 mmol) was added and the reaction m xture
stirred Y8 9%%8JA%% enperature for 30 min. Methanol (0.5 mBCHBEIZYWER to the
reaction m xture followed by evapor atigo,n in vacuo. The product was
purified by chromatography either on si'licagel using

et hyl ac qR&)-4/QrBwidvyétayl)-657-difRthbkyB34-aihy it  Bisolinbihd 2 -cba& |k Oatsd-

cont ai ni ng .the product were pool ed and evaporated in vacuo and

char act deftdwlylg§tePLC- Uv- ELSD- MS. The 10 neasured HPLC-retention time, the!
measured nol ecul ar mass and UV- and ELSD-purities are shown in table 1.
The foll owi ng conpounds were nade by the nethods indicated in table 1.

Anal yt i diperidines otithe fowwla llh table 1. 15 Conmpound 1. 1-(1-

{2-[45-(5-FI uoro-1 Hindol -3-yl)-piperidin-1-yl]-ethyl}-3,4-di hydro-IHi soqui
nolin- 2-yl)-1-(4-fluoro-phenyl)nethanone 2. 1-Cyclopentyl-I-(1-

{ 2- [ 4- ( 5FHel pipéridihddérideilesSofyformilia T8, mdheitin X- ¥ loky@inh ¥ ik -CR®Uivydls Bond0
II—I-|squ|1noI1n-2;)KJ‘)nethanoQS. . . o
1-{ 2- [ 44541 @8R A 13% KdbI A3-i§1GR pi pér ispirelisobgnzpfugam (BT 3 -nipgridipasloaeH- i soq

(1 AT RrnGupIsaS o GRS eal 1 Org, Gl 1975 0 Ao 1 1

soqui -nolbyrParkamy e} all/ pven Cheet 1906p4E 2638 and by Bauer et al. J. Med. Chem. 1976, 19,
1-(1-{2- [,_,,i;j(S- Fl uoro-1 Hindol -3-yl)-piperidin-1-yl]-ethyl}-3,4-di hydro-1H-i

soquf ollPh3- 2-yl)-1-(2-fl uoro-phenyl ) net hanone 6.

1-(1-{2-[4-(5-Fluoro-1Hindol-3:yl)-piperidin-1-yl]-ethyl
}-3,4-di hydro-I Hisoquinolin- 2°yl)-3-phenyl-propan-1-one 7.
' 1-{ 2- [ 4-Ebs-fpllewingchripounis wege picpaned frea sidiitar ivayi | - et hyl } - 3, 4- di hydro- 1 Hi soq

ui nol i ne--30_ 2-catboxyl .c ac) 3-chl.or o- propyl ) am de 8.

1-{2- 4%(%‘3‘?1068‘?‘%0&%@5?‘1'gb%))("-'mpﬁ'éa‘i“&l’ n-1-yl]-ethyl}-3,4-di hydro- | Hi soq

ui nol i n@-—tn?l'u@?dnbémyik'ifbéﬁsﬂdﬁz&iﬁrﬁiet(tiﬂﬁ,w—ﬂb&ﬁﬁihé]?m de 7 July 2006 WO

03/ 051869 PCT/ DK0O2/ 00858 31 9. 1- o

{ 2- [ & (9-Tnaseriometylsaielisobenzofurpp-h e miperidiogL et hy| }

-3, 4-di W&%ﬁ“ﬁétﬁﬁ%h@fﬁusﬁ&é[is%bgﬂolﬁ%ﬂ-lltﬁ{)?lf;-'pgpe}isfn%]',bUt yl ester
‘5-methylspiro]isobenzofuran-1(3H),4'-piperidine],
6-fluoro-3-isobutylspiro[isobenzofuran-1(3H),4'-piperidine],
6-fluoro-3-cyclohexylspirofisobenzofuran-1(3H),4'-piperidine] and

20  6-fluoro-3-(4-fluorophenyl)spirofisobenzofuran-1(3H),4"-piperidine}

The piperidine-derivatives of formula IIL, wherein Xis CR’R', Z is NR®, Y is a bond, A,
A? and A* are CH, A% is CR'! and R is fluoro or trifluoromethyl, are prepared according to
~ the methods described by Maligres et al. Tetrakedron 1997, 53, 10983, and by Cheng et al.
.25 Tet. Lett. 1997, 38, 1497.

The following compound was prepared in a similar way:
1-Acetyl-5-fluoro-spiro[2,3-dihydro- /H-indol-3,4'-piperidine).

30 The piperidine-derivatives of formula III, wherein the X is CR’R'®, Z is oxygen, Y is a
bond, A', A’ and A* are CH, A? is CR", i.e. 2,3-dihydro-spiro(benzofuran-3,4'-piperidines),
are prepared according to the methods described by Chen, Meng-Hsin; Abraham, John A.




10. July 20

3- Chl or o- &@2[4(5fluoroll—l-|ndol 3-yl) - pi peridin- 1é tyhP-3,4-dih
ydro- | P4 #ol i n-2-yl)-2, 2-di met hyl - propan-1-one 5 BET K02/0085

1- Cycl opentyl -1-(1-{2-[6-fl uorospiro[igobenzofuran-1(3H),4" -piperidine-1"-y
| ]-ethyl} 3,4-dihydro-IHisoquinolin-2=%%l)nethanone 13.

1- [ 2- (4- Lt dHeBronl TRNOX996; BY,r92d345234 ¥hd Sthd¢, P-D. et al. J, Med. Chem. 1998 41, 1218-
{2-[6-fluorospiro[i sobenzof ur an- 1(3H), 4' - pi peri dine-1'" -yl ]-ethyl}

- 3, 4- di hiZ#de- | H i soqui nol i n- 2-yl ) met hanone 14.

1-{2-[6-Fl uorospiro[isobenzofuran-1(3H), 4" -piperidine-1'-yl]-ethyl}-3,4-dih
ydro- 10 1H-isoqui nolin-2-carboxylic acid tert-butyl ester 15. 1-(1-

{2-]6- Fl'nmmﬂpmng[domﬂo&imwfme@mpife&hb adimipir payi di ne-1' -yl ]-ethyl }-3, 4-di hyd

ro- |H lin-2-yl)-1- Irrethanone 16, 1-(1-
(2-]6% Fiig&BE)ﬁﬁ'Plé[ﬂ%%@)lfi’b? %/311(33 fhpiperidgel apd g n((a- 1' -yl ]-ethyl }- 3, 4-di hyd

ro | Hispg
1-(1- {25? Wﬂfﬁgdr g?g‘?‘?ﬂé‘%“’ 0 y?]ZO %ﬁ%ﬁ%@%dﬁeﬁpl peridine-1-yl]-ethyl}-3,4-
di hydro- I Hisoquinolin-2-yl ) 1- ( 2- met hoxy- phenyl ) net hanone 18.

én%? L?gﬁ%l%@mtu@té % dg zfﬂgﬁ uce§ Ff cly,iyg}ssgllfably substituted starting compounds

3, 4-di hﬁdh%tﬂdfdslaﬁ@lﬂgkbdmbﬂ{b‘a%o%ﬁﬁﬂﬁ&ﬁﬂone 19. 1-(2-Fl uoro-phenyl)-1-(1-

2-[6-fluorospiro[isobenzofuran-1(3H), 4' -pi peridine-1'-yl] 20 et hyI)
- 3, 41%i hydr o- | H-i soqui nol i n- 2-yF) met hanone 20. 1-(2-Chl oro-phenyl)-1-(1-
{2-]6- flmq&gmfiﬂf@ﬁmofuran 1(3H),4' -piperidine-1"'-yl]-
et hyl ) -3, 4-di hydr o-I H1soqui nol i n-2-yl ) net hanone 21.
~1-(4-F ubmamptcmf)ﬂn)mna Vawas prepared by the following procedure:
{2-[6-fl oro i sobenzof.yr an- 1( 4 -piperd.di ne-|"' -yl .
et hyl }- §ctott ARG Oh thanita L b8 yorpBhaiibhel - Bromd-sliy1)-3 4-iydro-
1-(4- Gwlmesoqbﬁauﬁazﬂamﬁ)&xﬁ%a{c@d férmwp&qui BS&Q@I))%H& Ebﬁ@mﬁiﬁ%h%oﬁate pigeridin
e-1"-yl]- ethyl 4- di hydro-1 Hisoqui nol i'n-2- anone .
{2- [ & FIrwebsipi acot[onmbe(ag ahk) wnnell(@md ' 35p?(|§)ébII Guhna‘h@ myﬂﬁ]re avasydopled, t9- di hyd

- I H hox d h
(2 [ 6 FUBBIsPPeredmER oA s n P B8R By PR o, Tisprpsiuct e hy ar
0- 30 | Hedisaudvtdrialdidhicromkimade (X ME) aﬁxxmml@ (AT E’fﬂl)h@lﬂQﬂﬂu&’éacehc(al;rd (10
{2-[6-Fluorospiro[isobenzofuran-1(3 -piperidine-1'-yl]-ethyl}-3,4-di hyd

ro-- | H imbhWeroaddad and the mixgye stirredp mtﬁmn@we Jon 90 me’l"hemx@ap 58869
PCT/ DKO ?Jv%%}géd i facuo. The product was either purified by chromatography or used directly in

20 the next step without purification.
The following compounds were purified by chromatography before further use:

(RS)- 1-{2-[4-(5-Fluoro-1H-indo!-3-yl}-piperidin-1-yl]-ethyl}-1,2,3,4-tetrahydro-

25  isoquinoline

(RS)-1-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1"-yl]-ethyl}-
1,2,3,4-tetrahydroisoquinoline

30 Enantiomeric forms of Amines of the formula V
- Enantiomer 1 and enantiomer 2 of N-{4-(3-Fluoro-phenyl)-1-{2-(1 2, 3,4-tetrahydro-
isoquinolin-1-yl)-ethyl]-piperidin-4-yl}acetamide




26.

2-Ethyl -1 - 2- [ 6-fl uorospiro[isobenzofuran-1(3H), 41- pi er| d| He ?6 yl]-eth
yl - 3, W :H $9-1H-i soqui nol i n-2-yl)-butan- | -one 27. FCT/DK2/00858

1- (I -{2-[6-Fl uorospiro[isobenzof uran- 1§3H) 4' -piperidine-1'-yl]-ethyl)-3,4-
di hydro- | Hisoquinolin-2-yl)-1I-(3- met oxy- phenyl ) net hanone 5 28.

1-(1-{2 ﬂa@erﬁldﬂf{q%Lﬂlﬂ{rb%ﬁQ%)DZQtﬂUa@3 h(éﬁahyﬁra-%gﬁhbﬁﬂ-w)' ethyt]-pipehi-) - 3. 4-

di hydro | H-isoquinolin-2-yl)-2-phenyl et hanone

3- Oycl oexlyscefangifie pas é\@aj¢qt@cbtoc§®ihrt®plb3@bmlePLCammg(a:§Ei)lson SF|3| sepercdticad- | ' -yl

| t hyl |
-]2 (64 1 i cfilalorntol HokS? Bl DI staebioPIcD ERps, A s 25semyfoper f i n
—e-1" -yl Janal¥fictahy 1) mrax4zscbrmdirpeedaﬂtws eumsp ﬂﬂie'p&r&ié’é&@ﬁﬁﬁé‘&ﬂﬁmﬁé-was 10 _
1-f2 ;6 Fl uor ospi ro[ i sobenzof uran-1 peridine-1|" .J’ ethyl}-3,4-dih

'ydr o-3 | Hm-shgalutioniafdhe rasgmisosapamosn <N M(é—fﬁwrﬁ -ehenyhd- BI‘(éri’y yaqrtradwd@e

1- I 6-.f | fu | ' -

1]~ et hy ey R BN P ) et Ul o Beted R |

- 1-(1- {Zﬂbfflﬂpéﬁhﬁ}%pcbﬂ afprs,}sm%oéo%ﬁﬁl Tﬁ@b&mﬁm RaP Lt Wﬁh'carﬁdnhro%d&w-) 3, 4-
d| hydro | Hi soqui nol i n- -g/ll) | - pyridin-3-yl-nmet hanone

1- [ 5-godifdy ( 5@5b Heheyhydifemweashdrpropemelwigh giejhylangine {®5%5 afd tflupsaietio] i sobe

fil 0 ) : . : _
9?&6 42508, 0594, The flow yas 18 miymiz o 20 Mg, Erepripn saligsfinh A e8H5HBY hanone
.35. 2i( 4{I§‘1-|detre0t1dih€21!)| oM. The frdet{ofis febri@inisd tHeodepaabepioansts arrel pdoted an@i peri d
i ne- 20 | ]-ethyl)-3,4-di hydro-1 Hisoqui nol I n-2-yl)ethanone 36.
1 (1 - { 2 e[’@mt%ﬂfbé’ﬁﬁf%[wl%%éﬁ%‘ﬁ’ﬂr@ﬁmlm Ahe ;ﬁrffe@lmd rrdaptienyr) isedalody - 3, 4-

0 13 S Eptlida@ ! A8 8 seodta) clGeellSs Alic® FaRffmer 2 WNTA-(fuoro-phoyl)s

{2- [ 6- Fl uor ospi ro[ i sobenzof uran - p1 peridi ne-|
ydr o- | H-[29dg, mmétrahgdlib—lsapinmlml-i-yl)adi)di]-lﬁlﬁeledlhw-ylﬁ)mmyﬁlblaﬁﬁhée:nﬁﬁtlcﬁﬁers

N-[1-(2- | - t | -1, 2, 3,4-t h | | -yl
MRS var?%e%%%@Eﬁﬁ%t? FEte rocimaigrasris xaEe highen g e, -0 nott -yt

1- Q/q:g opentyl-1-(l-(2-[6- quoro 3-met hyl spi ro[i sobenzofuran-1(3H), 4' - pi peri

din I’ %Lkolft{vfl%i%}m %nﬂ:ﬂ"% p| a ‘ﬁlqg a‘r,h -yl ) met hanone 40.

1- Cycl ohepty acety -]Hindol-3,4" -piperidin-|'-y

N (1 - {2t iomes RERG el TR ot 1

thyl) - éapliesyéidipeLyighderamiyé ) acet am de 7 July 2006

20
Examples

Preparation of the compounds of the invention

The compounds of the present invention were prepared by one of two general
25 methods:

Method A: Alkylating a piperidine of formula III with an alkylating derivative of
formula II:
A mixture of a piperidine of formula III (1 mmol), (RS)-1-(2-Bromo-ethyl)-3,4-dihydro-

30 1H-isoquinoline-2-carboxylic acid-fert-butyl ester (1.3 mmol) and potassium carbonate (1.3
mmol) in acetonitrile (20 mL) were heated to 85 °C for 6 h. The mixture was cooled to
room temperature and evaporated in vacuo. The product was purified by chromatography
either on silicagel using as eluent ethylacetate/triethylamine (99:1) or by purified by HPLC,
Fractions containing the product were pooled and evaporated in vacuo.

35




WO 03/ 051869 PCT/ DKO2/ 00858 33 42.

1-Cycloheptyl -1-(1-12-[6-fl uorospiro[isobenzofuran-1(3H), 4 - %zé;wrldl ne-1"'-y
i |- edi yWO 003G hydr o- 6, 7- di net hoxy- | H- i soqui nol i n- 2- yI BGE®

43. 1- (4- Fl uor ophenyl )-1-(I1-(2-[6-fl uorg- 3-net hyl spi ro[i sobenzofuran-1(3H), 4
‘-piperidine | '-yl] -ethyl) -3,4-dih o- | H-i soqui nol i n-2-yl ) net hanone 5

44. Method B: Acylatm an amine of formula V by the use of a carboxyli
I -QICI ohept -1 - L %5 fl uoro-1-net hansu?’fonyl spi rcTr oyéy: ﬁﬂgr cfﬁ-l ndol
A

- 3,4 pﬁoﬁﬂ Pglrﬁage" m actiy ke |ester, Ancacid ahlerideior g dsncyanate: 2- y| ) met hanone

1 (1- 121 2Pt dpapula, Y (prepared as described abave; 1, molyand triethylamine (5mmel). y) 1 _

t hyl ). 4-vpdre didselyedar dndiydebuy héetdmtﬂld{ﬁﬂlrﬁm%\;h a)ﬁhf@hbﬁﬁpﬂ@sututed acid chloride
46. 1- (4- EI uor qphenyl &J mg({ [ 5-fluoro-1I - ansul fonyl -spiro[ 2, 3-di hydr o-
[ Hin |( o?)pwas adde the reactlon mixture stirred at room temperature for 30 min.

TS 07 WS SR S B SR, 7,
4 I t (4 sin
.(2 |[4y(g ﬂ:;;g tquw:lmlpaﬁyd) t erlng}:@qﬁphy ayhﬂro eggtflhchgl( -using

3, 4-di hf (l)a‘i ?é}?ﬁ ?{ﬁ & g jjlfl% ﬁ]glf L0 3}5(3 4%'21 tzons containing the product

.- Cycl om& )ﬂooled( hnd 3vi raftédmf Sacho TR CharRétERdSHP HIM U -UNVABE DK, 4hePi PET |
dine | -et%ﬁ ydr o- 6, 7-di net hoxy- | H’1 soqui nol i n- 2-yl ) nedi anone
-~ 50. 10 measured C-retention tunc the: measured molecular mass and UV- and ELSD-purltles

| - Cycl opg ar piro[ 2, 3-di.hydro-1Hindol -3,4"-piperidin-I"-ylJethyl]-
3, 4-di hy d“:n(“s k’v nl{té%iﬁall nol i n-2-yl'| met hanone 51.

1- Q/clopentyl-l (I-f2-[5-fluoro-I-nethansul fonyl -spiro[ 2, 3-di hydro-| Hi ndol

- 20 3, %ﬁedlaﬁe”dln | ! '-'(‘J et hyl ) -3, 4-di hydro-] Hls%w nol i n- 2-yl ) met hanone
52. 1- (4- lging somppunds_syere{taada by tise wiesiadsyindisated mcigbler ARalztical( 3H) , 4
‘- piperi

1'-yl]- é'?’r‘%}ﬁe s:;)lowndmﬁ:)a/llalreo 6, 7- di met hoxy-] Hi soqui nol i n- 2-yl ) met hanone

53. 11§ 2- FI uorophenyl )-1-(21-12-[6-fl uorospiro[isobenzofuran-1(3H), 4" -piperid

ine-1"- - eth&/ - 3, 4-di hydr o-] H i soqui nol i n- 2y|)rrethanone 25 54.

1- Cycl oﬁlé{ﬂ'l}?“'} -{2-[spiro[i sobenzof uran- 1(3H), 4' - pi peridine-1'-yl]-ethyl

) - 3, 4-qi hygr.qa]ht(ssaes W -1H- -
1- Cycl oheptglf{l [l(d-( {2- bﬂﬁigg?lg:; hyl s :@OTtI sgbend 31;06115‘_!130 no}llg- pi peri

dine | -yl3-yB:h{A- fluﬁoqsmyiytdcthar@né di et hoxy ] Hi soqui nol i n- 2-yl ) met hanone
A PEIRE T G e A T L
1 Cywnl open_l}yllsdqu(dohﬁ& Jyméthainepy! spi ro[ i sobenzof uran-1(3H), 4' - pi peri di ne-|
v 3. 1-{2-[4-(5-Fluoro-/H-indol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-/ H-isoquinoline-
2-carboxylic acid phenethyl-amide
4. 1-(1-{2-[4-(5-Fluoro-1H-indol-3-yl)-piperidin-1-yl1]-ethyl}-3,4-dihydro-/ H-isoquinolin-
2-yl}-1-phenylmethanone
25 8. 1-(1-{2-[4-(5-Fluoro-1H-indol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-/ H-isoquinolin-
| 2-y1)-1-(2-fluoro-phenyl)methanone
6. 1-(1-{2-[4-(5-Fluoro-/H-indol-3-yD)-piperidin-1-yl]-ethyl}-3,4-dihydro-1 H-isoquinolin-
2-yl)-3-phenyl-propan-1-one
7. 1-{2-[4-(5-Fluoro-1H-indol-3-yl)- ~piperidin-1-yl]-ethyl}-3,4- dlhydro-IH-lsoqumohne-
30 2-carboxylic acid {3-chloro-propyl)amide
8. 1-{2-[4-(5-Fluoro-/H-indol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-I/ H-isoquinoline-
2-carboxylic acid (2-methoxy-phenyl)amide




ethyl) -3, 4-di hydro-]Hisoquinolin-2-yl)nmethanone 7 July 209§u1y\Q@0@3/ 051869
PCT/ DKO2/ 00858 34 58.

N[ 1- 12-W99¥P5188c| opent yI - net hanoyl ) - 1, 2, 3, 4- t et r ahydr o-FGHBEPHWBI- 1-yI ] - e
thyl) 4-(3-fluorophenyl)-piperidin-4-yl]acetaniide 59.

| - Cycl oheptyl -1 -{1-[2-(4-phenyl pi peri din- 1-yI ) - et hyl ] - 3, 4- di hydr o- | Hi soqui
nol i n- 2, yhl {yeubarmRiasrod Fofhdol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro- 1 H-isoquinoline- =
| - Cycl oheptyl -1-(1-{2-[6-fl uoro-3-nethyl spirofisobenzofuran-1(3H), 4" - pi peri
di ne- | -yPjcathorylia acid tertfputylastsr | H- i soqui nol i n- 2-yl ) met hanone 61.

| -Cyclo (e 2rtArd Bad ol £ or oreshy: LhPLReni dins=1-vi]-ethyl)-3,
4- di hydf@jg?%l&l)rgolqgl ﬁ%f‘f‘ﬁ" 59‘%}{%;%%8%)@}%@%{” SPLBFNS s iyt

| - Cycl opent/}lisdquitolin2-yB-2f1-dimiclylipiédanslobenzof ur an- 1(3H) , 4' - pi peridine-1"' -y
I]-ethyl].- , 4- di hydr 0- 6, 7- di net hoxy- 1 Hi soqui nol i n- 2-yl ) net hanone 63.

1- (4-F Jr 6%%’&&9??5@1--1((Pz{gz{-g[fgloquaHPB%O&P@%?PF%ﬂgﬁ&)ﬁﬁimﬁd!\e swllethydi per i di ne
1=yl - es Avdibydrd. 14r- b QUASI8i- 8-y N BbROXY - | M1 soqui nol i n- 2-yl ) met hanone

64

1- (1 - { 2-1B41B<{FChinrotpbenuxyipye dineivl]-1 31 y{2) [6plypeospitofisdbepzdfuntihy | ) - 3, 4- di hyd

S S PR R S S B BB G S e 1 e | oy
~ -ethyl) 1 mgr[ﬁlmthcﬁef.zx{hc[égi_@%%n%ﬂndn=I{BHﬁwL;ﬁg;éﬁcﬁneti'=yclijptra]t!_ﬂgr_}§3|]¢_dﬂ§,&ro-

I-Q/clopenzél-l-(l-( 3-fluoro-phen - pi peridi ] -ethyl)-3, 4-di hyd

ro-  1H i soflirisrsuineline-Jroprhoxiylio asid tatrbutyl ester

8-{2-[ 2+l - . - 1. e | polin-1-yl]-eth

) 220" Iobhekp 18 Moo Rl EaRBhighurtah A Bor MU E LRI Bydzg. V1 - ety

1- Cycl 9hepM{lisdqu(ﬂo-li{la-.{/lgx.-it.pﬁeﬁymlﬁﬁaﬁ&yI spiro[i sobenzof uran-1(3H), 4" - pi peri

S0 i Whab6182 R Funsesmiselisqhanrafipanr R - pipyicineet il - dilyre- (2.
2-[1-(2-F = - , 3, 4-tetrahydro-i i nolin-1-yl

e byl )2 A T e i i por agi e 1oyl ) et hanone 25

70. 1131 21721 (1 {2y e Fbiveppiriofisetichzofosah) 1{IH R4 Srigeridider HAWHethyl) slpudibydtd-n- 1-yl ) - e

thyl) 4-phenyl - pi peridi ne-4-carboxylic acid ethyl ester 71.
C1-(1-(2-] 2? 1@‘)@?}&%@}1@&@5:éﬁﬁﬁwsy%}@ﬂ)@?%‘?meet rahydro-i soquinolin-1-yl]-e

LGyl openty Pt T ol Aot Peaf SRR ROt CIBL RIS YEYY i per
di ne-1" -yl },4-dihydro-1H-isoquinolin-2-yl)methanone
19. 1-(2-Fluoro-phenyl)-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-
20 ethyl}-3,4-dihydro-/ H-isoquinolin-2-yl)methanone
20. 1-(2-Chloro-phenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-
ethyl}-3,4-dihydro- I H-isoquinolin-2-yl)methanone
21. 1-(4-Fluoro-phenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-
ethyl}-3,4-dihydro-  H-isoquinolin-2-yl)methanone
25 22. 1-(4-Chloro-phenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-y1]-
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99. 1-(4-Fluorc-phenyl)-1-(1-{2-[4-(3-fluoro-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro-
20 1H-isoquinolin-2-yl)methanone -
100.1-Cycloheptyl-1-{1-[spiro{2,3-dihydro-1 H-indol-3,4-piperidin-1'-yl]ethyl}-
3,4-dihydro-6,7-dimethoxy- H-isoquinolin-2-yl }methanone
101.N-(1-{2-[2-(1-Cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yI]-ethyl} -
4-phenyl-piperidin-4-yl)acetamide
25 102.1-(1-{2-[4-(6-Fluoro-benzo[dJisoxazol-3-yl)-piperidin-1-yl]-ethyl} -3,4-dihydro-
1H-isoquinolin-2-yl1}-1-(2-fluoro-phenyl)methanone
103.1-cycloheptyl-1-(1-{2-[spiro[isobenzofuran-1(3H),4"-piperidine-1'-yl}-ethyl} -
3,4-dihydro-6,7-dimethoxy-7H-isoquinolin-2-yl)methanone
104.1-{2-[2-(1-Cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
30 4-phenyl-piperidine-4-carboxylic acid ethyl ester
105.1-(1- {2-[4-(4-Dimethylamino-pheny!)-piperidin-1-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-1-(4-flucro-phenyhmethanone
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115.  Cyclohexyl-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-yl)-] ethyl}-
20 3,4-dihydro-1H-isoquinoline-2-yl]-methanone
116.  Cyclohexyl-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4'-piperidine-1'-yl)-Jethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-methanone
117.  Cyclohexyl-[1-{2-[spiro(benzofuran-3H-1,4'-piperidine-1'-yl)-] ethyl}-3,4-dihydro-
1H-isoquinoline-2-yl}-methanone
25 118. Cyclohexyl-(1-{2-[4-(2-methyl-1H-indol-3-yl)-piperidin-1-yi]-ethyl}-3,4-dihydro-
| 1H-isoquinolin-2-yl)-methanone
119. N-{1-{2-(2-Cyclohexanecarbonyl-1,2,3,4-tetrahydro-isoquinolin-1-yl)-ethy!]-
4-phenyl-piperidin-4-yl}-acetamide
120.  3,3-Dimethyl-1-(1-{2-{4-(3-triflucromethyl-phenyl)-piperidin-1-yl}-ethyl} -
30 3,4-dihydro-1H-isoquinolin-2-yl)-butan-1-one
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1H~1soqu1nolm-2-yl)-methanone
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130.  Cyclohexyl-(1-{2-[4-(2,3-dihydro-benzofuran-7-yl)-piperidin-1-y1]-ethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-methanone
131.  3,3-Dimethyl-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4'-piperidine-1'-yl)-
20 Jethyl}-3,4-dihydro-1H-isoquinolin-2-y1)-butan-1-one
132.  Benzo[l,2,5]oxadiazol-5-yl-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-
ethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
133.  2-Ethyl-1-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-y1]-ethyl}-3 4-d1hydro-
1H-isoquinolin-2-yl)-butan-1-one
25 134.  2-Benzyloxy-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4"-piperidine-1'-yl)-Jethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-ethan-1-one
- 135.  Benzo[1,2,5]oxadiazol-5-yi-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-
1'-yl)-] ethyl}-3,4-dihydro-1H-isoquinoline-2-yl]-methanone
136.  (1-{2-[4-(4-Chloro-phenyl)-piperidin-1-yl}-ethyl}-3,4-dihydro-1 H-isoquinolin-2-yl)-
30 cyclohexyl-methanone
137, 1-(1-{2-[4-(4-Chloro-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro~1H-isoquinolin-
2-y1)-3,3-dimethyl-butan-1-one
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correspondi ng am nes of fornula V. Ana°’|9ytical data are shown in table 1.
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146.  2,2-Dimethyl-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4"-piperidine-1'-yl}-] ethyl}-
3,4--dihydro-1H-isoquinoline-2-yl]-propan-1-one
147.  3-Cyclohexyl-1-(1-{2-{4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-ethyl } -
.20 3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one
148.  Furan-2-yl-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-yl)-] ethyl}-
3,4-dihydro-1H-isoquinoline-2-yl}-methanone
149.  N-(4-Phenyl-1-{2-[2-(3,5,5-trimethyl-hexanoyl)-1,2,3,4-tetrahydro-isoquinolin-
. 1-yl]-ethyl}-piperidin-4-yl)-acetamide
25 150. Quinoxalin-2-yl-{1-{2-[spiro(5-fluor-benzofuran-2H-3,4"-piperidine-1'-yl)-] ethyl}-
3,4-dihydro-1H-isoquinoline-2-yl]-methanone
151.  3-Cyclohexyl-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-y1)-] ethyl}-
3,4-dihydro-1H-isoquinoline-2-y}j-propan-1-one
152. Benzofl,2,5]oxadiazol-5-yl-(1-{2-[4-(2,3-dihydro-benzofuran-7-yl)-piperidin-1-yl]-
30 ethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
153. Benzo[l,2,5]oxadiazol-5-yl-(1-{2-[4-(2-methyl-1H-indol-3-yl)-piperidin-1-yl]-
ethyl}-3,4-dihydro-1H-isoquinolin-2-y})-methanone




~

-(3-fl uoro phenyl ) - pi peri di n-4-yl]-acetam de (Enanti oner) a 2006
N-[1-{2- Benzo[l 2, 5] oxadi azol e-5-carbonyl )-1,2,3,4-tetra ya,ro-l soqui nol
in- 1-yl 0«9 /A3869. 4- (3.1 uor o- phenyl ) - pi peri di n- 4-yl ] - ac PGHPEB2Q08H Nt i orrer )
192.

N- (4- (3- Fl uoro-phenyl)-1-{2-[2- (naphth%ﬂene | - carbonyl)-1, 2, 3, 4-t et rahydr o-

20 i soq u151pl i M&&O%%Lt}-yﬂl(ﬁ’e{bl[g (g t&ﬂ&!ﬂl’))ﬂl%ﬁﬁ’?%&?s) (}E‘Eig‘ﬁ%l:l ?Sﬁi&thﬂ?ﬁ?’ et hy! ]

N[I-]2 %cl opent anecar bon 4-tetra
- 4-(3- fI uc3 d@méwwlﬁﬂq@qpmphmZWI%Hy&tﬂanamet am de (Enantlorrer) 194.

- dr o- I hyl
ZI_ E)ﬁeilil p| pe 8[!?33;]3 @T@a@e({aéﬁflg%m{‘ﬁﬁﬁ'i?f‘w{ﬁlglgo 1&8%-6&3/1} dyh)]drEt v
[1-{2-[ 21EBr6 @ha]ﬁ,wygpﬁ@tﬁ-ﬁoﬁ@r bonyl)-1, 2, 3, 4-tetrahydro-isoquinolin-I-
- et h Sg % | uor o- phenyl i peridin-4-yl]-acetam de (Enantioner) 196.
1§21 621%@@1[&{a@m@em@-&@pﬁmw%@meyr-nym] Shi}+ et r ahydr o-
UI noI | @Ja%gl;r eltl-méohuﬁoﬁr?‘e- —yﬁob Xl ) - pi peridin-4-yl)acetam de
-{2- 15_’7— ( 33-IBheti§ﬂ-1b(&n{E@M—()3-ti:ﬂﬁoﬁnfbtliﬁﬁahéz?&)ip@cm&ﬁquylﬂ\-@ﬂiy[}-3 Aydilyebhyl } 30

I uor hen ridin-4-yl]acetam (Enanti omer)

2-[ 2- Hglsﬁ‘ﬂ'ﬁﬁ‘l)’ﬁpé)gﬁ%w‘)“' '0%33 4-tetrahydro-isoquinolin-1-yl]-ethyl}

| urRo e - c e uly 2006 WO
869 PO DKOg%}‘ésggq {%3['& 1(89%‘ HhACFH-AHoHS-RRHARE -yt

2- [ 23 M4dikpdtoyiB-iroquinglin-2 v PbiBantl tomer ahydr o- i soqui nol i n-1-yl ] -et hyl } -

P e o B 1 Yty e T Sesomneperdinc iy iy
- £-1 uor g; 7 oky 3, Neih dfonrm%hhmaﬁﬁlz @ﬂdi:m&wc @I%f)])op?l)
4- (3- Fl uor o- pheny I)-l- 2-[ 2- (4- et hoxy- benzoy trahy ro-

~ i soqui not60n- 11,3514~ trﬂwd;O-paMalmerﬂ-nl @ll-{%tfsmra@rmethyasabﬂnzofumn)%ﬂoz

N (1-{2- [ 27 (43: b 3.4-tet.rah Lin-1-yl]-ethyl
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3 4-d1hydro IH-lsoqulnohn— -yl)}-hexan-1-one
163.  3-Phenyl-(1-{2-{spiro(5-methyl-isobenzofuran-3H-1,4"-piperidine-1'-y1)-Jethyl}-
20 3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one
164. - Furan-2-yl-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-methanone
165. 2-Benzyloxy-1-(1-{2-[4-(2-methyl-1H-indol-3-yi)-piperidin-1-yl]-ethyl}-
3,4-dihydro-1H-isoquinolin-2-yl)-ethanone
25  166.  1-(1-{2-[4-(4-Chloro-phenyl)-piperidin-1-yl}-ethyl}-3,4-dihydro-1H-isoquinolin-
2-yl)-2-phenoxy-ethanone
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167. Quinoxalin-2-yl-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4"-piperidine-
1'-yl)-]Jethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
168.  2,2-Dimethyl-1-(1-{2-{4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-ethyl} -
30 3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one
169. (2,2-Dichloro-cyclopropyl)-(1- {2-[4—(3-tnﬂuoromethyl-phenyl)-p1pendm— -yli-
ethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
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20 i soqui noI in-1-yl]- i peridin-4-yl)acetam de (Enantl
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ol boul o eny CRPRRIdR-Gictontbn A5 H G SRR PRt WAhiBeddin” v and
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174, - N-(4-Phenyl-1-{2-[2-(1,2,3,4-tetrahydro-naphthalene-2-carbonyl)-
10 1,2,3,4-tetrahydro-isoquinolin-1+yl]-ethyl}-piperidin-4-yl)-acetamide
175.  Benzo(1,2,5]oxadiazol-5-yl-(1-{2-[4-(4-chloro-phenyl)-piperidin-1-y1]-ethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-methanone
176. N-(1-{2-[2-(3,3-Dimethyl-butyryl)-1,2,3 4-tetrahydro-1soqu1nolm- -yl]-ethyl}-
4-phenyl-piperidin-4-yl)-acetamide
15 177, 3-Chloro-2,2-dimethyl-1-(1-{2-[4-(3-triflucromethyl-phenyl)-piperidin- 1-yi]-ethy1} -
3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one
178.  Tetrahydro-pyran-4-yl-[1- {2-[spiro(5-fluor-benzofuran-2H-3,4"-piperidine-
1'-yl)-]Jethyl}-3,4-dihydro-1H-isoquinoline-2-yl]-butan-1-one

20 The following compounds were made as enantiomers by method B starting from
Enantiomer 2 of the corresponding amines of formula V. Analytical data are shown in
table 1.

Compound
25 179. N-(4-(3-Fluoro-phenyl)-1-{2-[2-(2-methoxy-benzoyl)-1,2,3,4-tetrahydro-
- isoquinolin-1-yl}-ethyi}-piperidin-4-yl)acetamide (Enantiomer)
180.  N-(4-(3-Fluoro-phenyl)-1-{2-[2~(2-methoxy-benzoyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyi}-piperidin-4-yl)acetamide (Enantiomer)
181.  N-[1-{2-[2-(4-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1 -yl]-ethyl}-
30 4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)
182.  N-{1-{2-[2-(4-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl}-
4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)
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isoquinolin-1-yl]-ethyl} -piperidin-4-yl)acetamide (Enantiomer)

185.  N-(4-(3-Fluoro-phenyl)-1-{2-[2-(4-methyl-benzoyl)-1,2,3 4-tetrahydro-isoquinolin-
1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

186. = N-[1-{2-[2-(3-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl}-
4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)

187. N-[1-{2-[2-(2-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl}-
4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)

188.  N-(1-{2-[2-(4-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1}-ethyl}-
4-phenyl-piperidin-4-yl)acetamide (Enantiomer)

189. . N-(1-{2-[2-(2,4-Dichloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl} -

4-phenyl-piperidin-4-yl)acetamide (Enantiomer)

190.  N-[1-{2-[2-(2,4-Dichloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
4-(3-fluoro-phenyl)-piperidin-4-yl}-acetamide (Enantiomer)

191.  N-[1-{2-[2-(Benzo[1,2,5]oxadiazole-5-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-
1-yl]-ethyl}-4-(3-fluoro-phenyl)-piperidin-4-yl}-acetamide (Enantiomer)

192. N-(4-(3-Fluoro-phenyl)-1- {2-[2-(naphthalene-1-carbonyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

193.  N-[1-[2-(2-Cyclopentanecarbonyl-1,2,3,4-tetrahydro-isoquinolin-1-yl)-ethyl]-
4-(3-fluoro-phenyl)-piperidin-4-yl}-acetamide (Enantiomer)

194.  N-(1-{2-[2-(4-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1]-ethyl} -
4-phenyl-piperidin-4-yl)acetamide (Enantiomer)

195.  N-[1-{2-[2-(Benzo[b]thiophene-3-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-
ethyl}-4-(3-fluoro-phenyl}-piperidin-4-yl]-acetamide (Enantiomer)

196.  N-[1-{2-[2-(6-Fluoro-4H-benzo[1,3]dioxine-8-carbonyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl}-4-(3-fluoro-phenyl)-piperidin-4-ylJacetamide (Enantiomer)

197.  N-[1-{2-[2-(3-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1]-ethyl}-
4-(3-fluoro-phenyl)-piperidin-4-yl)acetamide (Enantiomer)

198  N-[1-{2-[22-Fluoro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl}-
4-(3—ﬂuoro-phenyl)—piperidin-4-'y1]acetamide (Enantiomer) - '
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4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)

201.  N-(4-(3-Fluoro-phenyl)-1-{2-{2-(4-methoxy-benzoyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

202.  N-(1-{2-[2-(3-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
4-phenyl-piperidin-4-yl)acetamide {(Enantiomer)

203, N-(1-{2-[2-(4-Fluoro-benzoyl)-1,2,3 4-tetrahydro-isoquinolin- 1-yi]-ethyl}-4-phenyl-
piperidin-4-yl)acetamide (Enantiomer)

204. N-{1-{2-(2-Cycloheptanecarbonyl-1,2,3,4-tetrahydro-isoquinolin-1-y1)-ethyl]-
4-phenyl-piperidin-4-yl}-acetamide (Enantiomer)

205. N-(1-{2-[2-(3-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yi]-ethyl} -
4-phenyl-piperidin-4-yhacetamide (Enantiomer)

206. 2-N-(4-(3-Fluoro-phenyl)-1-{2-[2-(3-methoxy-benzoyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl} -piperidin-4-yl)acetamide (Enantiomer)

.207.  N-(4-(3-Fluoro-phenyl)-1-{2-[2-(thiophene-3-carbonyl}-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

208. N-(4-(3-Fluoro-phenyl)-1-{2-[2-(4-pyrazol-1-yl-benzoyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

209. N-(1-{2-[2-(Naphthalene-1-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
4-phenyl-piperidin-4-yl)acetamide (Enantiomer)

Table 1. Measured molecular mass (M+H"), measured HPL.C-retention time (RT, min) and
_ UV- and ELSD-purities (%) and synthesis method.

compound | M+H' |RT | UV-purity | ELSD-purity | Synthesis

min. (%) (%) method
5003 |2.34| 84.41 100 B
4744 |2.38 83.5 100

| W N -

B
496.3 (2.45{ 75.89 100 B
481.9 |12.29| 83.81 100 B




69569. 31. 6576. 7788. 30B 70517. 32. 6779. 0386. 76B 71 i 487. 4 12.594%gm§§95.175
B

WO 03/0

73470.
76477.
79451,
82463.
85512.
88459.
91555,
94459.
97443,

4
22

12.
32.
22.
32.
32.
22.
22.

i

4010093. 03B 77491. 32.5186. 667

7 July 2006 PCT/ DKO2/ 00858 72573.52. 4290, 4510
$L00B 74459. 42. 2792. 31100B 75599. 32. 3696. PEYBKAKHSSE
72B 78631.51. 8475. 78100B

5086. 14100B 80511. 12. 48100100B 81471. 32. 2392. 66100B

Lo OO A P T e
6971. 14736948 BOSHD p2AGRoRISF10(B 90BES. 42| 6587B3798,
4283, bo100D oonda 45 By 00808 06500052 2bo6. 491005
2598. BO10@B | 5254 |2.40| 89.67 100 B
9 4782 |220] 7537 99.26 A
10 | 4971 |236| 7537 99.26 B
12 463 |231| 100 100 B
13 | S98.1 |245| 9385 100 B
14 467 |243] 7381 96.61 B
15 | 4712 [221] 93.09 100 B
16 485 |234| 863 100 B
17 | 5012 |227| 9408 100 B
18 | 491.1 |2.54| 100 100 B
19 | 4889 |222| 8477 100 B
20 | 5049 |227| 77.86 100 B
21 | 489.2 |225| 8099 100 B
22 | 505.1 |239| 85.64 100 B
23 | 5142 |242| 79.04 100 B
24 | 5013 [225] 8393 99.53 B
25 | 499.1 |242| 91.88 100 B
26 | 4651 |234| 97.12 100 B
27 | s0L1 |225] 8281 100 B
28 | 4852 |227| 7297 100 B
29 | 5052 |273| 71.89 100 B
30 | 5028 |231] 7417 100 B
31 | 5542 |260] 9547 100 B
32 | 4352 |206] 8669 100 B
33 472 |1.80| 9532 100 B
34 585 |2.81| 96.53 100 B
35 519 |2.44| 89.59 100 B
36 | 4373 |2.13| 9114 100 B
37 | 5142 |240| 8504 100 B
38 | 5203 |229] 71.77 76.11 B

00B
35B




985162. 4290. 05100B 99461. 22. 29100100B 100574. 42. 2699. 42100B7 y 2006
00B 102502. 32. 2394. 60100B 103533. 12. 4187,
WD 03/ 051869 47 7 July 2006 PCT/

101474.
104489.
105486. 41. 6588.

Holie

9100B
94100B

1084852. 1670. 0870. 13B

106459. 52. 7481. 1
109554. 412. 3470.

697 ggss

00B 107485.42. 2194. 86100B
074.91B 110417. 22. 3592. 41100B

i 11549, 42,1495
. 114464, 62, 3997

117458, 62, 4086

120486, 62, 6294
123498, 62, 4497

126508, 62. 3798

2998 T B I RIS
63140B 1)18183, [223 :5399n351003 199337, 702, 139B, 52140B
cattoa_Lpa08 |22 Saa 7791008 155500, op. 3208, 698,825
821M40B | 551.3 [244] 90.64 100 B
43 503.1 |2.37| 7438 100 B
44 550.1 [2.50| 73.67 95.11 B
45 5283 |2.44| 9337 79.93 B
" 46 5482 |2.22| 94.88 100 B
47 498.3 (2,66 74.25 96.35 B
48 513.3 [2.77| 100 97.34 B
49 537.1 (233 8923 100 B
50 4864 [2.12| 99.47 100 B
51 5223 [229] 100 100 B
52 563.1 |2.27] 72.61 100 B
53 489.2 12.23| 76.61 100 B
54 473.6 |2.51 7049 82.63 B
55 565.3 |2.55| 72.19 100 B
56 4792 (274 7467 83.39 B
57 4873 {2.66| 82.69 99.27 B
58 4922 [2.08] 85.05 100 B
59 4455 1258 7023 73.14 B
60 505.2 |2.65| 71.04 76.63 B
61 4851 [2.57| 88.72 100 B
62 523.4 (223 100 100 B
63 549.3 [2.19] 93.44 100 B
64 5024 (229 91.44 100 B
65 554.3 {238 93.61 100 B
66 4353 (238 7275 93.86 B
67 5153 |2.51| 77.67 78.14 B
68 601.3 |2.63| 81.38 97.64 B
69 569.3 | 1.65| 76.77 88.30 B
70 5173 |2.67| 79.03 86.76 B
71 487.4 2.50] 72.35 95.17 B




127472, 7 12, 83, 95, 08100B 128492, 72. 63 197, 33100B 1294852. 2994,

130472,
133486,

Soigiinie

100B 131460, 72, 4996, 36100B 132534, 62, 48§é§%%§
100B 134510, 72. 4175, 5596, 08B 135512, 2, 2

g64B

136465, 12. 5896, 36100B 137453, 12, 5497, 52100B WO 03/ 051869 48 7 July 2006
PCT/ DKO2/ 00858 138506, 72, 7898, 11100B 1

140496, 62, 3997
143597, 12, 4997

502, 72,8877, 2894, 4B

146450, 62, 2810

149517, 82, 5099

152508, 62, 3399
155514, 72, 8593

S T B T R T
h10083 147546042 24D sﬁga)zﬂs 148460, 5P, 109B, 1399, 34B
ok R T e A O
871T0B | 599.3 |2.36| 96.26 98.55 B
76 477.2 |2.40 100 93.03 B
77 491.3 |2.51] 86.66 73.72 B
78 631.5 |1.84| 75.78 100 B
79 4511 {250 86.14 100 B
80 511.1 |2.48 100 100 B
81 471.3 |2.23] 92.66 100 B
82 463.3 |2.36 100 100 B
83 563.1 |2.24| 9029 100 B
84 518.2 {2.03| 95.48 100 B
85 512.2 |2.02| 9494 88.11 B
86 610.5 |2.41| 94.60 98.31 B
87 616.2 [2.56| 89.81 100 B
88 459.3 |2.69| 71.44 73.94 B
89 599.2 12331 91.53 100 B
90 6234 |2.65| 8737 98.35 B
91 555.3 |2.44| 89.31 100 B
92 503.2 |2.90| 7170 70.84 B
93 490.2 |2.48 100 100 B
94 459.2 |2.42| 8329 100 B
95 4853 2.33| 94.29 100 B
96 580.5 |2.221 96.44 100 B
97 443.2 |2.25] 98.80 100 B
98 516 |2.42] 90.05 100 B
99 461.2 |2.29 100 100 B
100 574.4 |226{ 99.42 100 B
101 474.4 |2.02 100 100 B
102 502.3 223 94.60 100 B
103 533.1 |241] 8736 97.35 B
104 489.4 |2.46| 179.39 100 B




156464, 62, 3691, 14100B 157520, 62, 6494, 3499, 05B 158471, 72, 5197 191,008

159635,
162513,

Sodgaset,

98, 58B 160520, 72, 6992, 9899, 42B 161538, 72, 6297 2498, 81B
100B 163494, 72, 5298, 251008 164482, 52, 3284 T/PKIHHESS

165521, 72, 4193, 78100B 166489,12,4597,9,%008 167518, 72, 3487, 5897, 31B
4199, 01B 169525, 42, 5298,498, 78B 170512, 72, 5098, 199, 2B WO

168472, 62, 5094

03/ 051869 49 7[Julyy5200F 4e8% 1 LEOP/ QRS 17149552, 3798, 6599, 0

172502, 83, 1596921008 1173485 152 2886 (0899 143R 1/4535] 72 3789, 9

1755012, 4298, 6§ 100861764#59.92 BO, £11G0B 17750002, 520, 73B00B

ig?éii;Sé?ﬁgggLiiééz’igggéﬁiégﬁiggsé oo 183905, 22| 009884299,

184542A2, 3493. p39908B | 485 |2.16] 70.08 70.13 B

| 109 | 5544 [234] 70.00 74.91 B
110 4172 |235( 9241 100 B
111 5494 |2.14] 95.35 100 B
112 507,5 |2,45| 88.27 98.43 B
113 489.6 |2.33| 89.20 97.90 B
114 464,6 | 239 97,56 100 B
115 476,6 {244 | 97,18 100 B
116 472,7 [ 253 9822 100 B
117 458,6 [ 240 | 86,63 100 B
118 483,7 (253 | 99,38 100 B
119 4877 [243| 9552 100 B
120 4866 | 262 94,23 100 B
121 4986 2,66 | 9851 100 B
122 4737 (175 9426 100 B
123 498,6 | 244 | 97,66 100 A
124 609,1 |254| 9777 100 B
125 5006 [232] 939 98,82 B
126 508,6 | 237 | 98,82 100 B
127 472,7 (283 | 95,08 100 B
128 492,7 [ 263 97,33 100 B
129 485 229 9423 99,4 B
130 4727 | 252 9596 100 B
131 460,7 [ 249 | 9636 100 B
132 5346 | 248 9421 99,15 B
133 486,6 | 258 | 86,65 100 B
134 510,7 |241| 75,55 96,08 B
135 512,6 | 229 | 98,04 100 B
136 465,1 258 9636 100 B
137 4531 254 9752 100 B

B
99, 01B

00, 73BO0B 178478, 61

38B




185514, 42, 0999. 41100B 186534, 22, 1198. 69100B 187578, 32, 0471. 3 8)02%
188562, ?‘goég@%?@lOOA 189550, 22, 2288. 2195. 21B 190568A2, 22 6 21 /1B
191542, 42, 09100B 192550, 22, 1797. 37100B 193492, 32,

194516, 32, 0996. 4100B 195556, 32, 1599. 360Q9. 89B 196576, 32, 0396. 7741008
197580A2, 1498. 59100B 198518, 21, 9582. 81Y9. 74B 199496, 22, 1591. 3699. 03B

200534, 22, 0179 14qgsosa 3@45%7@2 0589087008 gp2516] 32, 1594, 5798. 33B
203500, 51, 9796 g51849.- 50’ 7 July 2006 BCT/ 2/ 00858
204502, 42, 2588| 941888 205@25’2, 28870077:2896. 46B 9406530, 32, 0B98. 7100B
Phar macol o1 cal - Ta3 ng. 18 d@aadunddHr fhe i Roant ibon vePe tedred in a
wel | -recogni sefd aﬂdlrelid@]@ toelit;. Phggdtest wee as [fol l aws: | nhibition of
binding of 12— o ¥ 5T T o885 B

143 597,1 {249| 9794 100 B

144 460,7 | 249] 9522 100 B

145 5287 (298| 9891 100 B

146 450,6 | 2,28 100 100 B

147 526,7 | 292 96,57 99,25 B

148 4605 | 2,10 96,13 99,34 B

149 517,8 | 250 | 99,13 100 B

150 522,6 (226 | 92,92 99,26 B

151 504,7 {273 97,79 100 B

152 508,6 {233| 99,37 100 B

153 519,6 (233 |- 99,06 100 B

154 500,6 | 2,19 96 99,4 B

155 514,7 {285 93,87 100 B

156 464,6 | 236 | 91,14 100 B

157 5206 [ 264 94,34 99,05 B

158 471,7 (251 979 100 B

159 6359 (239 96,68 98,58 B

160 | 5207 |269| 92,98 99,42 B

161 538,7 1262 9724 98,81 B

162 5138 | 288 | 95,64 100 B

163 4947 {252] 9825 100 B

164 4825 [232] 91,14 100 B

165 521,7 | 241 | 93,78 100 B

166 489,1 [245{ 97,97 100 B

167 518,7 |234| 87,58 97,31 B

168 472,6 | 250 94,41 99,01 B

169 5254 | 252 984 98,78 B

170 512,7 [250] 98,1 99,2 B




10 The conpounds of the invention have been found to potenthyyinhogit the

bi ndi ng
i nhi bi ti

cl oned NK2 receptors expressed in CHO

Briefly,

‘gh B(125I-NKA to the human NK2 receptor.

0 Wla?gugs of the binding of 125I-NKA to nenbr
‘{gells is determned in vitro.
the affinity of the conpounds™was neasured by their ability to

By t

hi s net ho

d’ the
P48

n
15

di spl ace 125| - NKAy#¢ by |i dii 1d NYEZcEX AT €S CHO mempranesg with
conpound and r gdi Aﬂ.lgq d@%ﬁ)r nzr'wm fpnfmGr atlur 9%’@? 60l m nutes. lincubation
was term nat ed| by 17dpi d $03,8 r|&%i5gn 998ugh G-/100 filfters,Band flilters were
counted in a Wl Trift T (Mg g gounter— T les 20 for
t he conpounds EPP 209.%5%&% i eéh’? ove, \Agsg4%jet ermn to lbe 200 nM or
:es.s. FogI fthe nMajl1G4ity @js,yr?,noEpQQMS LEE gg:ép Yanges ]Twere 50 angr y _
ess, and for ptarge—group—gf—the—<conpogynds—theg50values—yere nM or
| ess. Fornul atj onlBanyl @912 2¥8g pH8dfaceuti d&0 f orjnul atBons of the
i-nventi-on may pe par|e en al | nmetihgds 1jn tThegart. |7 July 2006
WO 03/ 051869 P _/'%Zﬁ?/rngc.%y %lmlznrbzg‘znpl g: Tablets| may De prepared by
mxi ng the act]vel7?hgrddis®it |Wi%8H odB@i7dary adj0dvant|s anddor difl uents and
subsequent | y cONMPLESST T0,4d IXUure i ajconvepgttona—tabtetqi ng nachi ne.
Exanpl es of adj uvéﬁ?s r4p}cﬁ[’]?e ?hsit&s cgwﬁi Se: Cc};ﬁﬁ starch, potate starch,
- tal cum ‘magnes| uml#? earlasw,3 &lMAt(i n89.5Pac| 0se99.3uns,| and ghe |ike. Any
- ot her adj uvant S—agcitiv gtk ystsee—to—suehR-—purpeses—guch as
col ourings, fljavolrings, 5% 2?3\?& i \?g%zet C. ?ﬁab be |Jused ®rovi ¢gled that they
are conpati bl e Wi 181t he egitd ve,15n0gr el ent $. Salbgt i orjs Torginje¢tions may be
prepared by dilssolyingithe-agtive ingr_e,du' D | ftives in a
part of the so| veht? f or P2 £il8d, 8 SPerdbly @Perille watBr, adjusting the
~solution 10 to Thgg3lesi r% VOLHGY, B5ghi T ST rggdjdg'le gotutipmaml filling it
I n.suitabl e anpoul es or vn‘aﬁs.’ ‘Any suitable additive conventionally used
in the art may| bel&lided, sauch234 [t oAB2Bt y| agef9d, preseryatives,
. antioxi dants, petesgayptca—exsngtessat+retipes~for—the—fermtaii on of the
i nvention are [as }% | os® 1415 ?)Olg'l'abpgt‘% cont ai ang 5.0 nPof alconpound of
the invention [cal £86 at 4dsa JRd1f|r eeg.6base: 100 B
| 187 5783 |2,04| 71.31 100 B
188 562,2 | 2,13 95.59 100 A
189 | ss02 |2.22| 8821 9521 B
190 5664 |2.22| 86.21 98.71 B
191 5424 | 2,03 99.09 100 B
192 550,2 | 2,17 97.37 100 B
193 492,3 | 2,07 81.75 100 B
194 5163 | 209| 964 100 B
195 556,3 | 2,15 99.36 99.89 B
196 576,3 |2,03| 96.774 100 R
197 5804 |2,14 98.59 100 B
198 518,2 | 1,95 82.81 99.74 B
199 4962 (2,15 91.36 99.03 B
200 534,2 |2,01 79.14 99.08 B
201 530,3 | 2,01 99.08 100 B
202 516,3 | 2,16 94.57 98.33 B
203 500,5 | 1,97 96.4 100 B




20 Conpound la or |b5.0 ng Lactose60 ng Mai ze starch30 ny 7Ju1y2()06
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cont ai ni
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sodi um
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tre: Cormoxsad— or+—HB—0-5—hag—
F208 555'4 1,991 98.45 100 B
' 309 | 5322 |221] 93.74 98.44 5

ul ose2.4 ng Mcrocrystalline cellul osel,
ﬁ%{;%%%&éodl um Type A2.4 ng Magnesium stear at e0. 8%%{{%0[%8 Tabl et s

ing 0.5 ng of a conpound of th§ invention calculated as the free
0 Compound la or |Ib0.5 ng Lact 9 46.9 nmg Mai ze starch23.5 ny

el. 8 ng| M eodcry sgd di mgzg:e‘l‘fsg,lgqse 4 I 1@y Croscarmeitosg Sodi um Type
Magnesjum.st-earlat el WD 03/ 051869 52 3)| Syr cont ai ni ng per

tre: Cohpod® I3 §$2.1t2239 ng 9388rbit ol 964 ny| 5 B

propyl cettap@se (I & er?—ﬁ'e— U gyt =paraben——y _
- par aben 0. %oﬂu E?%da%clkz’%j.loo 8rrL 10 Fl avour 0. 05 n% Sa¢charin
0.5 ng | WaReT ag 50632. 124) SW.tion fdo0i nj elcti ongcont @i ni ng per

Pharmacological Testing

The compounds of the invention .wére tested in a well-recognised and reliable test. The test

was as follows:
Inhibition of binding of "*>I-NKA to human NK2 receptors

The compounds of the invention have been found to potently inhibit the binding of
1251 .NKA to the human NK2 receptor.

By this method, the inhibition by drugs of the binding of 125 NKA to membranes of human

cloned NK2 receptors expressed in CHO-cells is determined in vitro.

Briefly, the affinity of the compounds was measured by their ability to displace '**I-NKA,

~ by incubating hNK2 expressing CHO membranes with compound and radioligand at room

20

25

temperature for 60 minutes. Incubation was terminated by rapid filtration through GF/C
filters, and filters were counted in a Wallac Trilux Scintillation Counter. The IC50 values
for the compounds No. 1-209, exemplified above, was determined to be 200 nM or less. For
the majority of the compounds the IC50 values were 50 1M or less, and for a large group of

the compounds the IC5Q values were 10 nM or less.
Formulation Examples

The pharmaceutical formulations of the invention may be prepared by conventional
methods in the art. |




Sorbitol 5.1 Acetic Acid 0.05 nmg Saccharin sodium 0.5 #g;4Godater ad 1
m. 7 Jul %%&6 6PCT/ DK02/ 00858 7 July 2006 WD 03/051869 PCT/ 02/ 00855 53
Pat ent 91 1igA?) 4- di hydro- | Hi soqui nol oi n- 2-yl - der i VA PEEWYE8 or nul a |
Raa R8b RL N R2 5 wherein | Rl is a %rioup R'CO, R11CS-, R11SO2-, R110CO-,
R'SCO- or R11CO CR12R13- wherein 1is d_12-al kyl, C2-6-al kenyl,

C2. 6- aI Kioryéxaniple: SFablets aahk b, préii’aré‘d by Cinban Yhe Ghtive ﬁigkédlent 3kttt ordinary

aryl - aIk |, het aryl , heteroaryl Cl16- al kyI t etrahydropyranyl ;

1,2, 3, 4- é %‘Hl Agd subsequenily cspmprassmRaths xmipmrecipt ¢ @navqnyonal
_subst It 0 G | a roaryl
and C3. g%?%}ﬂggﬁ?gﬂegggﬂg w?ﬁgﬁe‘dﬁﬁva%gn‘%} &Leﬁsggﬁ%uﬁs"“ﬁ#é@% ér/tlﬂ"é)ugga(}éls‘?’t ut ed

W th ondabumnmagnmmntstﬁaw@tglzﬁmb clattosk, fgums; aﬁdet}grldprh& atherdisiang or
hal og Cl -al koxy al kyl sul fanyl, aryl

6- k
and S g Al sl i et P ShcP IS NGNS AP DAY Ut el

01 SUbShiyBESblpH i Batthoy Bt SofPheCin MK pciifa | ndependent| y are
hydr ogen o}:JE)CJ gnp soa%grouz) R14I315N R14Rt 5NCS-, wherein

R14 and R15 are |ndependently hydrogen, C _6-al kyI C2 6- al kenyl

C2. 52 telops r [REYERETN e Pl YU SBEN I el riberohl 9 1
gr oups - adﬂdﬁpenﬂelm't of the eoluaRdSinjcctibrs GreTerablylusdrile Wa&ﬁl Mjistin@ R sofutighr e

substituents sel ted from _the group cgggnsm hal ogen, C _6-al kyl and
- 61%1 Heike desireghvolumeg sterdisingfbe walution end dlling N intsyitable appodles oRaialar e

linked, AQr hdvidddafive %bﬂVénﬁoHéleeﬁs 850 ¥e 2 mBSHERHERAEEH BibnicH) 9P8s, 2°

preservatives, antioxidants, etc.

Typical examples of recipes for the formulation of the invention are as follows:

151 Tablets containing 5.0 mg of a compound of the invention calculated as the free
base: '
Compound 1a or 1b 5.0mg
‘Lactose . 60 mg
Maize starch 30 mg
20 \Hydroxypropylcellulose ; 24 mg
Microcrystalline cellulose 19.2 mg
- Croscarmellose Sodium Type A 24mg
Magnesium stearate . 0.84 mg
25 2) - Tablets containing 0.5 mg of a compound of the invention calculated as
| the free base:
Compound 1a or 1b 0.5mg
Lactose 46.9 mg
Maize starch 23.5mg
30 Povidone 1.8 mg
Microcrystalline cellulose 144 mg
Croéca:nnellose Sodium Type A 1.8 mg

Magnesium stearate 0.63 mg




R2 is selected fromhydrogen, trifluoronmethyl and CIl.6-al ky} y¢ 2806y 2006
WO 03/ 03%&?%95% DK0O2/ 00858 54 R3-R6, R7a, R7b, R8a and R8b are

i ndepen ected from hydrogen, hal ogen, cyano, M YBEOZPSE. 4 kyl ,
C2- 6- al kenyl, C2.6-al kynyl, C3_6-cyclog) kyl, C3.s-cycloal kyl-d _6-al kyl,
am no, C _6-al kyl am no, di-(CLl.6-al kyl)am no, C _6-al kyl car bonyl ,

am nocar bonyl, Cl.6-al kyl am nocar bonyl, di-(d _6-al kyl)am nocar bonyl ,
Cl_6-al koxy, Cl.6-alkylthio, 5 ig}/droxy, trifluoromethyl,

trifluortmet hyl SYFuP fapgpeymidiliresyi sul fonyl: mis 2-6; R9 is benzyl,
benzoyl, 2, 3-di bydiRbsnEpbrmrny! or nono- OQSH{&cyCI ic aryl or heteroaryl
to wherein each benzyl, benzoyl, aryl or hetercaryl optionally is
substituted witRodtel or nore substituents $60exgg ed from hal ogen, cyano,
nitro, Cl-6-alk C2.6-a kﬁ‘gﬁﬁl , C2-6-al kyn % C3- 8- cycl oal kyl ,

C3_s-tycl oal kyl PHTBYRIRYICCMER0, O 6-al kyf B no, di-(C _6-al kyl)ani no,
Cl_6- al kyl car bo@jcergim nocar bonyl , G _6-al kylsgmgnocar bonyl , :

di - (d _6-al kyl )am nocarbonyl, Cl1 _6-al koxy, Cl.6-al kylthio, hydroxy,
trifluoromet hyl Mehyipgebgnet hyl , fluor onet hyl mgnd 15

trifluoronethyl ) rarid SC, Nor CR10; wherejn R10 is selected from

hydr ogen, hal oggmﬂygeéﬁl&?ﬂ nitro, Cl.6-al kyl(??i %f_fi -al kenyl, 20

C2. 6- al kynyl , CEthagpkcl oal kyl, C3_s-cycl oad.b§3mO 6-al kyl, am no,

" C _6-al kylamno_. di (d.6-al kyl)am no, O -6-al kyl carbonyl, am nocarbonyl,
a ~61%1 kyl ani noE@¥8¥nyl , di- (CL.6-al kyl ) hB&r bonyl , O - 6-al koxy,

A - 6-al kyl thi o, ghyfh®x¥Yodidhi ! uor onet hyl, Gjﬁ# uoronet hyl, fluoromnethyl,
trifluoronethyl sulfonyl, a group - NR3OCOR3' grei n R30 is hydrogen or

d _6-al kyl and Waeris C _6-al kyl, a group addGBR16 wherein R16 is hydrogen
or 25 C _6-alkyl, or a group -CONRL17R18 wherein R 7 and R18 independently
are selected from hydrogen and Cl.6-al kyl or R1l7 and R 8 together with the
nitrogen to which they are attached forma piperidinyl, piperazinyl or
mor phol i nyl, wherein said piperidinyl, piperazinyl and norpholinyl is
unsubst iDut ed oPolutipr farinjeeidngiontaining peranidlilitye: : 30 or RO and R10 toget her

with the carbon 19 %ﬂcf:i]a . are attached rma cyclic structure
Ee 8 p tmpr 1

selected fromt rou i sing: WO 03/ 9 Yz A, AZrz, iNNQ 1
Sorbitol 5.1mg
. Acetic Acid 0.05 mg
Saccharin sodium ¢ 0.5 mg

20 Water ad 1mL




XNQI A4_As 1), 2), 4) 3), 7 July 2006 PCT/ DKO2/ 00858 5 Wﬂ%@bno@ is the
carbon shared with the piperidine ring, so that said cyclic stfucture

t oget her" Q%A 18% g piperidine ring forma spiro struct ur RCTBREABSy  ang z
are independently chosen from 0O; NR19; CR23R24; S(O, and a bond; wherein
R19 is selected from hydrogen, Cl.6-alKyl, C2-6-al kenyl, C2.6-alkynyl,

C3- 8- cycPatahk€{1aims¢0 C3- 8-cycl oal kyl - -6-al kyl, trifluoronethyl, acyl,

t hi oacyl and trifluoronethylsulfonyl, or RI9 is a group R20S02-, R200C0-
or R20SCO- wherein R20 is Cl-6-al kyl, C2.6-al kenyl, C2.6-al kynyl,

C3. 5- cyci,oal kyldinydRo BECHSqRRIGKZ-Aladvalids BfmasY! . Or RL9 is a group

R2' RR2ZNCO- or R2IR22NCS-, wherein” R21 and R22 are i ndependently hydrogen,

- Cl-6-al kyl, C2.6-al kenyl, C2-6-al kynyl, C3-8-cycl oal kyl,

C3-s-cycl oal Igg/lﬁag .6-al kyl, or aryl, wherein said 15 aryl is unsubstituted
or substituted W thRdne or nore substituents selected from Cl-6-al kyl or
hal ogen; or R4 and RgZ together with the N-atomto which they are |inked,
forma p§f | / pi per/dinW or perhydroazepinyl group; R23 and R24
are indepentdgntly sl ecteq/ fromyydrogen, hal ogen, cyano, nitro,

Cl- 6- al kg m w ynyl, C3-s-cycl oal kyl,
yl, , teroaryl, wherein said aryl is

C3-3-cycl oal k

unsubsti&yteo bstituted 20 with one or nore substituents sel ected
fronC - 6% at Ky ’: ogen, amino, Cl.6-alkylamino, a group NR25R26 wherein
R25 and R26 a dependent|ly selected from Cl-6-al kyl C1.6-al kyl carbonyl ,
am nocar bonyl 6- al kyl am nocar bonyl , di-(Cl-6-al kyl)am nocar bonyl

Cl_6- al koxy, /Cl-6-alkyl thi oy hydroxy, trifluoromethyl,

trifliuoronmethyl sul fonyl and CL.6-al kyl sul fonyl or R25 and R26 toget her
with the NNatomto which they are linked, forma 25 pyrrolidinyl,

pi peridi nyl, perhydroazepi nyl or norpholinyl group, or R23 and R24 together
i's 7 Julwhe?§i06 WO 03/ 051869 PCT/ DK0O2/ 00858 56 oxo; and nis 0, 1 or 2;
provi ded that no nore than one of X, Y and Z may be a bond, and provided
that two adjacent groups X, Y or Z may not at the sane tinme be sel ected

fromO0 pRng aSgroap®R''CoO-, R''CS-, R''SO,-, R''OCO-, R!SCO- or RM'CO-CRR™. wherein
10 R' is Cijy-alkyl, Cyg-alkenyl, Cyg-alkynyl, Csg-cycloalkyl, Css-cycloalkyl-Cy.g-alkyl,
aryl, aryl-Cy.¢-alkyl, heteroaryl, heteroaryl-C,.¢-alkyl, tetrahydropyranyl,

1,2,3,4-tetrahydronaphtalenyl, or 4H-benzo[1,3]dioxinyl optionally substituted with halogen
wherein each of said C,s-alkyl, aryl, heteroaryl and Cs.s-cycloalkyl groups independently
are unsubstituted or substituted with one or more substituents selected from the group

15 comprising halogen, Ci¢-alkyl, Ci.¢-alkoxy, aryl-Cy¢-alkoxy, Cj.¢-alkylsulfanyl, aryl and
aryloxy wherein said aryl and myl?xy independently are unsubstituted or substituted with
one or more halogen, and R'? and R independently are hydrogen or Cy¢-alkyl; or R'is a
group R™“RNCO-, R“R"’NCS-, wherein R and R' are independently hydrogen,
Cirsalkyl, Cyg-alkenyl, Cy¢-alkynyl, Cis-cycloalkyl, Cjg-cycloalkyl-C¢-alkyl, aryl or

20 aryl-C¢-alkyl, wherein each of said C,s-alkyl, aryl and Css-cycloalkyl groups
mdependently are unsubstituted or substituted with one or more substituentsl selected from
the group comprising halogen, C,.¢-alkyl and C,¢-alkoxy, or R' and R’ together with the
N-atom to which they are linked, form a pyrrolidinyl, piperidinyl or perhydroazepinyl
group; |

25

| R? is selected from hydrogen, trifluoromethyl and C,.¢-alkyl;




5 A, A2, A3 and A4 are independently selected from N and CRZ{,whesei n R27

S h&/dro en hal ogen, cyano, nitro, Cl.6-al kyl, C2.6-alkenyl,
C2- 6- al RYAYPISI8 o cycl oal kyl, C3_5-cycl oal kyl - Cl- 6- al KEGT/DK02/00858
Cl- 6- al kyl carbonyl , am nocar bonyl, Cl.6-al kyl am nocarbonyl, di-

(CL. 6- allg%lg) ani nocar bonyl, C1_6-al koxy’# C1.6-al kyl t hi o, hydr oxy,
trifluor ¢ hyte, R7IRE upd Riehhy| ' yl
A 0S5 BSOS 5 SRR 00

"G _6-al kyl sul fonyl amino or a %Lou
i ndependdtied Cigedlled: deb-dralkanyhy fe.ogliynih dCG-cwledikyl] Cus-cyRRBlkyh€) Raky],

t oget her_ w 1 h the_ mto ch_th are | Lnk form.a pyr.rolidinyl,

pi peri dimne){/rbz,” pedr}f?y%)g'lgglél& nymgf'ﬁ'ﬁ%q gﬁ%fﬂc’nw tb‘r@g&cmﬁf’%‘(}i dSIpRCOamXly " one
of Al, - A2, ¢d#Rylamixibcbongly AL(0Y;s-dlkl)ahBinbdaeboigl t ed ¢, pakeranat; 1N Q i's
a bond. W{AFI’I Qis C, and ng (bond H\Aﬂ)en Qis déglo or 'Nd;:I g;fgﬁa ngk}

phar nac SWEregh Fﬁ“&&% Hplrdlugrmethylsl fonghand L e-alkdpdBmyl;i2. A conpound
according to claim1l characterised in that Qis CR10, and RO and R0 20
together with the carbon to which they are attached forma bicyclic
structumeis26Z A 'A2 | XXQ A4:As ~' 1), wherein Q is the carbon shared
with the piperidine ring, so that said bicyclic structure together with
said piperidine ring forma spiro structure; and 25 X, Y and Z are

-1 ndepend@nis| terg$i0 WRAzdyl, 08B YihyiRtnzHRem SePbi g n '
sel ected fro_n? hydr oger%({,1 A - Els al kyl, C2. ?ng E@r%;?l ?’P&?ygﬂglagvn?ﬁ?&&&yl
- C3_81kycvhsagingach begyl beyasyb arkyor heterdarg| dpyibnallyr isfsitostitwad with| onearyohqre

. hi | j f | f.onyl . R1Q, | 0S02- ,. R2DOCO
o RaKPdd, SLUGLR TRl B, S oo B 25Rel, R
- C3. 8- cy dsqadyksloalkyC3C8s-cyaldid 1Y o=dlkyl S anlikd)| C; Lalklaiino, Odi-(R}.9-alig/1 QuUp 7

July 200 WO 03/ 051869, PCTI DKO2/ 00858 57 R21R22NCO-, R21RZ22NCS-, wherein
R21 and Re2lkylearbonydraniaesarpnyhyfdrorjkyamiocarbanyly fi-(Ci gllgy Jamingnarbonyl,

C2. 6-al kyn .8-C Kk  §3. 8- yl - 6- I , erein
sai d e o HENRY Rl oo, B ERAY e autmBiV el

sel etk edriflieomethyGudbiyll or hal ogen; or R21 and R22 together with the
N-atomto which they are linked, forma

Qis C,Nor CR'%;

wherein R' is selected from hydrogen, halogen, cyano, nitro, Cj¢-alkyl, C.s-alkenyl,
-20  Cpealkynyl, Cig-cycloalkyl, C;s-cycloalkyl-C¢-alkyl, amino, C;gs-alkylamino, di-
(Cyg-alkyl)amino, C;g-alkylcarbonyl, aminocarbonyl, C¢-alkylaminocarbonyl, di-
(Ci-s-alkyl)aminocarbonyl, Cis-alkoxy, Cig-alkylthio, hydroxy, trifluoromethyl,
difluoromethyl, flucromethyl, trifluoromethylsulfonyl, a group -NR*COR*' wherein R* is
hydrogen or Cj.¢-alkyl and R*! is Cy.¢-alkyl, a group -COOR'® wherein R'® is hydrogen or
25 Cie-alkyl, or a group ~-CONR''R'® wherein R'7 and R'® independently are selected from
hydrogen and Cj.s-alkyl or R'” and R'® together with the nitrogen to which they are attached
form a piperidinyl, piperazinyl or morpholinyl, wherein said piperidinyl, piperazinyl and

morpholiny! is unsubstituted or substituted with a C,.¢-alkyl;

30 or R? and R together with the carbon to which they are attached form a cyclic structure

selected from the group comprising;




S pyrrolidinyl, piperidinyl, or perhydroazepinyl group; R2373p 28@51 are

. i ndepen | ected from hydrogen, hal ogen, cyano, njitro al kyl ,
C2. 6- al i{gﬁylrz,}{ @ 6-al kynyl, C3. 8-cyc| oal kyl, C3.8-cycl oB¢ WF 7&’ %8 al kyl ,
aryl, heteroaryl, wherein sai d aryl iﬁ unsubsti tuted or substituted wt h

one or nore substituents selected fro C, _6-al kyl or hal ogen, am no,

C, _6-al kylam no, a group NR25R26 Nein R25 and R26 are independently
selected fromC, .6-al kyl or R25 an 5?&2 togethex W th the N-atomto
yl

whi ch t hey ar i Mgd forma-qpyrrN pip yl, perhydroazepi nyl,
or nor phol i nyI oup 2C1- 6 arb am nodz N

G _6-al kyl gm no -aI kyl ) am nocar bonyl , NC, . ®OXY,

C, _6-al kyl t Rigw; Ay&ﬂoxy, tri*uoronet hyl, trifluoronetthylsul fonyl and

C,.6-al kyl sul fonyl or R23 and R24 together i s oxo; and Hals 0, 1 or 2; and
a bond; providedi}hat no nore thah one of X, Y and Z B% may be a bond, and
provided that two adjacent groups X, Y or Z may not at the sane tine be
selected from0O and S; and A, A2, A3 and A4 are independently sel ected
fromN andoCR27 wherein R27 is hydrogen, hal ogen, cyano, nitro,
Cl-6-al kyl |} C2: 6- eyl , C2.6-al kynyl, C3.8-cycl oal kyl, C3.8-cycl oal kyl
- 20 C1. GJB & group NR28R29 wherein R28 and R29 are independently
sel ect edSf r oM hyo gh and Cl. 6-al kyl or R28 and R29 together with the
N—aton1tq3mm(ch they™are linked, forma pyrrolidinyl, piperidinyl,
perhydroazeplnyl or nor phol i nyl *group, CL.6-al kyl carbonyl, am nocarbonyl,
C .6- alkylanlnocgrbonyl, di - (C1.6-al kyl)am nocarbonyl, C, -6-al koxy, C,.6-
al kyl thi o, hydroxy, trifluoronethyl, difluoronethyl, fluoronethyl,
trifluoronethylsulfonyl 25 or Cl.6-alkylsulfonyl; prOV|ded t hat onIy one
of - A5 Avherein Qnis the garhen shareds with therpiperidine ngr &9 rihatt sid cxelin structure

charact d om one of the

conbi na??%e?llgé;v&)%ﬁ]l S0 : g([’é(ﬁ?{c@ﬁg %L%nlg% %E% |"¢“t§CE CR23R24; X is CR23R24, Y is
a bond and Z is oxygen; X is NR'9 Yis abond and Z is CRR3R24; X is

- CR23R24, i s a bond 30 gndZi sNR19. Xi sCO Yi,ssaband,andZi sNR19;

i 5500, <L BPISRERITHY Shosenciom 103 NIK: Roade sl O 739 e wherejn
CR23R24,R1§/ ils Sgede Sic X ﬂ?R%g ’ 118, 8 d@an O X
is CRR3R24 ' ysl sd??cbt{)ﬁlgd%)@éé%n’ C%Oagk rF‘%?knen é2 9a : @r?ctyglcdgt
Jul y 10065 s-opeloaliyh 1 satkyRRflnKoRLBYB 58y Sioaoyl amﬂtthﬁummfemy;sulfmm dFiZB'gand

.. R24 are.independ P dfr ut ohexyl
and 4-f Ilij(}r fﬁm é% ’ i‘i @ ou?fd?gbc{%& "ﬁ?fr?‘ﬂnﬁl ¥~°m %ﬁgﬁag{@r*}“é%’éil n
that - XC¥; Gde)Ir@HEtd}%rcyEIéﬁ!Kyﬁ B PepuRaIRAlECL ARyl or aryl, or RY is a group
R¥R”NCO- or R*'R?NCS-, wherein R? and R? are independently hydrogen, C;.-alkyl,
Cy¢-alkenyl, Ca¢-alkynyl, Cs.3-cycloalkyl, C;g-cycloalkyl-Ci.¢-alkyl, or aryl, wherein said

15 aryl is unsubstituted or substituted w1th one or more substituents selected from C,¢-alkyl or
halogen; or R*' and R% together;'with the N-atom to which they are linked, form a
pyrrolidinyl, piperidinyl or perhydroazepiny! group; R** and R? are independently selected
from hydrogen, halogen, cyano, nitro, Cy_¢-alkyl, C.¢-alkenyl, Cz.¢-alkynyl, C;.s-cycloalkyl,
Cs.s-cycloalkyl-Cy.¢-alkyl, aryl, heteroaryl, wherein said aryl is unsubstituted or substituted

~ 20 - with one or more substituents selected from C,.s-alkyl or halogen, amino, C;¢-alkylamino, a
group NRPR?® wherein R*® and R are independently selected from C;¢-alkyl
Ci.¢-alkylcarbonyl, aminocarbonyl, C,s-alkylaminocarbonyl, di-(C,-alkyl)aminocarbonyl,
Ci¢-alkoxy, Ci.s-alkylthio, hydroxy, trifluoromethyl, trifluoromethylsulfonyl and
Cis-alkylsulfonyl or R” and R*® together with the N-atom to which they are linked, form a

25 pyrrolidinyl, piperidinyl, perhydroazepinyl or morpholinyl group, or R* and R?* together is




from -O CR23R24-, -CR23R24-O-, -NRL9- CR23R24-, - CR23R24- NR}Ggy 206> NR' -,
-S02-NR 9- - SO | NR O-, - CR23R24-S-, - CRR3R24- SO, - CR23R24- 5007 wher ei n

R19 is MP%)’&%H acetyl or methylsul fonyl and Re3 and REFTPEIYW&S endent |y
selected from hydrogen, nethyl, |sob:§t yl, cycl ohexyl and 4-fl uorophenyl.

10 S. A compound according to any of 6a| ns to 4 characterised in that A3

is N or dis24nd wheogel or E%Zﬁrovﬁedﬂﬁ{aﬁﬁemor@mcbnemftxofaﬁdQrtﬁéipbé\lﬁe%gﬁggan\ﬂhere' n
R28 and R29 are independently selected from hydrogen and ‘C, . 6-al Kyl or R28

and R29 Rf%@éﬁ% gt fwe adiesrat grouas FmY: of Ganashnatiebihecsame timi belscléasedhfram O

pyrroli d‘ir1 @l peridinyl, perhydroazepinyl or norpholinyl group,
Cl. 6-al kyl car onyI am nocar bonyl, Cl. 6-al kyl am nocarbonyl, di 15

(C1. 6-al kyl )am nocar bonyl, C, _6- al koxy, hydroxy, trifluoronethyl,

di fl trifl t hyl f I

R ¥ rm«ieaﬁwan{s SeetlE diom N SR oY hérei R is hygrogen,
Char act q{a'loi%ﬂ,Rgané hﬁttro A 45-2312)!1 ﬁgg‘lyl ’%; (f;:ilﬁyﬂw Ct?ﬁﬁﬁ@%@fké% ggglcﬁgfogﬂ(yi rom

wher ei n i's as eflnedao A~“co to"claim2
char act &issalliyli n tfﬁed-alkhlp@tbbmdycl ianiseoasmyt, e i €1.6-alidybunmntbafbmyi t hedigr oup

Ty oge o TRDRpIOLEBAT S PG Rliinr ity ety huor o

methyl  aliflicropienRy,| fludi@hethyl, Itﬁﬂllb)‘&iﬁ@tﬂ?l@ulﬁ gtll@l'lsa afﬂfylstﬂﬂ'ohfd' MAT06 "Bt A Yloup VO
03/ 051869 4 2]gul 2006, PCT/ [;)KOZ/ 00858 59 . A conpound according to cI aim

1 ch¥ adVRTRS cwhergine RRtan®dq 2 aee m@mégébmleomdt ﬁiomﬂwdmgan lsod Gia-alkwlcir t hey

e att genelalROMgu Uil Bk WS SoShRA RS, HOTHDE BHRUP pSRIREIS], "
piperidinyl, perhydroazepinyl or morpholinyl group; provided that only one of A!, A, A?

and A’ may be N, and
15 the dotted line emanating from Q is 2 bond when Q is C, and no bond when Q is CR" or N;
or a pharmaceutically acceptable acid addition salt thereof,

2. A compound according to claim 1 characterised in that Q is CR'®, and R® and R"

20 together with the carbon to which they are attached form a bicyclic structure:

Y /sz\/N N f\z
X\Q‘ A s
1),
wherein Q’ is the carbon shared with the piperidine ring, so that said bicyclic structure
together with said piperidine ring form a spiro structure; and
25 '
X, Y and Z are independently chosen from O; NR'®; CR®R* and S(0), wherein RY is
selected from hydrogen, Clg-alkyl, Cj¢-alkenyl, C,¢-alkynyl, Csg-cycloalkyl,
Cs.s-cycloalkyl-C).¢-alkyl, triflucromethyl, acyl, thioacyl and trifluoromethylsulfonyl, or R'®
is a group R¥S0;-, R®OCO- or R¥SCO- wherein R® is Cig-alkyl, Cs.-alkenyl,
30 Cpealkynyl, Csg-cycloalkyl, Cjg-cycloalkyl-Cis-alkyl, or aryl, or R" is a group




1\ J Q 4) 5 wherein Q is the carbon shared with the pigeniogsne ring,

so that i lic structure together with said piperidine ring forma
spiro st"?ﬁc@?’ﬁ‘ﬁé% 9. A conpound according to claiml char%%?@#?’é@gssi n that

RO is benzyl, benzoyl, 10 2, 3-di hydr cg%enzof uran-7-yl or nmono- or bicyclic
aryl or heteroaryl wherein each benzyl® benzoyl, aryl or heteroaryl
 opti onalRARFHICOU REIRENES-, Wi hdieiaNR? odnd R ears Lih&éﬁeha@ms/smﬁﬂbg&; €q g-alky®m
hal ogen, _ cyano, nét ro, Cl-6-al kyl, C2-G al kenyl, C2.6-al ynill ) o
C3_s- cy &rozalisnyl, m‘%&&wwﬁaﬂmh G atyejaalkylGuew Kyl oparyl, kwhesein said

Q6 al KTy BRI of SRl W aRR Y ore AELARRRL BN frgm Gl of

- Cl - 6- al halagenoer WHrandszztthétheroMﬂremlayNﬁtdhftbuwhi@hEmhylare flinked ofeinhy! and
trifl hyl sul fanyl . 10. A d di laim9 ch terised
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enzy q’fqm?%gg%nﬁ 'h§loFé}§ ehsitd, hi&@@:ﬁgra@m@wl eﬁkgnsrﬁ t% :{lz’ﬂqﬁ@l,c@ﬁ cSr'(E):lro'ﬂﬁ(SrE

hal ogens in eny roups, or nono- o y aryl

het er oarGpls-cysioalkyl-Eds-plkyarylehejeroaqyl,colmpein saidgrylHe mpbuybstimtkal g subgtitntedy| ,

t hi opheny: nzi_so 0] vl erejn o ryl or heteroaryl optionall
N 'sl sg'bs 'Itpi[l khucs%gnr\?ﬁqré 's%ﬁﬁ%#s%}kegte@%g} h-ﬁ@%{@orq?égg&%nﬁ H‘?%Y%’&&?;acyang,
niitro, @rop NRRR wharefir RFe@aVR?’ a6 irfdtepdrdity) seldetedsfremct Qahlkyl or R and -
C3_s-cycl,pal kyl -A . 6-al kyl, ami no, Cl.6-alkylam no, di-(Cl.6-alkyl)am no,
.6l ﬁ% fogeBwhith ths Nnafans de el they e @néq:deﬁpamaqmcplmmu piperidinyl,

T PP 0 6 0 Mbepehefl, 2O, | Cafia Pl O onlielBbtt 1
7 July TNQGLMNiRBEABAREO FGU, IR RGRERardAyl 1. A& galbeynd Ggekydihig t o

claim1l har acterised in that said o- or, bjcyclic aryl on, hetergaryl
‘i s sel egﬁ'g@x%r mﬁ%@nﬂhﬂuﬁl@%ﬁme&yﬂfg&é n§nd Cusrabiaylsylionyla e Roednd s%zgazol -
3-yl whesinr 58 RRENK0. 119290kaPs NERG! = P ' i's
Subst | (e B, BRSO, L RS0t E Pon provid (AG 20 o A ez, ©
nitrts, Olay-tel kKond, @ri proxided iyt two @djaberd|gkoupg X, YC8r E-maychatadt thd same time

Cs. s-cy%I("(s)’glleth& ﬁ%{(%ﬁiéléyéﬂd am no, Cl.6-al kylam no, di-

Al, A2, A’ and A* are independently selected from N and CR?” wherein R? is hydrogen,
halogen, cyano, nitro, Cy.¢-alkyl, Cyis-alkenyl, C;¢-alkynyl, Cs.g-cycloalkyl, Cs.s-cycloalkyl-
20 Ci¢-alkyl, amino, a group NR*®R* wherein R and R? are independently selected from
hydrogen and C;¢-alkyl or R*® and R together with the N-atom to which they are linked,
- form a pyrrolidinyl, piperidinyl, perhydroazepinyl or morpholinyl group, C.¢-alkylcarbonyl,
aminocarbonyl, C;g-alkylaminocarbonyl, di- (Cy.6-alkyl)aminocarbonyl, Ci-¢-alkoxy, Cy.¢-
alkylthio, hydroxy, trifluoromethyl, difluoromethyl, fluoromethyl, trifluoromethylsulfonyl

25 or Cj¢-alkylsulfonyl; provided that only one of Al, AZ A3 and A® may be N.

3. A compound according to claim 2 characterised in that X, Y and Z are selected from
one of the combinations: X is oxygen, Y is a bond and Z is CR¥R*; X is CR”R*,Y is a

. bond and Z is oxygen; X is NR'?, Y is a bond and Z is CR®R*; X is CR®R*, Y is a bond
30 and Z is NR"; X is CO, Y is a bond and Z is NR'; X is SO, Y is a bond and Z is NR'®; X
is SO, Yis abond and Z is NR'%; X is CR®R* Yisabondand Zis S; X is CR®R*, Y is a
bond and Z is SO; X is CR23R24, Y is a bond and Z is SOz; wherein R'? is hydrogen, acetyl




(Cl -6-al kyl )am no, Cl1-6-al kyl carbonyl, am nocarbonyl, 7Ju1P,2006

ad _6-al ! arbonyl, di- (Cl.6-al kyl)am nocarbonyl, Cl 6-al koxy,

Cl. 6-al %b?%ﬁg&’hydr oxy, trifluoronethyl, difluoromnet hy??“ﬂ‘%‘?”ﬁ%t hyl and
trifluoronethylsulfonyl. 10 12. A co und according to claim11l
characterised in that said optional substituents are selected fromthe

. group cosrpmethylaglfbral a@genR>phen R and indepdidkntlyl Seleded TrH0 URdrodes OneitRY t 0
any of clainms 9 to 12 characterised in that is CRO whérein R10 is

sel ect edSequbyh sxpinhewd and dvibicsenbignilar bonyl , hydroxy, a group - NR3OCOR3' 15
wherein R30 is hydrogen or O _6-alkyl and R31 is O _6-al kyl, a group
-COOR16 wherein RR6 is Cl.6-alkyl, or a group -CONRL7R s wherein R 7 and
'R18 together Aicoimpbinel acdordiggno tclaimi charadtbriyed dnathat So¥hEd tdeether form a

b1 ber S iShOHD oS oRH e o urREI GNRGDBEAY i AR

A _6- al kylo.NRB_ 14 ONP.R CCarplizne ¢ 0 _ehBipm_ &3 Cl 2l i.n. that
R10 is sglbelc\:r?ed’ ?rocfﬁﬁhjd?g‘]ggrl?mh?elg‘yﬁ %i/dg%xk, %égir %%&9@6%&&%&& n

" R30 i s W/ dinhwhogmndadieyl dranethylbifony! andjREumd- {Adependently flétddsfr@nhy!
or a grqup_ -CONRI/R 8 erein R17. and 8 together with the nitrogen to
which t 05 rﬁ%?ﬁcﬁg%{aﬂﬁqghe&%@'ﬁ%ﬁﬂ?@l&@?’g 4- et hyl pi perazinyl. 25
15. A compound according to any of clainms 1 to 14 characterised in that m

is 2,3 or 4. 16. A conpound according to claim 15 characterised in that m
“i's 210 36 17. Ancesppadmgcerdbigrieiany of elaims,2 bf 4 charaeterisedtin thab AC haNawt@®i'sed in

that R | gRpBU ' , : werei n Rikg520C3..6- al kyds, 29

- C3. 8- cycﬁ%& y#, %3_1151-0%1 8%%8& - §FWI %Rp enwlfer%gyl a‘@n I% a?rﬁyl ,

- pyridyl indeperdently sblectzd [ffon2 hiogead wer of yalkylivr 8k ald R together with the N-
benzo[ b] t hi ophenyl or napht hal enyl wherei n_each, of said . 6-al kyl , phenyl,
pyridyl 6% to which thepere ipked/ dirseopyestidind. pirsgdmyb 1 perhydraargpingt otips

[ ndepenqlgd}kl -ake ubst i Sufsi Wi gh : .
substituen ngr%{el %}gp Eﬁ%#o%n@ﬁ%%ﬁ%hp@%%#?@%’g %léﬁ %8@%9‘ i B? €$%¥1ky?l,

Cl. 613l KOxy-alkphaminbcarhonyihenolys-alidhey,eitydeaiyd  piiuworbmethst], p igfworymethyl,

i ndependgnt | re unsubstjtuted or substifuted wth one halogen; or RL is
a groupﬁ?ﬂ%@%ﬁ“ﬁm%ﬂs oﬁygﬁaém'ﬁﬁﬂkéffi’%ependentIy hydrogen, Cl 5
6-al kyl, aryl, or aryl-d.6-al kyl, wherein each of said Cl.6-al kyl and aryl

groups independently are unsubstituted or substituted with one substituent
sel ect ed. f r oy corepaynd ocordingpviany of chithoddn SahdrackriSechnkthatyA', A%, A? and

A* are independently selected from CR*’ wherein R is as defined above.

20
7. A compound according to claim 2 characterised in that said bicyclic structure is
selected from the group comprising:
R2% R27 R1¢
|
N 0
0\ R27" ( (
Q Q' Q'
R#™" R27"
a) b} c)
25

wherein R'' is acetyl or methylsulfonyl, R?* is hydrogen or methyl, R*” is hydrogen or
fluoro, R*”" is hydrogen, fluoro, methyl or isopropyl, R is hydrogen, fluoro or

trifluoromethyl.




10 15 18. A conpound according to any. of clains 1 to 17 changebesd sed in
that R2_js hvdrogen. 19. A conpound according to any of clains | to 18
char act &‘?g%%&ﬁ? that R3 is hydrogen. 20. A conpound a&%’%‘%ﬂ%@ any of
claims 1 to 19 characterised in that % i s hydrogen or nethoxy. 21. A
conpound according to any of clainms 1-to 20 characterised in that R5 is

hydrogers. ar comidumdyaceatding o COMIROY REaaGeASH MOthhORB BN R it with Be2l
characterised in that R6 Is hydrogen. 20 23. A conpound according to any of

¢l ai ns - Faxben2te ¥iuehn dheyr preeattached Harm Ry qyglic RRbciute skipeteddfeom e graup

conpoung, ’g‘%ﬁ@{gi ng to any of clainms 1 to 23 characterised in that Rss and

R8b is 3 ycﬁl ogen. 25. A conpound according to claim 1l characterised in

that it is sel ejLaﬂ fromthe group conprising: 1-(1-

{2-[4-(5-Fluoroql H-/@ | -3-y i peridin-1-yl]-ethyl}-3,4-di hydro-IH i soqui
1-{74- fYuor o-|p | - '

nolin- 3Q I N1- (4 | ) met hanone 1- Gycl opent
{2-14-(5 dr o- JFF i ndol - 3-
1Hi soqu n- 2-yl ) met hanone

per Lgi n-1-yl ] - gt hy
N 2
| uor o-1 Hi ndol -3-y|)-pibgr',di n-1-y - gt hyl } —8+4- di hydro- 1 Hi soq

Jul O WOI3/ U$1869

1-(2-[4-(

ui nol i ne- 2-cgrboxylic acid phenethyl ~am de 1-(1-
{2-[4-(5-Flucth-]1Hindol -3-yl)-pipBridin- | -yl]-ethyh
-3, 4-di hydro-1 Hisoquinolin- 2-yl)- | -phenyl met hanone 5

1-(1-{2-[4-(5-Fluoro-IHindol -3-yl)-piperidin-1-yl]-ethyl)-3, 4-di hydro-1Hi
- soqui nowherei?-Q1 js- the( @ridnusirasdo vithyth nepéridioneing, so that said cyclic structure

1- (1-{2-[4-.(5-FLuorpo-.1 Hjndol - 3-yl ) -pi peridin-1-yl]-ethyl}-3, 4-di hydro-1 Hi
s0quT noMEFICS Wty B BiReiARe he, ik oo atrucrure
1-{2-[4-(5-Fluoro-1Hindol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-1Hisoq
ui noline- 10 2-carboxylic acid (3-chloro-propyl)am de
9 A compound according to-claim 1 characterised in that R’ is benzyl, benzoyl,
10 . 2,3-dihydrobenzofuran-7-yl or mono- or bicyclic aryl or heteroaryl wherein each benzyl,
- benzoyl, aryl or heteroaryl optionally is substituted with one or more substituents selected
from halogen, cyano, nitro, C¢-alkyl, C,¢-alkenyl, C,calkynyl, Csg-cycloalkyl,
Cs.g-cycloalkyl-C_g-alkyl, amino, C,.¢-alkylamino, di-(C;.s-alkyl)amino, C|¢-alkylcarbonyl,
aminocarbonyl, C;s-alkylaminocarbonyl, di-(Cl.-alkyl)aminocarbonyl,  C,_¢-alkoxy,
15 Cig-alkylthio, hydroxy, trifluoromethyl,  difluoromethyl,  fluoromethyl  and
triflucromethylsulfonyl. :

10. A compound according to claim 9 characterised in that R® is 2,3-dihydrobenzofuran-
7-yl, benzyl or benzoyl wherein said benzyl or benzoyl is unsubstituted or substituted with
20 one or more halogens in the phenyl groups, or R’ is mono- or bicyclic aryl or heteroaryl
selected from the group comprising phenyl, indolyl, pyridyl, thiophenyl and benzisoxazolyl,
wherein each aryl or heteroaryl optionally is substituted with one or more substituents
selected from halogen, cyano, nitro, Cy.¢-alkyl, C;.¢-alkenyl, C,.-alkynyl, C;.g-cycloalkyl,
Cs.g-cycloalkyl-C, ¢-alky!, amino, C,_¢-alkylamino, di-(C,¢-alkyl)amino, C,.s-alkylcarbonyl,
25 aminocarbonyl, C,¢-alkylaminocarbonyl, di-(Cl.s-alkyl)aminocarbonyl, Ci-s-alkoxy,
Ci¢-alkylthio,  hydroxy, trifluoromethyl, difluoromethyl, fluoromethyl  and
trifluoromethylsulfonyl. ' |




1- {2-[4-(5-Fluoro-I1Hindol-3 -yl)-piperidin-1-yl]-ethyl } 7 July 2006

- 3, 4-di hydr o- II—|-|squ| nol i ne- 2-carboxylic acid (2-net hogé/- hen I%am’ de
1-{2- [4‘%?0?—’@?}8?0 | Hi ndol -3-yl)-piperidin-1-yl]-ethyl}- -1 Hisoq
ui nol i ne- 2-carboxylic acid tert- butyl6 ester 15
3-Chloro-I-(1-{2-[4-(5-fluoro-1Hindol 03. yl)-piperidin-1-yl]-ethyl}-3,4- d|h

ydro- | H1i. S0qAlicoBipbin®adeh 8-t 0 otaradi e id thaRid th 65’6‘14 -
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3, 4- di hyRirkstarppryk isgtrlectad; fiom-the grRsphepmenTising phenyl, indol-3 391 and benzxsoxazol-
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20 1(3H) pl peri
- 3, 4- di- hordmoré Hsubstigents o kel evtadt yﬁ‘dehdilag@nec}iano, nitro, Cj¢-alkyl, CM-alken 1,

{2- [6 FI yor ospi ro[ sobenzof uran- 1( 3H) i peridine-1"-yl]-ethyl}-3 4 di hyd
ro- éaa bi W&&ag‘b’kqul‘@ Célé OGHWE*?{) solil| aagner é/r s-alkylamino, di~

C1-(1-{25:5 thyl }-3, 4-
di El'ydi o- t?ﬁ-ahésm(rqw nolrl nlI Sﬁ@ﬁ?g‘? heny neH%irbér(%lpl -aﬂ&‘a?m%oc%ﬁgnﬁ, &'}
1- (1- {Z{mﬁﬁlm)mmmmbbenmiﬁbHMYJ.( It—ﬂ)ﬁraﬁlkymmmeniyd'rm 1'trifihdromictngl,} - 3, 4-

(i“ ?{dggd[l F‘E—‘%’ﬁ%ﬂ‘éf@&fl i %@ﬁ@%‘ié?fﬁ}“é %‘k‘nﬁb' lony] p| peridine-1'-yl]-ethyl}-3,4-

di hydro- I Hisoquinolin-2-yl)-1-(2-nmethoxy-phenyl)nmethanone
1-Cycl oheptyl -1-(1-{2-[6-fl uorospiro[isobenzofuran-1(3H), 4' -piperidine-|"'-y
1] - ethy1R. 30 1:3 camgperykirasoiding toejainndl icharactgrijadeintthatoaid optional substituents

1(2 Fl 6-fl ros |ro nzof.uran-1(3H), 4' -pi peridin
' -yl ]Lé% fﬁ%}llhdérﬂ%?%l‘?rﬁ}?% '%? gﬁ’ae é&'lhanone 7 July 2006 WO
03/ 051869 PCT/ DKO2/ 00858 63 |- (2- ChI oro phenyl) -1 -

(2-[6-fluorospiro[isobenzofuran-1 (3 - pi peridi ne I -yl]-ethyl)-
3 4 di- hyldr o- 1A-ePBIpauRd atcording 49 )mmtoﬁs; @91to(la phamtmqsﬂenyhat-ﬂ is(CR

fl b
S7L o ot AnRt B ARBaah 45 8ol e Ao RUBGRYIY, Rirhd R qorY,
{2- [ B f wleras Bt s [hydmigem 20€ 4-akyland 3 1s4€rdaalhﬂ§ agmp ~COOR I*vatichoth RS is
‘Z’_ fe?lmh :G%éllsrklt%f[s% 5%@%@3[&2 Q%Ig) ; haﬁ t%ﬁemcr with.the pitroggy f9 which
-3, 4- di kyqr Qe akthbied daHh 'ﬂ%l!aé?ﬁu?ﬂ,cﬁfng%ﬁﬂ & ﬁﬁfpﬂom,nﬁﬁé}ﬁn sad Bipgﬁdmyl,

piperazinyl and morpholinyl is unsubstituted or substituted with a C,_-alkyl.

20 14. A compound according to claim 13 characterised in that R'® is selected from
hydrogen, acetyl, hydroxy, a group -NR**COR>! wherein R* is hydrogen and R*' is methyl,
a group ~COOR'® wherein R'S is cthyl, or a group ~CONR'’R'® wherein R'7 and R'®
together with the nitrogen to which they are attached form a piperidinyl or a
4-methylpiperazinyl.

25

- 15. A compound according to any of claims 1 to 14 characterised in that m is 2,3 or 4.
16. A compound according to claim 15 characterised in that m is 2.

30 17. A compound according to any of claims 1 to 16 characterised in that R' is a group
R''CO-, R''OCO- wherein R" is Cj4-alkyl, Css-cycloalkyl, Cag-cycloalkyl-C;.¢-alkyl,
phenyl, phenyl-Ci¢-alkyl, pyridyl, furanyl, benzofl,2,5]oxadiazolyl, quinoxalinyl,
benzo[b]thiophenyl or naphthalenyl wherein each of said Cs¢-alkyl, phenyl, pyridyl and




1- (1 - (2-[6-Fuorospirofisobenzoftiran-1(3H), 4'-piperidine-k'mviohoet hyl |

sbof

- -3,4-di ro- | Hi soqui nolin-2-yl)-I-(4-nmethoxy-, phenyl) net hanohe 1-(I -

f 2-[6- wgtﬂ)&&%%ro[i sobenzof ur ~m 1(3H), 4' - pi peri di ne- 1" -%‘F%’Dgp?{%sﬁs

-3, 4-di hydro- 1Hisoquinolin-2-yl)-3- E)élenyl -propan- | -one 2-Ethyl-1-(l -f
2-[6-fluorospiro[isobenzofuran-1(3H), 4% piperidine-|'-yl]-ethyll
- 3, 4- di hipetnyi gioips frolgpendehtiyar-inkjbstititedor shibstRied withXone or more substituents
1- (1 -{2-4 ? Fl urgros i ro[isobenzofuran-1(3H),4" -piperidine-I"-yl]-et hyf
di hydr o->efeatsdsizeni the erqipocopmprising halogenh Gxg-alkb fyleyatkexyapbeny! and phenoxy

L 1- 124 erEintiQi i P gﬂ%ﬁ@%ﬁﬁ%e%ﬁs%&ﬁﬁ&@o? Substitdfed with'Bhe) 3 4

}-3, 4-

di hydro- 1Hisoqui noli n- %R none

3- Cycl oHedogen] ox(R"i§ 2 gfdipi R - whersiiRi 208 R 2are I ddpdndbntphpdbieh, 0p- | ' - y!
]-et hél )iq,l.%yolpg’ 4- di hydr p-] H- sloqu'hnol i n- -yl%- pr.opan-1 -one

2- (4- Fl UDh _h%r_X{n fr aﬂﬁ?w‘afé%[ﬁ’- PICHL 1B Yo sidoSarsadlr and aryl groups

(3H), , V-inidRniéithare nsubblitute@tdd¥libstituted with one substituent selected from the group

3, 4-di hydro-] Hi Soqui nol i n-2-yl) et hanone

1-12- [ 6-Prpsstgdiatagen sodEngotkoxyn- 1(3H), 4' -piperidine-1'-yl]-ethyl}-3,4-dih
ydro- | Hisoquinoline-2-carboxylic acid (3,4-dichloro-phenyl)wnide 25

| - Cycl opropyl -1 -(I-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-I"'-y

) -ethyllg: 3,Alestnpydidactdidingad uinof ¢1iima- b IMRhAABeAS:d in that R? is hydrogﬁn.
1- (1 -$2-[6- Fl uor ospi ro[ i sobenzof uran-1(3H), 4' - pi peridine-1"-yl]-ethyl}-3, 4-
di hyd?o- I Hisoquinolin-2-yl)-1-=pyridin-3-yl-nethanone -

L- [ 5- (44! 0rgQeashkaosrlRi Y b oF M- hh 18 chhiitAsdin Lt R0 Rlafgeh sobenzo

furan 30

1(3H), 4" -piperidine-1"'-yl]-ethyl}-3,4-di hydro-]Hisoquinolin-2-yl)nethanone
2-(4-Chlaro-phenyl)-1-(l-(2-[6-flugrospiro[isobenzofuran-1(3H), 4' -piperidin
e-1"' -yl ]Z?'et hyt f‘-’l}i@‘?’%dcﬁ FOFIIS-tp iy §§ala1mﬁ>1 fhlDeharactentssd g thatR ) is hydoapes WO
03/0518Q9nﬁﬁ{g9K02/00858 64 1-(l- (2-[6-Fluorospiro[isobenzofaran-

1(3H), 4" -piperidine-1'-yll-ethyl)-3,4-di hydro-

| Hi $bqui nolin-2-yl)-2-nethyl-propan- | -one 1 -

2-[ 6-Fl ' i sqb f - 1.(3H), 4 -pi idine-. |- - I
3 - ai Rl o2t TPl dEREPigdS Sox ar R { to 2 Mitecienbenjn talRr piydihese s
i V-1 -(2rm&tHdxyCycl oheptyl - met hanoyl ) -1, 2, 3, 4-tetrahydro-i soqui nolin-1-yl]-
ethyl)- 4-(3- fx?uor ophenyl ) - pi peri di n-4-yl ] acet ai ni de

22. A compound according to any of claims 1 to 21 characterised in that R®is hydrogen.
20
23. A compound according to any of claims 1 to 22 characterised in that R’ and R™ is

hydrogen.

24. A compound according to any of claims 1 to 23 characterised in that R®® and R® is

25 hydrogen.

25. A compound according to claim 1 characterised in that it is selected from the group
comprising:
1-(1-{2-{4-(5-Fluoro-] H-indol-3-yl)-piperidin-1-y1]-ethyl}-3,4-dihydro-/ H-isoquinolin-

30 2-yD)-1-(4-fluoro-phenyl)methanone
1-Cyclopentyl-1-(1-{2-[4-(5-fluoro-7 H-indol-3-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)methanone |




| -Cyclopentyl -1-(1-12-[6-fluoro-3-methyl spiro[i sobenzof uran7}ﬁ§lﬂ)gé pi peri
din-I" -yl%) ethgyl} -3, 4-di hydro-] H i soqui nol i n-2-yl) nmet hanon
_cycl ohe‘?ﬁ >9{5/051;36 I PCT/DKozloosss
-acetyl -spiro[ 2, 3- d| hydro-] Hi ndol - piperidin- I'-yl]ethyl]- lo
3, 4-di hydro-] Hi soqui nolin-2-yl }rrethar‘?gne N-(1 - {2-[2-(]
- Cycl ohepiy4- UﬁFhiM‘@IH)mddlr?-yﬁ (sfi]pénﬂhf - PV chitiey 1} SQREMY@oL A -isbquiMblinest hyl) -
4- phenylhgl peridin-4-yl)acetani
1- Oycl ohepiryoxylicapid phepghyl-amidespi r o[ i sobenzof uran- 1(3H), 4' - pi peri di ne-1' -y

I t hyl 1 | 4 th

(B PG ke ahah STh ua LR %I‘;Ilﬂéﬁs%mdﬁ-f?ﬂﬁgﬁﬁﬁq fFan-
(3H), 4 byk)dlf-p}ubnylhadthmmylb] et hyl)
R b i LBt

, 4" - pi PEYI qL ﬂluorMJgh né- di hydro-I Hisoquinolin-2-yl)nethanone |
I - f 2-? (? epty mathanoyl)- 1,2, 3,4-tetrahydro-isoquinolin- |
/1] - et hi(1-{2- E@(SA:F I@lhmﬂ/H-lpdqdéIr ylhpipeddip} - yl]Ieth)p}-ﬁﬂpdxﬂydm—lﬂ-rsyd[umﬂhanone
(ﬁyglr ?¥Iﬁi_@hﬁ1§§¥ppropan Ine (2-[5 -fluoro- | -nethansul fonyl -spi ro[ 2,3
4 - - I L3. h 1
-Oye ety - T e St ot RollfRichanone
oyl 1@t wbawlmaenrdr(?wh@rowmnyé)e@mnoI i n-2-yl ) met hanone 25 1 - Cycl oheptyl -

1 1 - f. t hyl

s i di e TS T R b B i) B Bl gfﬁqdlvofna i
[th : ;Joméea?ibcamyﬁt:Iay;ﬂs(p4mah¢xysp1{mﬁ91;ﬁﬁlffan- I (3:\/[ 4' 2p| p cri ﬂl ne- 1-y| ] -

t | (00 i sQqui nol.in anone
faQ/%:/I opén{%/[‘l'(sl‘%( luOTO ?H'IPS‘HT}ﬂ)'PQ%Bdmd]I W%Flb’l} 314—‘?1111%9 I3~ woqwqimer di n-
' -yl]et H: I 2-yl th
1- Q/yc} gng%a{rﬂ lé H?%@Fgfy#?%%ljro : S(r)rg'tjhg(r)ls:ﬂnf ong;l )ggu rgang di hydr o-] Hi ndol
- 3,48 - [3I @hzlprcdl-m {2-[4y(b{fluosd-hiflihdol 3-)-gipeyidinet-yl]-ethyl}-3,4-dihydro-

|1Hi|4$|2? %b‘lﬂfg éril&yrféa%r%gt%yﬁpr%g 1.%326 WO 03/ 051869 PCT/ DK0O2/ 00858 65
-[6-fl T1opsL . gﬁﬁ,l[lﬁ

?L £/ ]é?ﬁyc??&nﬁg gahgzg[g ﬂ{é&? di mﬁ%ﬁ@ﬁ{hﬁﬁgﬂzﬁﬁrﬁgﬁ i}}l? %’II}Ianone

1- ( 2- FI vt @lbméqqyl}yq@qpmolm-Z-yl)methanone

L2 LAl AR S P A 1 BB iR B dnzo ks © V' )

20  1(3H),4-piperidine-1'-yl]-ethyl}-3,4-dihydro-/ H-isoquinolin-2-yl)methanone
- 1-{2-[6-Fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl}-3,4-dihydro-
1H-isoquinoline-2-carboxylic acid tert-butyl ester
1-(1-{2-[6-Fluorospiro{isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-1-phenylmethanone
25  1-(1-{2-[6-Fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-y1]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-1-p-tolylmethanone
1-(1-{2-[6-Fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-y1)-1-(2-methoxy-phenyl)methanone
1-Cycloheptyl-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -
30 3,4-dihydro-/H-isoquinolin-2-yl)methanone
- . 142-Fluoro-phenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -
3,4-dihydro-  H-isoquinolin-2-yl)methanone |




7Ju1 20

- Cycl ohe (1-{2-[spiro[isobenzofuran-1(3H), 4" -piperidine | ]- et hyl
-3, 4- di'h @8%8518?%+| soqui nol i n-2-yl ) met hanone 1-Cycl oheptWT’PK?zioosssy
2- [ 6-fl uoro-3-nethyl spi ro[i sobenzof ifan-1(3H),4'-piperidine-1'-yl]-
t hyl }- 3, 4-di hydro- 6, 7-di met hoxy- | Hi sc;’ ui nol i n-2-yl ) met hanone 1-(1-
2-[ 4- ( 4}-G4[Jhtane-|pha1w]-){bl{b@ﬁ-lfhibmsﬂuq{isbb@izbﬁir&n-I(3H) 4"-piperidine-1'-yl]-ethyl}-
3,4-d B%‘gldgh qui nol j r& gh 1 -cycl oheptyl met hanone
-Qyclo ydro- I 1150qu111011n -yl)me anone
2-[5-is | b

i e e Bl o A B Y n IS Yip e -
2- [ 2- ( B.eddiydpehifykequidiarbyl)nethaire, 4- t et rahydro i soqui nol i n-| -yI] et hyl

- 4. i n-4- et a cl oh | -

Y e R AT S N I R ST e L L)

- yI } methadeiro- 1H—lsoqumolm—2-y1)methanone

QIcIohept}/I-l (1-{2-[6-fluoro-3-nethylsp |roL|sobenzofuran 1(3H), 4" - pi per|
in 6-§f wmwlrobswemqurandam‘} @mudmfh wilzethyl) det-dildnoe 1

' Q_HNHW—M—HOQHH,_\ ' .-H(Df-h-.'—v-ipm

w@

e-
9 o AR £ P P 5 1<t

cl Orieﬁt-{/l {&F(ldroﬂﬁm[[ﬁeﬁdnmmpl(slib Hssiperiving- ll'tﬁ]lethsfﬂl-‘ﬁ 44iihydiper | di ne- 1 -y
IUI} h)édro 6, 7- di met hoxy-/ H-1 soqui nol i n- 2-yl ) met hanone
i &?BH ‘1 - 1-6{ methoxy-phenyl)methanone
6-f1 i 1@l I 1 | Y-
Lo e T PS8 g A i
{2 -IHispQuifb w2 etheBrpbémil ipsapenzdedne3- y ) - pi perl din-1I - yI ] -ethyl }- 3, 4-di hyd

s i R 0 e e A ﬁ@%—aﬁ#&hﬁh—%@ﬁhﬁr& yl)-

eny| BI-pekhidbin-4- m butdn-Rioper | t d| n-1- yl - met hanone 1-Cycl opentyl -1I-(1-
-[4-(3-fluoro-phenyl)-pip peri din-1 - IJ ethl}34d|hydro 30
équrﬂo{ii t-B yrqsm[mhmﬁaan-l(m) -piperidine-1'-yl}-ethyl}-3,4-dihydro-

2-( Ioh t et rahydro-i soquinolin-I|-yl]-ethyl}
phéjr){%égqlim tyll 32 Eog%[pilégajlﬁ’gégwogeone 7 July 2006 WD 03/ 051869

/ DKOZLQO&ﬂs-FﬁSrokp@[@oaa%ﬁwhn h(3H),4'- Plpendme 1'- 1]-ethyl} 3,4-dihydro-
-{2-[6-trifluoromethyl spiro[isobenzofuran-1 , 4' plperldlne " -yl]-

yl } 1E-wogningkn-é-yd)-Z-phenyiathaene 14 i soqui nol i n- 2- yl ) met hanone
3-Cyclohexyl-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -

l-—‘"_'-b(‘D‘Q
h—l'_"o

e
IA_bl/-\I

(0]

H‘“-bl—‘“i—‘w"““P_P'

L st W BEY
N N
qH T

p— ——

P

— ~
jH

e

20  3,4-dihydro-IH-isoquinolin-2-yl}-propan-1-one
2-(4-Fluoro-phenyl}-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-ethyl} -
3,4-dihydro-/H-isoquinolin-2-yl)ethanone
1-{2-[6-Fluorospiro[isobenzofuran-1(3H),4-piperidine-1'-yl]-ethyl }-3,4-dihydro-
IH-isoquinoline-2-carboxylic acid (3,4-dichloro-phenyl)amide

25  1-Cyclopropyl-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-ethyl}-
3,4-dihydro-1H-isoquinolin-2-yl)methanone
1-(1-{2-[6-Fluorospiro[isobenzofuran-1(3H), 4‘-p1pend1ne—1'-yl] ethyl}-3,4-dihydro-
1H-1soquinolin-2-yl)-1-pyridin-3-yl-methanone
I-[5-(4-Chloro-phenyl)-2-methyl—furan—3-yl]-l-(1-{2-[6-ﬂuorospiro[isobenzoﬁ;ran—

30 1(3H),4'-piperidine-1'-yl}-ethyl}-3,4-dihydro-7 H-isoguinolin-2-yl)methanone

- 2-(4-Chloro-phenyl)-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-yl}-ethyl} -

3,4-dihydro-1H-isoquinolin-2-yl)ethanone




7 July 2006

uoro phenyl) - met hanoyl ] -1, 2, 3, 4- tetrahydro I soqui nolin-1| -
hyI )&&Hg'ﬁﬂg -pi peridin-4-yl]-1-(4-met hyI pi per azi nt% ’9? %ﬁ‘ﬁanone

2-[2- (1 -Cycl oheptyl - met hanoyl ) -1, 2, 3, 9% tetrahydro-isoquinolin-Il-yl]-ethyl}
4- phenyl—(l QZWﬂmmrréﬁmmm{MLanQ(m) 4-pieiiinectstygrettyl§ B;4-dihydro-

2-[ 2- | oh yl)-1,2,3, 4- hyd I | -yl]-ethyl
oyl B eGSR Eow c opentyl 1 - (1o et
- {2-[6- tr1 itigeméég&bgwge%ﬁeﬂqwﬁg ggﬁl}ﬁnﬁﬁfi@ﬁ ﬁt@ ng?%iagfhggfoll -yl]- 10

et hyl) I hydro-6 I met hoxy-1
1- Cycl opla‘n‘i-llgdqumo(111@-Z{CZrpryl(cZacnﬂa(quthyl—ﬁﬂdny]MmHe3 yl)-piperidin-1-yl]-ethyl)

{‘Z’ ?2 i@??é%ﬁu‘fy?ﬂﬁse% 9*35‘3/34 h‘frt‘i%gﬁl“éﬂmmé‘BduﬂﬂfS‘ihﬁ’Hl yl]-ethyl}

-phewp ﬂh@@bh&gn eﬂd)i@-hlﬁ]aeétﬁmﬂé | -(4-F luorophenyl)-1-(1-
2-[6-trifluoronet iro enzo furan-1(3 H),4' -pip eridine-

7] GGy PP e il In gt iaorn. Hmedoipwolisdbensiuen Al et hdflone
1-yl t hyl
di ﬁeﬂL 4@%%@%&%8{%&%&%@@?&1? “?I %P? ugrL She%yl %met hanone 1-(1-

:Il Cycloheptyl 1-{1- [1-acetyl—sp1ro[2 3-dihydro-JH-indol-3, 4’-p1pend1n-1'-y1]]ethyl]
t hanoyl ) -1 4-tetrahydro-isoquinolin-1-yl]-ethyl}- 20
i QI}VH‘:? Hils‘\%mp lﬁﬁrﬂ}ﬁlﬁm@eﬂet hanone 1-(1-

QAN 5 Bk b 0

4-phenylpiperidin-4-yl)acetamide
52y 15 Evtshepin B P ferlidrafufibiotento fatel GB). 8 mibpradigey Y ety =0 ™
3 (354-81}%@)06 QIH%&KBX)F!@HQ%%er:IlBeZ yﬁhl@fhlméﬂe] ethyl }-

i hydr o- 1Hi soqui nol i'n-2 -yl hano

41F| do%ﬂmemhgnyi} 1-(1-{2-{6-pluotsl-3-setherispirolisotmnzd furan-1(3H),4"-piperidine-

(2. . ) 95 A bty g 2000 o129 et hanone

~ i ran- 1( 3Hydohddiaar{1djn ﬂuor}zslllnﬁmlaﬂélﬂfoﬁ -spiro[2,3-dihydro-/ H-indol-
3, 4-di hy dr)c[) 1H i soqew{noF- n-2-yl) nmet hanongl J}.) E Fl lug)(rg)pher:r;I)- 1-(1-

{2-]6-f I%ﬂ’épc?sldﬁbl hli-sthiyHod fah w&uﬁmolm-z-sl)mpthanorm peri di ne-
b R R LSl SR S P
20 = 4-phenyl-piperidin-4-yl)-1-piperidin-1-ylmethanone
1-(4-Fluorophenyl)-1-(1- {2-[5-fluoro-1-methansulfonyl-spiro[2,3-dihydro-1H-indol-
3,4'-piperidin-1’-yl]-ethyl}-3,4-dihydro-/ H-isoquinolin-2-yl)methanone
- 1-Cycloheptyl-1-(1-{2-[4-(2-methyl- ! H-indol-3-yl)-piperidin-1-y1}-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)methanone

25 1-Cycloheptyl-1-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro-

2-
| o
19

2-
y
yl

{
1 -y
1-(1- {
-3, 4-
of2-12-(
-Cyc h
pi pery di
{2-12-(
n-
1
1-
Fi
{2
3,
1-

p
| -

(
in-
-
(

1H-isoquinolin-2-yl)methanone
' 1-Cyclopentyl-1-(1- {2-[6-fluoro-3-methylspiro[isobenzofuran-1(3H),4'-piperidine-1'-yl]-
ethyl}-3,4-dihydro-6,7-dimethoxy-/ H-isoquinolin-2-yl)methanone
1-Cyclopentyl-1-{1-[spiro[2,3-dihydro- H-indol-3,4'-piperidin-1'-yl]ethyl}-3,4-dihydro-
30 1H-isoquinolin-2-yl}methanone
1-Cyclopentyl-1-(1-{2-[5-fluoro-1-methansulfonyl-spiro[2,3-dihydro- H-indo}-
3,4'-piperidin-1’-yl]-ethyl}-3,4-dihydro-/ H-isoquinolin-2-yl)methanone




1

A

N- [ 4- (3 FI uor o- phenyl ) -1 - ( 2- ‘ 7 July 2006

(2 [1- A{v{)){)ﬂg{lgﬁe’phenyl) nmet hanoyl ] -1, 2, 3, 4-tetrahydr o- F(?ﬂﬂk&?oh%

-yi)-ethy i di n-4-yl]-acetam de 1-(2-Fl uorophenyl)
{1-[spiro[ 2, 3-di hydro-I Hindol -3, 4" - plr@erldlnl -yl]ethyl]-
3, 4-di hydro-1 Hisoqui nolin-2-yl)netha 5 1 -Cycl oheptyl -1 -(I-

12 Tt S o e
met haﬁlope;r ]let%f] -3 ‘%/dllhygr 8117 dlmethoxy!-] E?sro(glunziolm ZLﬁ?metgégon]e I'soqui nolin-2-yl)

{2-[2- (Ir-@épiugh?aa%ln-mJmemubro@plzo[@Eog&@pg%q-%gﬁ)gf,ﬁ{pteﬁa@gnyﬂg y7paui nol |

I phenyl -'pi peri di n4- net e l- 1
[ 2- (4 -Bédihydrg Gasaqinelin-2yymethimdnk- 3, 4- di hydr o-] H-i soqui notin-2-yl)- 10

(2 oS PN spiofisoteprafinap G Hpinssiding  yUnhb e 4 Pary | v- p

ri di ng-isoquinblin-gty)thethanone
di hydro-6, 7- di met hoxy-] Hi soqui nol i n-2-yl ) met hanone | - (|
fiorempiy

(Chl logmclph¢mldoflo et thilnorgiemme lsny@ﬁawbynqmﬁpemleﬁm4'wmey1ﬂ]neeh'w+ }

di cycl ohept yhnet hanone
(1 f’gﬁhj(]gg ﬁm?y(ﬂgﬁﬁ 2?gﬁeg%({%{}??%ﬁkﬁgbgQQ’%%?{%%WOB? n- { ylj- gt %yl }
di rie(lh{ﬂe%(ih@hmrmyldafrgl) -piptridioquilpethyi} 3,4+ dihytros Vil isoaehioyih2eyipanone |
oh EP -(2-isopropoxy- phenyl ) piperidin- | -yl]-ethyl)
Qj ﬁy%ﬂ% heﬂﬁm%ﬁﬂﬂnﬁol i n-2-yl ) met hanone 1 -

L e e ——

Cycl oﬁe41t1§hlydrol,l H{igoquinolin-2-yl)methanone

S ST S RrReRARBt 2Bl 28R oo eyt & M o

thmf e W[@@. Mrdmfkperidin- 1 -yl]-et hyI} - 3, 4-di hydro-
soqj?(r?ol i n- n?? é Iug]rao phenyl ) met hanone 25 N-[ {2-12-(I

[
i
4-
i
chlli)hépewbhm}ﬂdnbgr[lf %plwnmipmﬂdukyyl)ietlwlla;iA-dlbydraﬁfﬂmoqum@qu| nolin- 1
]
4-

-yl *}o{{%meﬁ.m(,%}fl uor o- phenyl) pi peri di n-4-yl ] - acet am de
| d Shenyld)

H
[
H
(
-[ 2- (4 pheyabhapt)ﬂarqld{mf&ﬂwdrb -3ein By Ispido[fsoBdRodiran-l (SH)PifeRiine -yl
y
y
H_

n-
1-
1
1-
|

{

4-
[
7-
1-
7-
cI
4

p
-3,
2-
-6,
5

-6,
oY
-3,
2-
3,4

| -
{2-
O
2-
I

1-

2- I)rrethanone - [ 4- (6-Chl oro-]Hindol-3-yl)-piperidin-
1-yl ] - ecHpi}-3 ,43d1}gy@pﬁ%$gqu13@1n -2-yl)methanone
I Hi

AR S Ll s -ﬁf-‘ﬁfﬂp. o R ARART I DS ey -
1H i sioquifsbquindlin/ R jybyedetsnone 7 Jul y 2006
- 1-Cyclopentyl-1-(1-{2-{6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl}-
3,4-dihydro-6,7-dimethoxy-/ H-isoquinolin-2-yl)methanone
1-(4-Fluorophenyl)-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -
3,4-dihydro-6,7-dimethoxy-! H-isoquinolin-2-yl)methanone
25 1-(1-{2-[4-(6-Fluorobenzo[d]isoxazol-3-yl}-piperidin-1-yl]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-1-(4-fluorophenyl)methanone
1-[1-(2-{2-[1-(4-Fluorophenyl)-methanoyl]-1,2,3,4-tetrahydro-isoquinotin-1-y1} -ethyl)-
4-phenylpiperidin-4-yl}-1-piperidin-1-yl-methanone
1-Cyclopentyl-1-(1-{2-[4-(3-fluoro-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro-
30 1H-isoquinolin-2-yl)methanone
8-{2-[2-(1-Cycloheptyl-methanoyl)-1 ,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl}-1-phenyl-

1,3,8-triaza-spirof4.5]decan-4-one




WD 03/ 051869 PCT/ DKO2/ 00858 68 1 -Cycloheptyl- I -11
-[spirol2, 3-di h dro-]Hindol -3, 4" -piperidin- I"-yl]ethy di h dr -
6, 7-di né‘y(i).gg(gﬁlf i soqui nol i n-2-yl)methanone N-(I- (2- [Z\J((quozloo =
- Cycl opent yl - net hanoyl ) -1, 2, 3, 4- tetrat%dro i soquinolin-1-yl]-ethyl) -
4- phenyl - pi peri di n- 4- yI)acetanllde 5 I-(I -
- (2- [ 4- ( 6r-Eydoheptple hf b{{2] 6-sifharahetBylgpire[iopenzodiran- 13 )\ Fxfeﬁfi%ib-}l'-yl] I
met hanone

Zi’yﬁi oh SRF-3 4-aity e el R n g kil e andosr) 4 - pi per i di ne-
-y|] - Phaz/i Y2- Fﬁ(ﬂFﬁioﬁyﬁﬁ le)ﬁnt?thﬁio%tf‘?)ﬁgﬂeﬁj‘aﬁeﬁ?ﬂﬁbgﬂhbﬁh 23 3 uﬁ )eﬁli‘gl fypanone |

- {2-]2- op entyl - net hanoyl) I SO n- | -yl]
- et hyl I4-Phﬂfp'llrem¢r1dln1‘0ym1p(érm§llhnleplpembbx9mnﬂlamncd ethyl ester | -(I - (2-
[4- (4D Ih dr o-
[ 1 shaul Rt Coe ey B2 i Einyrtvdbovisonbing -lzyéf-swﬁé%%n%k e
1|‘2 - [4rﬁﬁerlcﬁ@@maionxﬂhteétydéthﬂlel@%EIdl n- | -y|] -et hyl') -3, 4-dihydro-

H- i soqui nol i n- 2-yl ) met hanone

[ 1- (4- Fllablr éZ-IB%é lohmtﬂatn@wqoyl) 11225 43tetraln)6lr¢~aﬁ¢§mmhm dodlethellin- | -yl)

. -ethyl -yl ]ethanone 1-[ 1 2- (2-

[ 1- (g %:I uéﬁregl?ﬁ ﬁinpﬁ&.phanosl?f]y ] 1,2, 3, 4-te'£ rahy((tlro-i(soqui nolin- 1 -ylj

i St Flyl % 21-Iﬂzijlyq:ibpémjrl-1}(p@ﬂ[&imﬂu@rmh&tﬁylbpilszﬁhgbznzbﬁiraﬂ-L(Bgﬂ 4'-piperidine-1 l-yl] L oyl
n anoyl] ] - t et rahydr o-1 soqui nol I n-

~ethy?) eﬂ% Wg‘ﬂgﬁ = %’}5‘8’:“? -4 -yﬁqqmmbp IDIHFtHaI!P)I/l?I met hgnone Y

1 ((;\l’fL?HQOS/Mbﬂ%n LLr-{ R14-fa- LRy PRS- O bigdaint S denyly Adbiflydlioo- | H-1 soau

1 (2 Fl ddfcsphmmyln)&l-yllmeth:mo{lﬁ fl uorospiro[isobenzofiiran-1(3H), 4" -piperidin

Y G Y -y o p S S Riod Y 28 Ry b LS St | i gy ) Tt hanone

1 (4 FI EpF )éhamh;.f,lbetﬁ;gfohé 6-di f1 uorospi ro[ benzof uran-1(3H), 4' - pi peri di
ne-1" Eﬁr o- 1Hisoqui nolin-2-yl)-methanone

1- (415F| doﬁ%ﬂﬁemhynm) (((2{ Gmﬂmr@spﬁhybpbeﬁmbﬁmo&nmﬂl@D,%pzmnpmef di ne-1" y
| |3] Set[]mr;lal% P{yfet?)flpfsrzyﬁﬁjo?rf)(l)%(’ noI wiﬁqﬁ@?ﬁ%ﬂ%ﬁwpﬁerl dine-1"-yl)-]
85I;y'o%,ef;’ﬁﬁ{%“!?%“%?ﬁ'gh?y%)?ﬁ%%ﬂd%z%; Ut Tty SRR

et hyl ) mrﬁspap%yl)met anone )

1- (1 {2-[2-(1-Cycloheptyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1]-ethyl } -

20 piperidin-4-yl)-1-(4-fluoro-phenyl)methanone
1-(1-{2-[2-(1-Cycloheptyl-methanoyl)-6,7-dimethoxy-1,2,3,4-tetrahydro-isoquinolin-1-y1]-
ethyl}-4-phenyl-piperidin-4-y1)-1-(4-methyl-piperazin-1-yl)methanone
1-(1-{2-[4-(4-Chloro-phenyl)-piperidin-1-yl]-ethyl}-3,4-dihydro- 1 H-isoquinolin-2-y1)-

- l-cyclopentylmethanone

25 l-(4-F1uoro-phenyi)—1—(1—{2-[4-(3—tdﬂuoromethyl-phenyl)-piperidiﬁ-I-yl]-ethyl}-
3,4-dihydro-1H-isoquinolin-2-yl)methanone |
1-(4-Fluorophenyl)-1-(1-{2-[piro[isobenzofuran-1(3H),4'"-piperidine-1'-yl}-ethyl}-
3,4-dihydro-7 H-isoquinolin-2-yl)methanone
1-Cyclopentyl-1-(1-{2-{4-fluorospiro [isobenzofuran— 1(3H),4'-piperidine-1'-yl]-ethyl}-

30 3,4-dihydro-1H-isoquinolin-2-yl)methanone
1-(2-Fluorophenyl)-1-(1-{2-f6-fluoro-3-methylspiro[isobenzofuran-1(3H),4'-piperidine- -
1'-y1}-ethy1}-3,4-dihydro-6,7-dimethoxy- 7 H-isoquinolin-2-yl)methanone




1Hisoquinoline-2-yl]-nethanone 7 July 2006 WO 03/051869 Pgfiibk@gs 00858
69 Cycl

{2-[ spi Sgﬁé l@#yl -i sobenzofuran-3H 1, 4' - p| peri di ne-1' y‘T‘ST’?E‘BWP%s

3, 4-di hydro-1Hisoqui nolin-2-yl)-meth

Cycl ohexyl -[ 1- {2-[ spi ro( benzof uran- 3H-1, 4 -pi peridine-1'"-yl)-]

et hyl } - 4443 Aharo-pharny)- k@dﬁﬁbﬂ-ﬂuﬁwﬁﬂm&hhﬂﬂl@mﬁ]& 2,3 ,4-tetrahydro-

%floohex ?q}m&n%&ﬂj_&%@g ﬁé’{‘h‘gﬁg%gg:?{}m yl)-piperidin-1-yl]-ethyl}-3,4- d| h

1-[2-(2- WF&B@%@&Q?H{QQXM&[Z? d@hfdrésw a,am Q*ﬁlﬁﬁ?dﬂ(ri%ﬂ]&nﬁ])/ I)-ethyl]-4-p

henyl - pi peridin- -acet am de
{2-]4- (&Gﬂihﬂdmlﬂmwollpkﬂeﬂ}mpﬂpnmu d| n 1 yl]-ethyl } -3,4-dihydro- 10

o 28 0 PR A RS B o erit -t 7 EEindok gi nyar o-

| H i soqus,#1gipetidin-yt }'}]Iﬁi)ﬂ'}aﬂ qftﬁh}%f@@hﬂiﬁ)ﬁthdx%f1H—130qu1nolm-2 l)metha.none
- {2-[4-(4-dinet hyl am no-p yl)-piperidin-1-yl]-ethyl g’ ydro-
1H- i soqdi Hok3- E,Zé -nylomﬂgﬁ@jh@oyl)iﬁ;,? dimethoxy-1,2,3 4~tetrahydro-1soqumolm— -yl}-

5 Phen by AT LBRRRRLL Silytad - p1per e y)1)

C{2-T4- (41—{h[2}(@BBHZyrl-ipiﬂendmerrgI)hﬁiylph,d#@h))dreﬂdhydﬁqimyolm penidin-1-yl ] - et hyl }-

6, 7-di |h dro-1 Hisoquinolin-2-yl)-cycl ohexyl - met hanone
2- Phé%og‘; qﬁ%ﬁ -fluor-benzofuran-2H 3, 4" -pi peridine-1"-yl)-]

SV ‘13(24Fﬂbfb¥;ﬂéxﬂrl)_ (2?1% 2- Wr&%hﬂggﬁﬁg?ﬁgobm?o %‘?‘3?%9%3@%%% bi peri di ne

1, 2, 5] oxadi azol . 1ro(5 1 SO
-1 -yl )1--ythﬂwl}-}3 4rQl,hndldfGaernnﬁthoxy-IHﬂmqunmlm{i—ﬂ)métharmbhanone

O/t o lridsdtod SR MBS Ml BB e Dk e Bhda B < P ar©
2- Pr opyl3 4-arh{yarc{ SHLisduirrolih 20y 1)- @%Péﬁhw@me%ﬁhﬁné pi perl dine-1'-yl)-]

i ne-2-yl ] - pent an- -one

et hy[j} 3 {2—&3185{185}01 ”I—El Si) qui no _

y rq-pheny )f%bydf@:g&pmpu@m bty é,ﬁ digethony-3pt- qhbydtm ne-1"
yqlx)m thﬁy s}’i"‘ﬁ?@“ ?Wg"g"léh‘i?yﬁ%b%“ﬂ% E(raaﬁ ¥| 1/| I)Or Bngr: din-1- yl]-ethyl }
- 3, 4- di hydyeleheptyl-1-(1-{2-[4-(2-isopropoxy-phenyl)-piperidin-1-yl]-ethyl} -3,4-dihydro-

1 H-isoquinolin-2-yl)methanone
1-(1-{2-[4-(7-Chloro-1 H-indol-3-yl)-piperidin-1-yl}-ethyl}-3,4-dihydro-/ H-isoquinolin-

20 2-yl)-1-cyclopentylmethanone
1-Cyclopentyl-1-(1-{2-[4-(2,3-dihydro-benzofuran-7-yl)-piperidin-1-yl]-ethyl}-3,4-dihydro-
LH-isoquinolin-2-yl)methanone
1-(1-{2-[4-(2,3-Dihydro-benzofuran-7-yl)-piperidin-1-yl}-ethyl}-3,4-dihydro-
1H-isoquinolin-2-y1)-1-(4-fluoro-phenyl)methanone

25 N-[1-{2-[2-(1-Cycloheptyl-methanoyl)-6,7-dimethoxy-1,2,3,4-tetrahydro-isoquinolin-1-yl]-
-ethyl}-4-(3-fluoro-phenyl)-piperidin-4-yl}-acetamide .
1-(4-Fluoro-phenyl)-1-{1-[2-(4-phenyl-piperidin-1-yl}-ethyl]-3,4-dihydro-1 H-isoquinolin-
2-yl}methanone
1-(1-{2-[4-(6-Chloro-1H-indol-3-yl)-piperidin-1-yl}-ethyl}-3,4-dihydro-

30 JH-isoquinolin-2-yl)-1-(4-fluoro-phenyl)methanone

| l-(4-Fluoro-phenyl)-1-(1-{2-[4-(3-ﬂuoro-phenyl)-piperidin—1-yl]-ethyl}-3,4-dihyd_r0~

1H-isoquinolin-2-yl)methanone




30 1H-isoquinolin-2-yl)-nmethanone 7 July 2006
33D|rreth 1-{2-[spiro(5- rrethyl-lsobenzofuran 3H1, 4 er|d|ne1 -yl) -
] et hyl } Xﬂoséf’ﬁsfydro | Hisoquinolin-2-yl)-butan-I|-one CS')WF

03/ 051869 PCT/ DKO2/ 00858 70 Benzo[1, % 5] oxadi azol -5-yl - (I -
'12-[4-(3-trifluoronet hyl - phenyl) - pipe ﬁdin- 1-yl]-ethyl} -

3,4-di h - ' :
3, [4| (%*F?f“f’ﬁo‘}?‘éﬁ%“l E@irb[??d Aol BT RRTHIA Q- ;l)%;e/a;ﬁl]él me!it erl]lcghﬁrl] 23,4- dglydr 5o

d
| H i soq@hémgihoxyyiA- lmumhn-ﬂ_ lemgtlhgi’,r!lleBlegzyl oxy- (I -
(255 o1 MDA L kb )
Benzo[ 142Hehokgigerddinl4-Aacktalide Chyl)
y

{2-[spiro(5-fluor-benzofuran-2H 3, 4' -pi peridi ne-| J

- 3, 4-Yi Ayldr -1 Bergrhrapeldbisaxagel 13- Mawmnewn— thyl¥ dlhyd

2-[ 4- hyl } - 3, 4- di hyd | Hi i nolin-2
) Eéﬂﬁy@éﬁ‘lﬁé%ﬁw- Zrag efyppithdadieny’ } -5, 4l Iydro-livd soquinelin

(2-[4-(4- c@hlodmptybbéha{ﬂ)[smrq@sobeimﬁ.ﬁtmyl(BH&,ﬂhmbéndlﬁe—tl ~ylij-bh§it}e3,4-dihydro-
1H i soq -one

| i I - but an-
3,5,5-T 17%‘{‘?‘?{&? %/}P%ESOEIE'SPI?%?;}' ‘?5]81”°B"enzofuran 2H- 3, 4" -piperidine-1"-yl)-]

ethyl}-1 1 B4 .4 -
'3,5,5-Tr ?{ﬂ&QgﬂyWﬁI@{?&%&lro gl)rnl'git%1laEt?tl’f)ﬁshértbﬂeonizg uﬂri'[e’ahnnl%%Iylgns%é?:l 3.%’3’?.%. ne-1"'-y

1) - ]@t hyll)endmwl-%ﬁrbgb@ﬂlcacmlﬂth}sl@sjm noI i n-2-yl)-hexan- | -one

Chyl ) SO gt rmR kDB sl b iy b A fsodifSin. 1)1 @
{2-[4- (ﬂqmnlqmmahﬁﬁw tﬁieﬂ@ﬁmds n- | -yI] -ethyl) -3, 4-di hydro- |
H- i soqui nol i n- 2- 2-di chl oro-cycl opropyl ) - met hanone

2- Benzy Lyl qnen{yflt(ép&r[&(@ -iponrenylpbemd)-pipandint- ﬂ]-&ﬂlybh pérdilaydse- | ' -yi)-]

t hyl g | 2-yl]-ethan- | -

T S e o hyar oy~ pi per i i n- 1-y1] - et
hyl }ts 61-7[1dﬁﬁﬁt[he(ﬂflﬂoré-pﬁbmw-mhahojﬂ-ﬂ SogHtaahidrodsyuinedin3-di} kil - but an-

-one

I1 (I-{2° ijle{lyj-@pg%&r)gleggﬁgm uran-7-yl)-piperidin-1-yl]-ethyl)-3, 4-di hydro
3, I5H bt |(§?Mﬁar3§’[h§n’q§ W{’ylgtf?%?'ﬁéqahgﬁ%“ poetn LY 1 - et hyl
} - 3, 4- ditiphdnyg-piperidin-4-yllethanone
1-[1-(2- {2-[1-(2-Fluoro-phenyl)-methanoyl]-1,2,3,4-tetrahydro-isoquinolin-1-yl} -ethyl)-
20 4-phenyl-piperidin-4-yl]-1-piperidin-1-yl-methanone
1-Cyclopentyl-1-{1-f2- (4-phenyl-p1per1dm— -yl)-ethyl]-3,4-dihydro-1H-isoquinolin-
2-yljmethanone
1-(2-Fluorophenyl)-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4'-piperidine-1'-y1}-ethyl}-
3,4-dihydro-6,7-dimethoxy-1 H-isoquinolin-2-yl)methanone
25  1-(4-Fluoro-phenyl)-1-(1-{2-[5,6-difluorospiro[benzofuran-1(3H),4'-piperidine-1'-yl]-
ethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
1-(4-Fluorophenyl)-1-( {2-[6-fluorospiro{benzofuran-1(3H),4'-piperidine-1'-yi]-ethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)methanone
3,3-Dimethyl-[1-{2-[spiro(5-fluor-benzofuran-2 H-3,4'-piperidine-1'-yl)-] ethyl}-
30 3,4-dihydro-1H-isoquinoline-2-yl]-butan-1-one
- Cyclohexyl-[1- {2-[spiro(5-fluor-benzofuran-2H-3 4'-p1per1d1ne-1'—yl)-] ethyl}-3,4-dihydro-

1H—lsoqumolme-z-yl]-methanone




| Hisoquinolin-2-yl)-hexan-1 -one Tuly 2006

2, 2- Dlmeth)6 %1 12-[spiro(5-fluor-benzofiiran-2H 3, 4" - pllperldl ne -yl) -]
ethyl ) - V88998 hydro- 1 Hisoquinoline-2-yl]-propan- 1FC 02"0"858 '
3-Cycl ohexyl -1 -(1-{2-[4-(3-trifluoro yI phenyl) pi peridin-1-yl]-ethyl}-3
, 4-di hydro- 1H i soquinolin-2-Yi)-propa -one 7 July 2006 WD 03/051869
PCT/ D(OZC@ﬂ&fﬁyI-(m: {2- [splro(5-methyl~1sobenzofuran-3H—1 4'-p1pend1ne 1'-yl)d]ethyl}-

Fur an- 23%/ d&h %(splr qu r- benzof uran-2H 3, 4' - pi peridine-1"'-yl)-]

et hyl ) - 34 ¢ 15‘1‘141 @?Wgeyu met hanone N-(4- Phenyl -1~ -

,(2[2(3(; hy§is ogyi 1-yl]-

St hyl) - b, goé%&?%?ﬁgi;ré)plrggiggt%ﬂéﬁ =312 4Spipedi@he F0yH! ]Qﬂ"fyﬂ 414! cﬂBJdH'

Qui noxal 1Hrisaqyinofine-g2A]-msthangts- f | uor - benzofuran 2H-3 4' -piperidine-1'-yl)-]

th I di h
g c,yyc ohé&‘é‘?he%‘%(mz?%'éﬁjr gly |1§Jdlilg‘§'e’§)é%?1ﬂﬂnﬁ 'eihilb‘%f‘éﬁhhﬂrﬁe- 1 -yl)-]
et hyl }- ﬂi&oﬁhﬁﬁﬂﬁ@&lﬁxﬂeﬂ%ﬁh@m i ne-2-yl ]-propan-1-one

Benzo[ 1, 2, 5] oxadi azol - -(1-{2- 54 (2, 3-di hydr o- benzof uran-7-yl ) - pi peridin
-yl ] - SHyHER- (i@)@ioiwgmyenbonmu ,éq@traiwﬂrmxsgqungIamféwﬂiamb:rlb‘l-phenyl-

B 1 1-{2-[4-(2-nethyl -1 Hindol -3-yl eridin-1-yl
]egtzﬁ£/| }ﬁp@d?i‘{“g%% a'?“%—l goqul nE)I | g} 2rr§| )yrret halnone yi)-pperid _ y
(' Tet r ahy3J3-Bimythaii 41 -}{IZ)H((:B-tnﬂuoromethyl-phenyl)—p1per1d1n- -yl]-ethyi}-3 4-dihydro-

{2-[4-(3-trifluoyoneth phenyl)-plperldln yI]-e yl}-
3,4-dPh ‘6?09111-‘19]%’6&&1)% tAR-1ng ¥ - net hanone
2. Propylcyadblsdia Lgﬁ-fﬁ(%ﬁif{u)lo%é%’ltﬁsg?wﬁﬂfﬁg%ﬁﬁm PYRSHy-84aWdks St Nyl -3, 4-d
2- Et hyl HH&S@QHlpsm-QQaEMemmondoenzofuran 2H-3,4' -piperidine-1"-yl)-]

(2 (RIS b e ppsidrue {4 ddim o 020 1

| |+|SOW'FIMSb&ﬁlBONMZ)gI%ﬁﬁnéﬂé)n , 3-Dimethyl - - (1-{2-[4-(2-met hyl -1
H i ndol eri 1]; ethl} 3, 4-di hydro- 1
H- i SéQ]UI%B’}lIﬁnm—E‘«'fl 2 sping( fluortbengofuran-2H-3,4"-piperidine-1'-yl)-] ethyl}-3,4-dihydro-
{2 [ r|quoronEthyI phenyl) - 4- hydr oxy- pi peridi n-1-yl ] -ethy
U8, ey rmp a8
I soquu(mqm[n (Z-Gﬂl&:ro(?-trﬂiwr&hbtﬁ ey ﬂm?fam }piBBidIANOf R eth
,2,3 4-t et rahydr o- na ht hal ene- %IOP ﬁb ylggaﬁ-rret hyl -?gobenzofuran
' 6,7-dimethoxy-3,4-dihydro- 1H—1soqu1nolm—2—yl cyclo exyl-methanone

2-Phenoxy-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1"-yl)-] ethyl} -3,4-dihydro-
20. 1H-isoquinoline-2-yl]-ethan-1-one :

Benzo[1,2,5 Joxadiazol-5-yl-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4'-piperidine-
1'-yl)-Jethyl}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
Cyclohexyl-(1-{2-[{4-(4-isopropyl-phenyl)-piperidin-1-yl]-ethyi}-3,4-dihydro-
1H-isoquinolin-2-yl)-methanone

- 25 2-Propyl-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-yl)-] ethyl}-3,4-dihydro-
1H-1soquinoeline-2-yl]-pentan-1-one
2,2-Dimethyl-3-chlor-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4"-piperidine-1'-y1)-] ethyl}-
3,4-dihydro-1H-isoquinoline-2-yl}-propan-1-one
Cyclohexyl-(1-{2-[4-(2,3-dihydro-benzofuran-7-y))-piperidin-1-yl]-ethyl}-3,4-dihydro-

30 1H-isoquinolin-2-yi)-methanone | |
3,3-Dimethyl-(1-{2-[spiro(S-methyl-isobenzofuran-3H-1,4"-piperidine-1'-yl)-Jethyl}-
3,4-dihydro-1H-isoquinolin-2-yl)-butan-1-one | |




3H1, 4" -pi peri dine-1"-yl)-]ethyl}-3,4-dihydro-1 7Ju1y2006

H i soqu n-2-yl)-methanone (4-Methyl sul fanyl-phenyl)

{2-] 4- (?6 ‘{Pﬁlﬁ@?/onet hyl - phenyl ) - pi peri di n-1 -yl ] et hyl } Pé]@ﬁowoﬁ%ro 1
H i soqui nol i n- 2-yl ) - met hanone 3,5, 5- Tr?(ﬂet hyl -1 -

{2-[4-(2-methyl -1H i ndol - 3-yl) - pi perid 1-yl]- ethyl} 3, 4-di hydro- 30

I H i soquBéo] N2,8)oxkdiakebcayi=(1 - {20[Ele(331‘1ﬁh&%ﬁieﬂ{yl—phenyl}plgendm- -yl]-ethyl}-
{2-[spiro(5-met hyl -i sobenzof uran-3H 1, 4' - pi peri di ne- )i t hyl'} -
3, 4- di hydfslibydre- ié’q‘é?%%‘l‘q ip-2y)imethangpan- 1- one 7 July 2006 WO 03/ 051869

PCT/ DKO2 Qgﬁ@ 219\

(2-[4- (3itr| fIqu((i)r{)zrr@wﬁatprﬂ%l %’nhlf I&yl Shergr %‘Penﬁhn'lﬂlf'ethyﬁy?f dng?rdI hydr o-

II2-I-| Zoqulﬁfr@atqr?uirﬁllm%ylmcbil:ﬂaaﬂerrm 2- Benzgl oxy-I-(I- / dihvdro. |
= - - 3- n- [ ro-

|(_|_| [soafjlz%igl‘%?ﬂx%-yy& %E % é I%ygfsgleeqnzo -gH IJ plpendlne- }~y1) ]eth 1}- y

[ 4- (43@Zﬂhlﬁfd%-IPHeiBUdlﬁncﬂinpﬁS(l)QtHlnjl &Ie] et hyl }-3, 4-di hydro- I Hi soqui nol i n-2
| )- 2-phenoxy- et anonen§J| hoxal 1 n-2-yl - (I -
[ spi r}g?@oﬂei/ adigzal S dﬂ'rﬁ2r[aINIQI§I=ﬂL10nrbel[moﬁHam-@Hﬂh4'Iplpqud)ne]-b‘t)ﬂ}]I } -

o ?ll ?3‘%[%? P%%@g%tﬁgllgoﬂﬁlgﬂgﬁ a‘ﬁgﬁr']?%el y|2] De'[rﬁ;lhill -3, 4(::I| hydro- i 0 I

[
Hi squI(moﬂ%[m@-%lbroplﬁmwpiperﬂﬁﬁl-yl]—eﬂayl}-3 ,/A-dihydro- IH-lsoqumolm-Z-yl)-
2,2-Dichl oro eyel opropyl)-(l-{2-[4-(3-trifluoronethyl-phenyl)-piperidin- 1-
1]- &% hﬁy)"’ hexyl-methangns” | H- i soqui nol i n- 2- yl ) - met hanone

ng/zt hy'_1§ }'Bm f}éﬂg»?%bgédﬁ ¥ LApdih ﬁ?ilg eGhk- dﬁ?—f‘f‘ﬁn@%ﬁ@kﬁ%@ 4'-piperid

(
y
4-
i
(2, D&ﬂdnnethyleﬁm’rb-pyb) (I- (2 [ 4-(2, 3-di hydro-benzof dran-7-yl ) - pi peridin
1
i
2
y

{2-
-y
(2
31
)

Iy ?ggl "sthé[g @yg h;l_ﬁ Y F‘S'I@E‘I?‘ 2HZ3 ﬁl‘l}lp%rf‘i&%a?oig)ehetéyﬂydro | Hi soqu

Iln 2 ¥y d%-ﬁ&ﬁs&dhidﬁ%@ily'zlﬁﬁééﬁ 1loreOne

(

0

2-Di chloro-cycl opro ro(| sobenzofuran-3H 1, 4' - pi peridine-1|"

) - Jet By, §-Trﬂmettxy1£(-ld&k{ypumi&meﬂljslasphenmﬁlmﬁfyll,)4—p1pbhdmcrﬂIaleI—]étIiy]IPhenyI 1 -

12 2- hal e 2- b I 1,2, 3,4-tetrahydro-
eoqu nob ity PG O hetTrend) “2cet a e CEED
Benzo[ 122?1%%9@142%@&0%&@145%%&0@&@@{ 2-Rpafthe-1'RIRRktyAL N- 1-yI ] - et hyl

) -3, 4-di h‘?/dr -
-dihydro-1H-isoquinolin-2-yl)-ethan-1-one

n
I

(1-{2-[4-(4-Chloro-phenyl)-piperidin-1-yl]-ethyl} -3,4-dihydro-1H-isoquinolin-2-y1)-

20 (2,2-dichloro-cyclopropyl)-methanone
2-Benzyloxy-[1-{2-[spiro(5-fluor-benzofuran-2H-3,4"-piperidine-1'-y1)-] ethyl}-
3,4-dihydro-1H-isoquinoline-2-yl]-ethan-1-one
1-(1-{2-[4-(4-Chioro-3-trifluoromethyl-phenyl)-4-hydroxy-piperidin-1-yl]-ethy1} -
6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1)-3,3-dimethyl-butan-1-one

25 1-(1-{2-[4-(2,3-Dihydro-benzofuran-7-yl)-piperidin-1-yl}-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl}-3,3-dimethyl-butan-1-one
3.5,5-Trimethyl-1-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-yi]-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-hexan-1-one
2,2-Dimethy!-{1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-yl)-] ethyl} -

30 3,4-dihydro-1H-isoquinoline-2-yl]-propan-1-one
3-Cyclohexyl-1-(1-{2-[4- (3-tnﬂuoromethyl-phenyl)-plpendm- -yl]-ethyl}-3,4-dihydro- -

1H-isoquinolin-2-yl)-propan-1-one




L 1-(4-Flud

| Hi soqui nol i n-2-yl)-nmethanone 25 July 20
N-(I- 3, 3- Di methyl -butyryl)-1,2,3,4-tetrahydro-iso U|noI|n l-yl]-ethy
1) - 4- phé&?lg Peri di n- 4-yl)-acet ami de PCT/DK02/00858
3-Chl oro- 2, 2- d| met hyl -1-(1-(2-[4-(3- tr#21 | uor onet hyl - phenyl ) - pi peri di n-1-vyi ]
-cthyl)- 3,4-di hydro- 1 Hisoquinolin-2-yl)-propan- | -one
Tetr ahydFmWF;dr[l—’-{25{‘sprd(5-{t‘lﬂoﬂbmﬁ(r&i-fZHM'-;ﬁ[ﬁamdﬁ{dsﬂ‘M}Péﬁxﬁ? 4.4-gihpérol di nc- | *
-yl) ]et .1 30 4:di hydro- | Hisoquinoline-2-yl]-butan- -one
15 (1 - 'lmumo o YEmEthaRnes. yi ) - pi peri din- 1-yl ] - et hyl }- 5- chl or o- 3, 4-di h
ydro- | Hyl | ¥112006 WO
ydr 0518;13 AIHAAOL IR b ttimbethiy |- b8y P A RHYABA R uirloth -1}
. 1-Cycl op@hylwpilbeﬂ@[mfxl)fatet(aﬁndd uoro | Hi ndol -3-yl)-piperidin-1
_ ;L yl(,{/cgogéﬁ%ly llcnhi (&ﬁ {23[sp1r0 uor enzoﬂ.l Cb'ﬁ g%l-plpel‘ldl}/lc ylsqa&oﬂe’
(2- [ 6- f | 39:0a8yalrd-OHLiSRfARIDIAE-OL A nile&?ah%nél pi peri di ne- 1 -yl]-ethyl}-
5- Chl oro 3 d| h¥dro H i soqui noI in- 1zlmat hanone,
J1-{2{spiro{>fingr- b@ra@ﬁmpz G4’ @mgedmfwan}dthyi}-

3H), 4'

(5 (I;?ﬂ or O?%Jag{ )}gﬁw‘% goq)lﬁolhg%b% L—é{ﬁpan-i-o%e) met hanone,
1- Cycl o;ﬁenzy[l-Z,S](oiadli’zo[l-S }tH([l-f{IZL[@IF(QnBMhydrS{bbﬁ@Ellraﬂb%ﬂ)?—pfpéﬁdlﬁi-11 Behhyf-- pi peri
di ne- 1 hl oro-3, 4- di hydr o-] Hi soqui nol i n- 2-yl') met hanone,
C1- (48 L%?&Hwéfwﬁl—laoqewoh{lz? -Ysthanodr omet hyl spi T o

[ i-soben b GHa Y6 _1H. . LTI

1 1 AR SR R e T e indel S pipsrdin ety .

-[ 2- (1leﬁd1ydpetﬁy$oqnemha{ﬁeylb)nelhahpﬁ¢4 t et rahydro-i soqui nolin- |

o rt)flftf%@’d(%m% ﬂghég@'ﬂlﬁné] %%‘ﬂﬂlphzn%! k W;’ﬁfe%m%'oqui nolin-1 -

]-

1-{

-e hyJ 4-d1h§rdfo3ﬂ&hsuqhﬁiahﬁrw ]%]nﬂéﬂiﬁbhéjl n-4-yl]acetanide, 15
1 t

| ¥

1

~
I\J

ZEZ<

Cycl opent yl - net hano al%n 1,2,3,4- tetrahﬁ/dro i soquinolin-1-yl]-e
Browni 1o o oyomatbul b piperidin Lyt ethyl) 3.4-dibydro-

{ZyIIPfls(o%uﬂflﬁfb ?J “FI */H}limet hanoyl ) -1, 2, 3, 4-t et rahydr o- |Sf)qU| nol i n- I1

-eth enyI yl ] acet am de, 1- Cycl opent yl { 1-]
cetyl -szmyD [1-22-Bpeto{By thict=-Henzb Met) 218-34'- }aiyeﬁ@xmeqr 9D ety }-3@t didydro- 20

5-chl oro ,4-di hﬁdro- H i soqui nol i n- 2- met hanone,
1- (4-Fl tﬁﬁﬂ@ﬁg’ ne-Z-yfjdmfan-kese y| - spi ro[2 3-di hydro-] Hindol -3, 4' - pi peridin

-1 -yl Ei’:t19131«411]511-1-(1-{2-[4-(3-trxﬂuoromet,hyl-phenyl)-plpf:ndm— 1-yl}-ethyl}-3,4-dihydro-
20 1H-isoquinolin-2-yl)-propan-1-one
3,3-Dimethyl-1-(1- {2-[4-(2-methyl-1H-indol-3-yl)-piperidin-1-yl]-ethyl} -3,4-dihydro-
1H-isoquinolin-2-yl)-butan-1-one
(1-{2-[4-(4-Chloro-3-trifluoromethyl-phenyl)-4-hydroxy-piperidin-1-yl]-ethyl} -
6,7-dimethoxy-3,4-dihydro-1H-isoquinolin-2-y1)-(2,2-dichloro-cyclopropyl)-methanone
25  1,2,3,4-tetrahydro-naphthalene-2-yl-(1-{2-[spiro(5-methyl-isobenzofuran-

~—
=
S e

PyE7

3H-1,4"-piperidine-1'-yl)-]ethyi}-3,4-dihydro-1H-isoquinolin-2-yl)-methanone
(4-Methylsulfanyl-phenyl)-(1-{2-[4-(3-trifluoromethyl-phenyl)-piperidin-1-yl]-ethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-methanone
3,5,5-Trimethyl-1-(1-{2-[4-(2-methyl-1H-indol-3-yl)-piperidin-1-y1]-ethyl}-3,4-dihydro-
30 1H-isoquinolin-2-yl)-hexan-1-one
3-Phenyl-(1-{2-[spiro(5-methyl-isobenzofuran-3H-1,4"-piperidine-1'-y1)-]ethyl } -
3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one




5-chl oro- 3, 4-di hydr o- JH-i soqui nol i n-2-yl } et hanone, 7 July 2006
1- Q/clopentﬁl-l {1-]1- acetyl spi ro[ 2, 3-di hydro-5-fluoro

1H- i ndol W8 %4038f%er i din-1' -yl ] PCT/DK02/00858
et hyl ]-5-chl oro- 3, 4-di hydro-1 H i soqui n7ol in-2-yl } nethanone, 25

1- (4- Fl uor ophenyl ) - 1-f

1-[1- - |-yl
ot byl |- o o G LT ek Orety L RSP v Ay R guR: | Y

1- Cycl opHAtisaqumotin- -2-y1)-methanone

(2,13, TP RO PLRRRL Ao P -5 R0
1- (4- Fl uri.agaeinln- 21y1 -éﬁl{aam{e4 (3-trifluoronet hyI phenyl)-piperidin-1-yl]-eth
5-chloro 30 3,4 gro | H i soqui nol i n-2-yl ) met hanone,

- )1/ %1 §2- {ﬁl'd%{‘?:l(‘b@h% eRaend);pipesdindtyiethyl}- %awdmdm hH4isqqujnolintdsy - 5- chi or o-

4- di hy4l nol i n-2-yl)-1-(4-fl uorophenyl)net hanone, 7 July 2006
3/ 051%3"%@?,%&% 00858 74 1-(I -

0

(g [ ﬁl (@ﬁhuffgl@ﬂﬁﬁ[-@ [@ﬁﬂﬁzmbﬂ@l]yﬁbl)engbﬁlﬁd-ﬂiiﬂ;fi(bpiﬂellidﬁfehl%”yli)g]ethtylh}-

-5-chl orp- 3,4-di r o- i olin-2-yl)- 1 -(cyclopentyl)nethanone,

1- (4- F u@?glﬂﬁ’ Ili'%i'ls%“"(olm'zs{’g n@“’@“‘ai f1 uor ospi ro[ benzofuran- 1

(3H), 4 mmm n@ H 2=l (B-trifth . -1-

5 chl oro e p ij Igl sotﬁqw %gh%ﬁyépgenfl)r?egeﬁlgr% eyl] ethyli % dlhIyuor ophenyl ) -

({IQ I[H‘rasonumpg&@r}ribp{opemi@nran- | (3H),4' -pipefidine- |'-yl] -ethyl)

50 o G et R AR A B LSBT
5- chl or@z&d&ydrdayﬂr;w ultrollin e omﬁﬂwﬁoaeyl) met hanone, | -Cyclopentyl- 1
-({2- [6-fluorospir benzof aran- 1(3 4' -piperidine- |'-yl] -ethyl) 10

5-chl or d’t Methyds d)lqepylr@o{guIsanSﬁnqhylH;m e°>H-|1 A-piperidipg- [ 4- (5

- Fl i -3, 4-di hyd 5 -fl -
| H .ug:)gu. :?})) é?%ﬁ %{§1h§?opflﬁ-?{oﬁg%1§%1}-b%ﬁh+sha&§ anone I ql/cl>/o;)gntyl - IJO“()I _
{21§ 4- (ea—lbiohhwmydlbpmﬂﬂMBf{w[m;marydeb-benzbﬁm-v =y&)-pipénidingd-y}-dihghdr o-

V\D

5 fl I th 15 1 I tyl- 1 - -

(2 [ 601 PebBe DHrrasuoRai I RIERnt) . 4 - i por i ne- | -yi1-ethyl) -

'3, 4-di hyd ¥l : I I
0 e SIJ%S%*‘*‘I’?II‘%%E% il o] 2 Gare SHAEa bR SETY 1)

- 3,4- d|3Il§4&+tnm5ﬂ1Mhmmn -I-6hé soqui. noI i n-2-yl ) nmet hanone, | Cycl opentyl - 1

-(1

|

yI] f 222 D[lcgllér%i-gylc oggo%ly ‘fl Ia I[sp | {1gob S%Er%ﬂ%?lf il4 plpel‘ldlgle- 1"-y1)- ]etl?yl eridine-

20 3,4-dihydro-1H-isoquinolin-2-yl)-methanone
N-(4-Phenyl-1-{2-[2-(1,2,3,4-tetrahydro-naphthalene-2-carbonyl)-1,2,3,4-tetrahydro-
isoquinolin-1-yl}-ethyl}-piperidin-4-yi)-acetamide
Benzo[1,2,5]oxadiazol-5-yl-(1-{2-[4-(4-chloro-phenyl)-piperidin-1-yl}-ethyl}-3,4-dihydro-
1H-isoquinolin-2-yl)-methanone

25 N-(1-{2-[2-(3,3-Dimethyl-butyryl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl}-4-phenyl-
piperidin-4-yl)-acetamide
3-Chloro-2,2-dimethyl-1-(1- {2-[4-(3-triflucromethyl-phenyl)-piperidin-1-yl]-ethyl} -
3,4-dihydro-1H-isoquinolin-2-yl)-propan-1-one
Tetrahydro-pyran-4-yl-{1-{2-[spiro(5-fluor-benzofuran-2H-3,4'-piperidine-1'-yI)-Jethyl} -

30 3,4-dihydro-1H-isoquinoline-2-yi]-butan-1-one
1-(1-{2-[4-(5-Fluorc-1H-indol-3-yl)-piperidin-1-yl]-ethyl}-5-chloro-3,4-dihydro-
IH-isoquinolin-2-yl)-1-(4-fluoro-phenyl)methanone,




20 ethyl} -3, 4-di hydro 5-fluoro-] Hisoquinolin-2-yl)met hanoagul 2006

1- (4- Fl uor ophen -{2-[6-trifluoronethyl spiro[isobenzofil] ran 1(3H), 4~-
pi peri dl‘ﬁgoﬁfﬁl?%/% et hyI I -3, 4- di hydr o- 5- f | uor o- ] Hi soqui nof¢HPBL2403et hanone,
N[I1-{2-[2-(I-Cycl opentyl - net hano, yl)-.1, 2, 3, 4-tetrahydro-i soqui nolin-1-yl]-
ethyl)- 4-(3-fluorophenyl ) pi peri din- -yI ] acetarnide, 25

N-[1-{2- I—@yélbpérﬂyﬁ ARADYShoro A I3 LY Fipgridind-yIELaghyslesoksoqui nol i n-1 -

[
] -
[
_thy
[
]-

yl]-ethyl) (3 fI uor ophe ]&[apl peri di n-4- yI ] acet am de,
\E |-{23[%d(hyar fopravingl r?é!’ <)nﬂ;L 2,3, 4-tetrahydro-isoquinolin-1-yl]-e
I I -
N[ - gp?ﬂﬁ%rﬁ&l;ff-?iﬁggﬁo%ﬁ %fs noyI-]'])rarI 19}%’441)1{) gtldrm?'uydq% Etth o}qw nol i n- 1-
>1/ I elt hy.SI-Chlo&nﬁm—qhhguh‘;aIIW-meqmdolm-Z——yy)h]md ﬁ ; : g
- Cycl ope iro i ro r| i n-
Ile th |Io P"a%"lﬁﬂﬂ%%hblgfﬁﬁﬁfﬁ‘ TWI‘%I&E’BP% r3e-3 35‘{))429%111‘?8 ’&ﬁé Vit L 2006 Y

WO 03/ O 8G8roRS AL dSRied-PRE RS uirfobin-2-y1
1-(4-Fl uoroprhenyl) 1-{1- [§(-§’lal11(1:et;/1 s ﬁnr@%%ong di hydro-1 Hindol -3, 4" -piperidin

- 1" -y1] elt—ﬁy¢lpper3y14l-ﬂi Ko ir- mfﬁlﬁdmmhﬂsplw[lssbquoﬂman hEBED ¢l-pipemdinerd hplje,

T SRS A AR i RebRofa 3 Hmething T UOr
et hyl ] - 3-@-Bibsghenyd)-1( 19206 irf -
i (Z }:I uo?o hetr?ils)alﬁ) (Elqa%ﬁﬁ??lggﬁh?gr %W]hzog:r(ﬁ)@ %@{I)uorgclﬁﬁ-ﬁendol 3,4 -
pi petd dllnyll‘ﬂthﬂ}/‘] e'%hWPP dipygionifisoquinplingryhmethanosgui nol i n- 2-yl )

th -
| gqulngpept fl? 13- (]( 1 F prfrﬂyl-rgctth (Iyll drzgff‘%?ﬁawa!lo'wolq}'“ng}l%elr3ir liethyly- yl]-ethyl}-3
, 4- di hy di-@3~flsorbphemyD-pipdridindpyi jacdtamida; y1 ) met hanone,

>1/|§4 Fi ‘@Iﬁ%‘fﬁm@gmmpﬁﬁm)mﬁm&ﬂ%gﬁ&%phenyl B pepiin 1y -eth

1-(1-{2- ﬁﬁﬁg@ 3-vyl d 1-yl t hyl } -3, 4-di hyd
ro(5 I£| lf%)é ﬂ&rgéll&gsﬁg i no Flﬂhfgl ; ﬁi-df’df-IYI ?Joflogﬁrelny: )nrret Ka]noﬁe, h i
1- (11§ 2-N- HPQB{Hh@yolopemyllfld]ethamyb)th S3-tekrphydrpésoqdinolif-iyyl}-etayyl } - 3, 4- di hyd
ro-5-fl oro- I nol i n- | )-1-(cycl opentyl ) net hanone, 15

1- (4- Fl o?llﬁ%é’ r@ qH'(yﬁ?‘feﬁm’[‘ée% 21. fl Ejo?/osp:oro[ %ealzof uran-1(3H), 4' - pi peridin

e- 1" -yl In-ef-lylp2-X t-(BFotiphraiRmeaiahsyds-2;2 1 it RMyardabdduimsil D-yRuRANONe,
4-phenylpiperidin-4-yijacetamide,
1-Cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-1 H-indol-3,4"-piperidin-1'-yl]ethyl]-

20  5-chloro-3,4-dihydro-1H-isoquinolin-2-yl}methanone,
1-(4-Fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro- 1 H-indol-3,4"-piperidin-1'-yl]ethyl]-
5-chloro-3,4-dihydro-/ H-isoquinolin-2-yl} methanone,
1-Cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro /H-indol-3,4"-piperidin-1'-yi]-
ethyl]-5-chloro-3,4-dihydro-1 H-isoquinolin-2-yl}methanone,

- 25 1<(4-Fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro-/ H-indol-3,4'-piperidin-
1'-yl]ethyl]-5-chloro-3,4-dihydro-1 H-isoquinelin-2-yl} methanone,
1-Cyclopentyl-1-(1- {2-[4-(3-trifluoromethylphenyl)-piperidin-1-yl]-ethyl}-5-chloro- -
3,4-dihydro- 7 H-isoquinolin-2-yl)methanone,
1-(4-Fluorophenyl)-1-(1-{2-[4-(3-trifluoromethylphenyl)-piperidin-1-yl]-ethyl} -5-chloro-

30 3,4-dihydro-/H-isoquinolin-2-yl)methanone,
1-{1-{2-[4-(6-Fluorobenzo[d] isoxaz61-3 -yl)-piperidin-1-yi]-ethyl}-5-chloro-3,4-dihydro- .

- 1H-isoquinolin-2-yl)-1-(4-fluorophenyl)methanone, '




-(4-Fl uorophenyl )-1-({2-[6-fl uorospiro[ benzof uran-| 7 July 2006

3H), 4" -piperidine-1"-yl]-ethyl} -

i hy¥® 8¥%318¢%0r 0- ] H- i soqui nol i n- 2-yl ) net hanone, -REHPOWPAMBESP - | - (1-
6-di f1 uor ospi r o[ benzof uran-1(3 4' - pi peridine- 1 -yl]-ethyl } 20
hydr o- 5-fl uoro-] H i soqui nol i n- 2- f}l ) - met hanone, 1-Cycl opentyl - |

6-1fd1ugr PISTE-FIQm[oBQr&b[lf]isbﬁ&ol-ﬁ%"@-plﬁemﬂh-ﬂem -BhyB=sLchibkd-3 alditdrd- -

hydr o- 5-f | uoro-] Hi soqui nol i n- | ) met hanone

1
(
3,
{2-]
3, [
A [
|
1- {2J[Fﬁisps'nmlub%d)rH(qyﬁmpntsl)ylpshamrper| din-1-yl]-ethyl}-5, 6-dichl oro-3, 4
- d
1
6-
{
5,
1-
[i
5

4- di
5,
4- di
-({2-
4- di
(1-

1oyl opdiibp PR IR SR A R N CIRRRRR Sl sy  - 5
i chl dmirlora-m-diﬂwldi ﬁth'dquﬁmthfmyiD-meﬂﬂnmhé met hanone, 1 Cycl opentyl - 1-(1-
G cirrsronbondy bt B R on oo G oaprskine Ty TFemyl).

4- F ro
oben? %%ﬁh}hﬁ)dgo ”%7"5‘3%% di %‘eylzxﬂ&hﬁfa%,[ hyl} 30

- di CHF@YCdglgﬁpMdl-ﬁyfﬁ (5-G-#ifluotagpirelbbnzefigandl b drpiperidinedl yihathydpent y| - 1

t 1l t. hyl spi. i,sob f 1(3 4' di ' -yl]-
ethyl) - Sl B e BRI Sy RRRERAG (- 2.1 ) ot hanone, 7 Jul y 3006
g/ 05:@5&9011%@{5/1%21[6%5%;:1 @[bém(o@urﬁhumwmgmehamb 16-41]-ethyl}

-trlfl uororret hyI spiro[isobenzofiiran-I - pi peri di ne-
0 ef féﬁ@qslmhmzhxlhﬁ@ihmnﬁsoqw nol i n-2-yl ) met hanone, N-[I -

c olin-I
5 yﬂ) i‘%"‘??‘?%‘ SRR Nkaiphidind - SR TRA SIS SR MBS 1
| JH%&lmmlﬁphqt)yl -4 fiedrb@heny)mdthanoded- t et r ahydr Odl soqui nol i n-1
th or ophen er acet am de,
i éxclmﬁefriﬂem?gzrwrp@tm%wﬁ}x%ﬂolﬁ-xl)me@\o%xawureahxlwwimm 1yl -eth
i de,
ﬁé‘#ﬁ%@h%@@@n@?ﬁanoyl )-1,2,3, 4-tetrahydro-isoquinolin-1-
hy+chId;ﬁnty-l-pk(én{g@l—[}ﬂbﬂlmms;bnmfléel;eht(&hmhalmﬂﬁé spiperidine-1'-yl]-ethyl}-
ent.yl -1 d|h dro-]Hindol -3,4"-piperidin-1"-
]Q @Xﬁdra %h?&ff’o’%‘sﬁaﬂflﬂ@ﬁﬁdkmh i nol ? n-2-yl ) net hangng Y
F| f. _ 1 RL -
acotyiRatphabal g 2 Qurosnic 13?‘?%“2*““%‘. L4 rpippridingf ety
- di cRHedibydro4- umdrszsbqumel@rq&mahm@nw ) met hanone,
1-Cyclopentyl-1-(1- {2-[6-trifluoromethylspiro[isobenzofuran-1(3H),4-piperidine-1'-y1]-

2-

IHCDU)"‘CD Q.

—
PN I\J
N

Nl/—\
—t— — | m——— 1 1

G T Z
R s
@T:ﬂ@._.ﬁ_
:Tod}:' N

f—Pf-“ﬁ_bch/-\('Dl

20 ethyl}-3,4-dihydro-5-fluoro-1 H-isoquinolin-2-yl)methanone,
1-(4-Fluorophenyl)-1-(1- {2-[6-triﬂuoromethylspiro[isobenzoﬁn'an-1 (3H),4'-piperidine-
1'-yl]ethyl}-3,4-dihydro-5-fluoro- 1 H-isoquinolin-2-yl)methanone,
N-[1-{2-[2-(1-Cyclopentyl-methanoyl)-1,2,3 4-tetrahydro-isoquinolin-1-yl}-ethyl} -
4-(3-fluorophenyl)-piperidin-4-yljacetamide,

25  N1-{2-[2-(1-(4-Fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -
4-(3-fluorophenyl)-piperidin-4-yljacetamide,
N-[1-{2-[2-(1-Cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl }-
4-phenylpiperidin-4-yljacetamide,
N-[1-{2-[2-(1-(4-Fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -

30 4-phenylpiperidin-4-yljacetamide, '
1-Cyclopentyl-1- {1-[1-acetyl-spiro[2,3-dihydro-1 H-indol-3,4'-piperidin-1'-yl]ethyl]-
3,4-dithydro-5-fluoro- H-isoquinolin-2-yl}methanone, |




15 1-Cycl opentyl -1 -fl-[1- acetyl spiro[ 2, 3-di hydro-5-fl uoro 7 July 2006

| H-i-ndol - 3, 4' - pIJjel’ldln| -yl ] -

et hyl ] - SYBI¥RE%r o- 3, 4- di hydr o- | H-i soqui nol i n- 2- yI ) met hRGERE02/00858

1- (4- Fl uorophenyl)-1-11-[1| -acetyl - spi r§)5[2 3-di hydro-5-fluoro-]Hindol-3,4'-
pi peri di n-

1' -yl ] et hyd. ghya i or1 011 Jachrytlepiva]P, L
1- Qch} opeg 1:Ihﬁlr(ﬁ}h }qjl qgo[ -étryliif uﬂr&%ﬁ?fﬁ%ﬁ?ﬂ)%%eﬁ%ﬁ gﬁylai 33et hyl)-5
, 6- di chl dfellpgre; iﬂuemw Hrl@oqumqh@o‘i:ml}mthano@,yl ) met hanone

| | h
'll §4 E EPSS;B@‘? gpg{h({dla éﬁl[%mioél sod. %Jog%ﬁmmzﬁ%“)‘ haﬁ' m'fjlﬁ Loy
1 (- {2 étﬁyllﬁﬁlhﬁﬁoﬁeﬂwbdﬂ&O&flﬁﬂolhn—&-yy}hﬁemﬁél din-1-yl]- et hyl ) - 5 6 di chl
or o- %1 dro-| H.i soqui nol i n- 2- % -f 1 uor ophenyl ) net hanone,
1- (1 - 2 ’[- ¥ °qué}61i‘36bér{gd[1cﬁ°%’b§l§§%¥ @@xdfOérfb@derﬂnioiﬁ f-mmemdnrl‘s 6 di chl
oro-. 3, @yetmpﬁa(%ﬁf t?@ogu&f'zmsgﬁq]anﬂ-z GRLY! ) met hanane,

1 (4 Fl vor ophenyl uor ospi ro| benZof uran-1(3H), 4' - pi peridin
- 1" - yi ] 1-EyblpbsntylS] -6i-G2-g4 brith@remehjlpbieryl ) piperidind iyl b bthpk 23, 44djhywted-hanone,

1- 4- Fl h L)-1-({2-[8Q-1l benzofuran-1(3 4' eridine-|"'

1 (et hylu:i)ho e]}%_ %Hﬂlﬂ%?g[ﬁ) M@Pgr?l[—l-l sngunol i n( 2H§/I ) rreltmhzlgnolneI -
1 -Cycl opﬁ(myimfoghénﬂﬁikﬁ{ﬁ gi ﬁJnli!ﬂﬁd}sﬂbﬂh plaeﬁyl)lﬁlfpeﬁéiﬂ-llﬁlmhyﬁ pi peri di ne-1"
-yl ]-ethyl di chl oro:slég dro- | Hi soqui nol i n~2-yl ) - et hanone, 7
Jul y1@0 4dxlwdmsmmgewﬂwm®ammﬂ@tharme4-q/clopenty|- | |
5. 6. i ot U B2 SR ERRE IR S Piee BT HeliSsn it o
(2-[4-(S}PHSéqmﬁoluHﬂlw)ﬂN(43lu¥fo}3h&i}pﬁxﬁdtﬁhnﬂné yl']- et hyl) -5, 6 dlfl uor o- 3, 4-di hy
dr o- 1I—|—ia([:_) uinolin-2-y 4-f| uor o- phenyl ) met hanone, clopentyl- 1

(1- f b {%(ﬁrﬂyemcm‘aﬂmm%?’yyl) pw@p@pr Yigrethy)}- ¥4e,dlhx»dr9-5 10804i f | uor o-

3,4-dih | - I tyl-1-(I-

(216 f L Roltb A PR R DERIARBRNC, . L i el o1 1 L et hyl) -

5, ? ds f | lu@-Bludrophetivilly tH {245, 68hﬂmrnqi1noﬂae&z(yﬂu)amel(BHDLG‘Qﬁpendme-1‘-yI]-ethy1}-
1

(

5,

-l

3H;1 ZI L{ip‘f B&Yﬁm-#-bupm-%]lsogflwﬁl?- f’l u_(I)r{eosaglogeo[ | sobenzof uran-|

O A I oconBebndi iyl - b sakonz i(ksﬁﬁhgﬁ?&%nehgegg entyl !

tr|f uor omet spiro(is
et hyI ) 354 dllﬁdlfd-Mumﬂﬂ-lmqhmlmq-ﬂ)maqunpI i n-2-yl ) met hanone,

1-Cyclopentyl-1-(1-{2-[5,6-difluorospiro[benzofuran-1(3H),4"-piperidine-1'-yl]-ethyl }-

| 20 3,4-dihydro-5-fluoro-/ H-isoquinolin-2-yl)-methanone,
1-Cyclopentyl-1-({2-[6-fluorospiro[benzofuran-1(3H),4'-piperidine-1'-y1}-ethyl} -
3,4-dihydro-5-fluoro-1 H-isoquinolin-2-y)methanone,
1-(1-{2-[4-(5-Fluoro-I H-indol-3-yl)-piperidin-1-yl]-ethyl}-5,6-dichloro-3,4-dihydro-
1H-isoquinolin-2-yl)-1-(4-fluoro-phenyl)methanone,

25 1-Cyclopentyl-1-(1-{2-[4-(5-fluoro- 1 H-indol-3-yl)-piperidin-1-yl]-ethyl} -5,6-dichloro-
3,4-dihydro-! H-isoquinolin-2-yl)methanone,
1-Cyclopentyl-1-(1- {2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-yl]-ethyl} -
5,6-dichloro-3,4-dihydro-7 H-isoquinolin-2-yl)methanone,
1-(4-Fluorophenyl)-1-(1-{2-[6-fluorospiro[isobenzofuran-1(3H),4"-piperidine-1'-y1]-ethyl} -

30 5,6-dichloro-3,4-dihydro-1H-isoquinolin-2-yl)methanone,

1-Cyclopentyl-1-(1-{2-[6-trifluoromethylspiro[isobenzofuran-1(3H),4-piperidine-1'-y1]-
ethyl}-5,6-dichloro-3,4-dihydro-1H-isoquinolin-2-yl)methanone,




1-(4- FI uorophenyt) | -(1-12-[6-trifluoronethyl spiro[isobenzefuyaned
(3 | peri di ne-

]et 9I"§/053r3@ di f1 uor o- 3, 4-di hydr o- I Hi soqui nol i n- 2- yROTRKANBWe, 15
- (2-[2-(1-Cycl opentyl - net hanoyl ) 1, 2, 3, 4-t et rahydr o-i soqui nol i n- |
ethyl) 4-(3-fluorophenyl)-pi per|7 n- 4- yl Jacetam de, NJ[1 -

| r-(ﬂFﬁbﬁﬁih@ﬂﬁ?lﬂ&ﬂl){?%&ﬂﬁﬁ&hh}kﬂ%’ls&r@ fidobeRid @B A{ 1), £DiPEHARel N- |
uorgghenyl ) - pi peridin-4-yl]acetaini de, " N-[I-

1

]-et

[ 2-(

ngez Qil]éthdb}e Bydichleo 4@;11)31:01 H-igauinodini2aylyuetbanagiequi nol i n- 1-yl ] - et hyl )
]2 E)I e]?ii]@?ﬂg;(:l)p Ioih gﬁlyir%t%ﬁ] 0’{/l ?E‘Zf ‘gl_%mﬁyqrgtl?%’ﬁlw %‘é&f%?m I n-1|

et h:y(3)-ﬂuor6pl®é1@ﬂ‘9y1b1perpﬁﬁ44cy1]acétamideacet am de, |-Cyclopentyl- 1- {1 -[I
droI})H-ln 4' - pi peridin-|

[
yl
5, g d¥ f I]Yr&f 623‘2 Alﬂﬂﬁmwl]ew @&hﬁnﬁwﬂ&wgﬁﬂ;m@mﬁwolm]zlsyﬂ etl]lyl}-
-1-(4-Fl
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1 [ 4- (@@Eﬂggﬁiﬁéﬁ; d@wﬁ&&é&-iéo%lif)oliﬁr%wmﬁ#mff -yl ]-ethyl)
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5,6-dichloro-3,4-dihydro-/ H-1soquinolin-2-yl)methanone,
1-(1-{2-[4-(6-Fluorobenzo[d]isoxazol-3-yl)-piperidin-1~yl]-ethyl}-5,6-dichloro-
3,4-dihydro-1 H-isoquinolin-2-yl)-1-(4-fluorophenyl)methanone,

25 1-(1-{2-[4-(6-Fluorobenzo[d]isoxazol-3-yl)-piperidin-1-yl]-ethyl}-5,6-dichloro-
3,4-dihydro-1 H-isoquinolin-2-yl)-1-{cyclopentyl)methanone,
1-(4-Fluorophenyl)-1-(1- {2-[5,6-difluorospiro[benzofuran-1(3H),4"piperidine-1'-yi]-ethyl}-
5,6-dichloro-3,4-dihydro-  H-isoquinolin-2-yl)-methanone,
1-(4-Fluoropheny1)-1-({2-[6-fluorospiro[benzofuran-1(3H),4'-piperidine-1'-y1}-ethyl}-

- 30 $5,6-dichloro-3,4-dihydro-/ H-isoquinolin-2-yl)methanone,
1-Cyclopentyl-1-(1- {2-[5,6-difluorospiro[benzofuran-1(3H),4'-piperidine-1'-y1]-ethyl} -
5,6-dichloro-3,4-dihydro-{ H-isoquinolin-2-yl)-methanone,
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(4- Brono- benzo 4-tetrahydro-isoquinolin-1-yl]

{ Eiﬂf |%ﬂ@uowéﬁﬂ1¥¥%pﬂ&xsqqmnthyziyl)a@&aam@e (Enantiomer) N [I-
(AR s o SR R
N-(4-( Beﬁiwp-ﬁcﬁ-thﬂeumlﬁ 4 Iiihydro—]H-lsoqumolm-z-yl)methanone
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uoro-  N-[1-{2-[2-(1-(4-Fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl} -
4-(3-fluorophenyl)-piperidin-4-yl]acetamide,
N-[1-{2-[2-(1-Cyclopentyl-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -

20 4-phenylpiperidin-4-yl]acetamide,
N-[1-{2-[2-(1-(4-Fluorophenyl)-methanoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl}-
4-phenylpiperidin-4-yl]acetamide,
1-Cyclopentyl-1- {1-[1-acetyl-spiro[2,3-dihydro-1 H-indol-3,4"-piperidin-1'-yl]ethyl]-
5,6-difluoro-3,4-dihydro-/H-isoquinolin-2-yl} methanone,

25  1-(4-Fluorophenyl)-1-{1-[1-acetyl-spiro[2,3-dihydro-1H-indol-3,4"-piperidin-1'-yl]ethyl]-
5,6-difluoro-3,4-dihydro-1 H-isoquinolin-2-yl}methanone,
1-Cyclopentyl-1-{1-[1-acetyl-spiro[2,3-dihydro-5-fluoro 1H-indol-3,4'-piperidin-1'-yl}-
ethyl]-5,6-difluoro-3,4-dihydro-/ H-isoquinolin-2-yl methanone,
1-(4-Fluorophenyl)-1-{1-[1-acetyl-spirof2,3-dihydro-5-fluoro-/ H-indol-3,4*-piperidin-1'-

30  yllethyl]-5,6-difluoro-3,4-dihydro- I H-isoquinolin-2-yl }methanone,
1-Cyclopentyl-1-(1-{2-[4-(3- tnﬂuoromethylphenyl)-plpendm- -yl]-ethyl}-5,6-diflucro-
3,4-dihydro- IH—lsoqumolm-2-yl)methanone
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20 wherein R%-R® and Q are as defined for formula I;

and Enantiomer 2 is the slowly eluting of the enantiomer pair by supercritical HPLC at

20 Mpa on a system comprising chiralcelOD columns and an eluent consisting of

carbondioxide(75%), 2-propanol(24.75%), -diethylamine(0.125%) and ftrifluoracetic
25 acid(0.125%): |
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of any of claims 1 to 25 for the manufacturée of a pharnaceuti cal

prepadt attheny}-piveridia-4-yHecetamidedEnantioimesy der in the central nervous system
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di sor derethyd}-pipeyitiind-ylyhccesnide @mhilohy) depr essi on, generalized anxiety
S VRTINS el
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phenyl)-piperidin-4-yl]-acetamide (Enantiomer)

N-(1-{2-[2-(4-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -4-phenyl-

20 piperidin-4-yl)acetamide (Enantiomer)
N-(1-{2-[2-(2,4-Dichloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin- 1 -yl]-ethyl} -4-phenyl-
piperidin-4-yl)acetamide (Enantiomer)
N-[1-{2-[2-(2,4-Dichloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl} -4-(3-fluoro-
phenyl)-piperidin-4-yl]-acetamide (Enantiomer)

25 N-[1-{2-[2-(Benzo[1,2,5]oxadiazole-5-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1}-
ethyl}-4-(3-fluoro-phenyl)-piperidin-4-yl]-acetamide (Enantiomer)
N-(4-(3-Fluoro-phenyl)-1-{2-[2-(naphthalene-1-carbonyi)-1,2,3,4-tetrahydro-isoquinolin-1-
yll-ethyl}-piperidin-4-yl)acetamide (Enantiomer)
N-{1-[2-(2-Cyclopentanecarbonyl-1,2,3,4-tetrahydro-isoquinolin-1-yl)-ethyi]-4-(3-fluoro-

30 phenyl)-piperidin-4-yl}-acetamide (Enantiomer)
N-(1-{2-[2-(4-Chloro-benzoyl}-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl}-4-phenyl-

piperidin-4-yl)acetamide (Enantiomer)
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N-[1-{2-[2-(Benzo[b]thiophene-3-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl} -4-
(3-fluoro-phenyl)-piperidin-4-ylj-acetamide (Enantiomer)
‘N-[1-{2-[2-(6-Fluoro-4H-benzo{ 1,3]dioxine-8-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-
yi]-ethyl} -4-(3-fluoro-phenyl)-piperidin-4-yl]acetamide (Enantiomer)

5 N-[1-{2-[2-(3-Bromo-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl }~4-(3-fluoro-
phenyl)-piperidin-4-yi]acetamide (Enantiomer)
N-[1-{2-[2-(2-Fluoro-benzoyl)-1,2,3 4-tetrahydro-isoquinolin- 1-ylj-ethyl} -4-(3-fluoro-
phenyl)-pipenidin-4-yl]acetamide (Enantiomer)
N-(1-{2-[2-(4-Methyl-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1]-ethyl}-4-phenyl-

10  pipendin-4-yl)acetamide (Enantiomer)
N-[1-{2-[2-(2-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl}-ethyl}-4-(3-fluoro-
phenyl)-piperidin-4-yl]-acetamide (Enantiomer)
N-(4-(3-Fluoro-phenyl)-1-{2-[2-(4-methoxy-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-
ethyl} -piperidin-4-yl)acetamide (Enantiomer)

15 . N«(1-{2-[2-(3-Chloro-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-1-y1]-ethyl}-4-phenyl-
piperidin-4-yljacetamide (Enantiomer)

N-(1-{2-[2-(4-Fluoro-benzoyl})-1,2,3 ,4-tetrahydro-isoquinolin-1-yl]-ethyl} -4-phenyl-
piperidin-4-yl)acetamide (Enantiomer)
N-{1-[2-(2-Cycloheptanecarbonyl-1;2,3,4-tetrahydro-isoquinolin-1-yl)-ethyl]-4-phenyl-

20  piperidin-4-yl}-acetamide (Enantiomer)

N-(1-{2-[2-(3-Bromo-benzoyl)-1,2,3 4-tetrahydro-isoquinolin-1-yl}-ethyl}-4-phenyl-
piperidin-4-yl)acetamide (Enantiomer)
2-N-(4-(3-Fluoro-phenyl)-1-{2-[2-(3-methoxy-benzoyl)-1,2,3,4-tetrahydro-isoguinolin-
1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

. 25 N-(4-(3-Fluoro-phenyl)-1-{2-[2-(thiophene-3-carbony})-1,2,3,4-tetrahydro-isoquinolin-
1-yl]-ethyl}-piperidin-4-yl)acetamide (Enantiomer)
N-(4-(3-Fluoro-phenyl)-1-{2-[2-(4-pyrazol-1-yl-benzoyl)-1,2,3,4-tetrahydro-isoquinolin-
1-yl}-ethyl}-piperidin-4-yl)acetamide (Enantiomer)

N-(1- {2-[2-(Naphthalene-1-carbonyl)-1,2,3,4-tetrahydro-isoquinolin-1-yl]-ethyl} -4-phenyl-

30 piperidin-4-yl)acetamide (Enantiomer)
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26. A pharmaceutical composition comprising a compound of any of claims 1 to 25in a
therapeutically effective amount together with one or more pharmaceutically acceptable

carriers or diluents.

27.  Use of a compound of any of claims 1 to 25 for the manufacture of a pharmaceutical

preparation for the treatment of a disorder in the central nervous system.

28.  Use according to claim 27 characterised in that the disorder is selected from the
group comprising depression, manic depression, bipolar disorder, dysthymia, mixed anxiety
depression, generalized anxiety disérder, social anxiety disorder, panic anxiety disorder,
post-traumatic stress disorder, obseséive compulsive disorder, acute stress disorder, phobia,
pre-menstrual dysphoric disorder, psychosis and Huntington’s disease as well as
Parkinson’s dementia, adjustment disorders, pain, emesis, migraine, epilepsia, obesity and

cerebrovascular disease.

29.  Use according to claim 28 characterised in that the disorder is selected from the

group comprising depression, manic depression, bipolar disorder, dysthymia, mixed anxiety

- depression, generalized anxiety disorder, social anxiety disorder, panic anxiety disorder,

post-traumatic stress disorder, obsessive compulsive disorder, acute stress disorder, phobia,

pre-menstrual dysphoric disorder and psychosis.




