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W00/ 42036 WAR AZZRFS COVPOUNDS W-Tdl60OPAM NE D3 RECEPTORPAFFOONLTY The
invention relates to triazole conpounds and to the use of these conpounds.
These conpo e i §-p hES be used
for treat no o Abossc R AR ' PEe e Fp LRREE PR oA T o g
receptor |igands. Conpounds of the type which is under di scu55| on here 10
and whi ch pogﬁes§n99>{§teh0%%lte@ctﬂov'tﬂ@i&@l ESﬁgMuKHQV‘@n sl

94/ 25013; 96/ 02520; 97/ 43262; 97/97602; 98/ 06699; 98/49145; 98/ 50363

98/ 50364 and“®B/ 50671 eI | hECRBRIGRds WHILIF ac COBROLAESdoRAR RS S
receptors. Difdarbe 14hchaptdt36) 39333 rW0e87/ 2882420027/ 1498&5 fel15 WO
97/ 47602, WO 97/ 17326 EP 887 35 P 779 284 A and_ Bi oor Chem
Letters 9 (19993tD0%0 BHEEAIHScMELEDt LFERRPRC orifutdE Wh huf)nges%f
activity as dopatime D3 rexcgpioy liggamndks. US 4, 338, 453; 4,908, 049 and
4,577,020 disclose triazole conpounds whi ch possess 20 antiallergic or
antipsychotic activity. WO 93/08799 and WD 94/25013 descri be conmpounds of
the type whi chmpsundslecidi thaissiypr hdrichind swhindexodssicugséoandutdeel i n
recept on @ant 4goni, ;S Aﬂeggée@alpwgegpé&l&&tm%tqﬁm\w &Rel N i tq,pl ood

pl at el et aggregation and whi ¢ 25 ypotensj ve éffect are described

i n Phar mazi eka@wq 198hys, 1§9- ?ﬂé25ﬁé|3t h§r5/t012|5§?0I e9 c/(ﬁrﬁ?cﬁ?n W @ Possess
physi ol ogi cabs pcgsys 1y 96 eusli 55) osaa) 306 ER; 695 £06 £P &b 101 |
97/ 10210, WD, 98/24791, WD 96/ 315% ¥\O 92/ (Zgl,e65d5 30 Neurons obtain their
i nf or mat i on BYSHEIPOf CEBPERET nk E]Bﬁeac &8p BRAB QTP Y are a

| ar ge nunberDbf44ubSt bétes, \AMQ:WG@’)B@&BSt,heWO evfest2hy way Bf/400dss
receptons. (p§ ﬁ/“‘é’ 'S e @%?‘égI%QFunCE# néjérpe:gw)f E@Ctﬁ?a?@ﬂt al N, presence

of dopamine, and it physi ol og ion as a neuron fransmtter, are

known with c%*@%ﬁf%ty &D| Yegr-barkdes of Itﬂ?fet%lei)anﬁner (di%@9) @ 3-2964 2003

WD00/ 42036 -g2sc1&4d/ EBQQ/H%(}UthE@%Hbt LeH 1 &Y S pRIBsasul éctmvgt§eaasses such
as schi zophrgnl a, . depressi on atgd r.ki nson's g aﬁesag ghese ot her

di seases ar eSPRHRIRY Wt HF T c}ﬁalnr‘fllserag th dop% Or‘]egceptors
5 By 1990, tawdsapbype820f ddepaasaetn:eeeptler doagh cveers  oihglart 3pcclvfs‘e5'ned

phar macel,ogi y.1h C 10 I foRGRY | g @ third
subtype%has %ﬁ%%#%%ﬁtgfé o ?nglﬁgglgg%%ge%@t%’im dgz;pgg’e/lz’irs to meddl ate
some of the Ié@f%ﬁ:t%5‘b13tt@%ﬁmlﬁﬁsyémﬁppen@ﬁd gﬁtltlﬁar kiyeRsonwhgent st J. C.

Schwartz et @hder The sPRR3TLAC rt&é?eseet Ofn £ acdacgetutar MuddryGhptics,
in Novel Antipsychotic 15 Drugs, | tzer, Ed. Raven Press, New York

1992, pages FSSEPURT mnftiﬁﬁ%s‘%t aIAdeEFr’tfg‘%a ndF TR IR oFEMPERNGEys . 514) .
Si nce D, recemi@m51ﬁm9b£h|Bibydepmaeesed eagtrkealivhi enZOmms:memauet is
assuned that cti I| r,obapbl y roperties
of knovvn ant?\t,)\,{s}’fc%o%nsel&ente\g%e?% WS d n%?gkgsgdt h%pr Po‘%gga %0

recept or - medi k2l neulBPodiléal givddheirf ectsidFolSokgboppupdsal .W,hich

Local i zat i on,aagk £4 ncf] s i1 die 38 23 cPepanriyne Begept@fscﬂg&ei my
Forsch./Drug_Res. Zg ), 229 199 %’3 P Sokaoloff et al. Ml ecul ar CIOI’II ng

and Char act e#F 7891 032 %f a P6DB ni newﬁeégﬁtlggl@DB) a‘&o & STigétl of or

Neur ol epti cswo mmmlzﬁndm §2080995. 30 Surprisingly, it has now been
f ound tté% certain triazole conpounds exhibit a high affinity for the
dopami ne D3 receptor and a low affinity for the D2 receptor. These
corrpounds arhéewmrsequbmahy Séledat | vef ©B8nd i gamdby 3% yThef pGes:e:m:tteiimrenti on

rel ates, np : 003
000/ 42036 _5§3ﬁ§%$§%%%§%%§779ﬁ£€féiﬁﬁ ER%FEUE% V\ﬁeré"‘qg%R%‘

Cl- C6- al kyl ,ohhpehshapcee yhbshi exesd Mhead <HeTs-Avkypry REl ctgt@n%eor
phenyl, C3- Qﬁe@é' eﬁékyén@roph@wﬁ,lé??dééaﬁtné) C6-al kyl , which may be
substi t%t ed , OCl1- C6-al kyl, hal ogen or phenyl, Cil- Co- al koxy, Ci1-CEL0
al kylt hi°G, CZ C6- al kenyl C2- C6- al kynyl, C;-CE cycl oal kyl, hal ogen, CN,
COOR3, CONR ZRQnuMWDfSQ‘d?Q:.s SORHRBRY her ;masaarmfmtbﬁ tagamahewhiathi i s

sel ected from%é) el,rll% ?aght h% and_a 5- _or _6-nenber het er cI i_c_radical
having 1, 2 ¥ 'h% At n‘guWhF%ﬂna?g f5n§éllré°8t ecfarﬁshn&e% der‘?trley of
each ot her, ¥rom Ovithager$ziwtiyh iRidmirizprpossi of ether ddpamamenatiicc

radi cal to have one or two substituents which are sel ected, independently
of each other, from Cl-C6-al kyl, which may be substituted b OH,

OC1- C6- al kyl, hal ogen or phenyl, 20 Ci1-Cs6-al koxy, C2- RJM‘“‘WM‘I“MUM

C2- C6- al kynyl, C3-Cé6cycl oal kyl, hal ogen, CN, COR3, NR3

S02NR3Rq and phenyl which may be substituted by one or two rag@beal s which
are sel ect ed, independently of each oth her from Cl- C6 aI kyI Cl- Co- al koxy,
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Rlz is H Cl-C6-al kyl or phenyl, and Tis Nor CH 10 If the phenyl rad cal
is substituted, the substituents are preferably in the mposition []Eﬁ
position. The aromatic radical is particularly preferably a group of the
formul a: 15wo0®/@2036 11 ~ 2003 W00/ 42(236 Rg f S - BCT/BEUVOERPOO/DA i 7 RO r
Rio RO NRL2 r RgNSR9r RO NN' RO N where RO, Rl and R12 have the
abovenentio e phenyl , olyl]. and
pyrrole 5 rg dicca s are par eIrrgrl %g%r%gr;errg% Tﬁﬂ%g%jrggal Sﬂk@l 11 are
preferably Hchdzophrgndd,, Oilepre:NSlQhenﬂnd \/\hPéhkir&§ObeSsut§is1tS€taﬁee-d by
C, - Cgal kyl , qﬂes% aelrl@xé/%/r?ér hatpgegsegér@néreateaemtan@rﬂa%samldm

particul ar, hal ogen. In this context, R3 has the
abovement i ored RS el Iid'retrftﬁﬂaaﬂ%ﬁ FFEFeRENS, RZ is H Cl- 06-al kyl ,
NR3R9 (R§ and R4 are, independently of each other, Hor Cl-C6 15 aI kyI)
phenyl or a _5- rre red aromatic het er cyclic radi cal whi ch hag 2

het er oat oms Rhi &ﬁ re e SERGERESy % SOREP ST RCeB Y Ad BT ?en

het erocycl i Ctlre%(ill@aldeﬁlfpédafphabrhacalogtd‘:aleyradlamaLlyortrﬁe [oyr iaichedy adi cal .
20 Ais pref er ahl -al kyl ene or C3-Cl-al kyl ene whi ch conprises at

| east one gr'éliF ch |s selected fromO0, S, C00, CO, a double bond and
cycl ohexyl. 25 Preferably, at |least one of the radicals R6, R and R8 is H.

The radigal g, m@% % %@058 ar ecrﬂr:.‘f‘J eg@QJC pea'ﬂgs' wlenendsphly fanAGh other,

selected fro - C~- al koxy,
Cl- CB- al kyl tiiieo-@1- e:_capr(@/r' whec© Jaama%usovm@;a@z@saqmqoof the
PCT/ EPOO/ 003e7f7félad§3g@ﬂ t &R, ah@ipsmlcsmgﬁt&nda%%& addatdd cul arly

pref erably, the fused phenyl gro P h 0 or _two ub nts, i.e. one or
two of the retiGal SCRUSTEE S Rb- 1 o/hFe TASTRLET Ky %’r?aﬁcPeorF W, 402,

SQZR3 and, Fduyerarticul aAntSEBMRBEE 1 csher elrR3 tstmzlele Ammg@tsh@rhqmtdw the N
at om t o, yh Widley are aiiached, cgn alSode Bross Snelf {5 PEMIgRd
heterocycl e ih-addition to The nitrogen atom can SO posséss one
or two addi tHasred herekoht offs, Deelevt &4 falom NPruporasy Agdner 180%he
substi tut ed,lze g9 2N Ae pyrroI i di ne, piperidine, norpholine or azepine. I|f
one of the radicals R6, R and Re is a 5- or 6nenbered heterocyclic ring,
this ring |s then, for 15 exanple, a pyrrolidine, piperidine, norpholine,
pyri di ne, p)gjrrawlime,rédém:rw apyr tnheftyhieo@mrsfsaﬂ :pyr arel @ imaddiccal ,
with a rroIe rrolidine e, or i enyl i b I ferred
20 If o%é of® tgh djf%afg ﬁg‘ Bﬁeg % <-’Ilj-i$ |shiaa c%r 82?% ?Xer? éE‘ %

r adi cal |s twren,d | n Hm}tah:w ar ,havephenyhe cypropentyésor egcl ohes@yh

radi cal . Par S % f la I
where R 15 B GG S shengl "R s i BT AMAT @gpanepe

t hi enyl , furDanyI rmﬁqm;ﬂr-rwﬂr , th‘i‘%ﬂi’f’)‘Plngb‘Faprrazﬁh?P e§§eﬁtﬁs

- SC3- d o- al kyd erm;mm r@cy fonpiicea 1a daulire dhendunatd R o fRthand,R8 are

sel ected_fr H_.Cl- al k I 1- Cbal koxy, hal SO~NR3R9, NOz, CF3,
CO\IR3R995 ﬁqu cg dﬂ&f-%%l—e»—%‘—aﬁ%ﬁ—%%—%éée gﬁ’l)

particul arl 2% ef 22Dl y M@Qkorhéfr wrent 1 onMallecuéaconpbesiesy t haedaci d
addi tion salts, of {8 compounds ofybher f 8eguhant Wk E'EDES'%I gihgally 09
J Ul 2003 WO00/42036 - 11 - CT_?EPOO?OOl?gyt oner at e% acr ( Exarrp | es of

sui tabl e phyiTASgifca INFWA (Gt ietd o EE rantf A morfant 309%& ds are

hydr ochl ori c aci d, hydrobrom c acid, phosphoric acid, sulfuric acid, oxalic
aci d, efic acrd mari c, acrd lactic acrd tartaric, acid, adlprc acid
or benz b SHET IR Yaci st wHith Y bePERRd gPBnE}esEhF‘Bed ceytal

Fortschri tt e rderz Arez neiompioleldisor eghibdt[ Advamigts |a'1fﬁmhaurtnyace‘wn calhe

researchj, I 0, npa f. Br khﬂ!r§er rl.

Stuttgart, %%é%%f% TRE %gesrr%%ﬁos &f thé forrrulaaf ncla??’ %r b|¥ one or nore
centers of aenepsory. THese nvempoeonds haref grasequlendey retlemtiiywe Hes
racemat es byt @lsq the relevant enantioners and di astereoners. The

respective 15 tautoneric forns are also included in the invention. The
process3§or preparing the conpounds of the formula | consist in 20 a)

reacti ngt a %@Ftﬁhﬁbﬁnﬁ heifhoenukan(! |rkl|§'te|§||,ﬁ| lt@e:{c\éﬂ%rléﬂ 1)tR1 2hewhere Y1
is a customar eavin suc al kyl sul f onyl oxy,

aryl sulfonylcé’é? d,:s %%t?‘r‘?pf (STPr{){c?ersrrd of the fornula (111) HB (111) 30 or
b) reacting a conpound of the formula (IV) 0 9J UL 2003 WO00/ 42036 - 12
- PCT/EPOO/OO 77 N NR- N1/zZvHt IVf RL where Z1 is O or S, and Al is
Cl-Cl~-al kyl ene or a bond, 5 wth a compound of the formula (V) Y1 - A2 - B
(V) where Y1 has the abovenentioned neaning and A2 is C~-C 010 al kyl ene,
with A and A" together having from3 to 10 C atonms and Al and/or A where

appropriate conprising at |east one group Z; or c) reacting a conmpound of
the forrrula (VI) 15 N N 2 R N A/Y (VI r R~ V\/nere Yl and Al have the

o 1 - rr — A



The process for preparing a conpound of the fornula | where A corrprl ses th
group CO0 or CONR3 consists in 30 reacting a conpound of the formu §4Uﬁ(|2@3
09 .1 UL 2003 WO00/42036 - 15 PCT/EPO0/OG 77 NN N A4-COY3 R1 (XI1)
where Y3 is WHOOR0EE-al kyl, Cl1 or, togkther wth CPCTAEPH/A0CEL7E

car boxyl group, and Aq is Co-C9-al kylene, 5 wth a conmpound of the formula

(XI11) B- A - Z3 where 23;20—_&’(” NHR3 i O Conpounds of the formul a

e

described, for exanple, in (XJl1y B-H can be prepared as Synth. Commun.
1989, 19, 1221 15 S. Smith BA_(ﬁrg. Med. Chem Lett. 1998, 8, 2859;
WD 97/ 47602 or WD 920655, rdr J.NMed em 1987, 30(I2111 and 2208 and
1999, 92, 118. 20 The corrpoundsl of the formula (1V) type are either known
or can be prepared using known et hods, as described, for exanple, in AR
Katritzky, C. W Rees (ed.) "Conprehensive Heterocyclic Chem stry", Perganon
Press, 25 or "The Chem stry of Heterocyclic Conpounds” J. Wley & Sons Inc.
NY and the literature which is cited therein, or in S. Kubota et al. Chem
Pharm Bul | ."A9%%, 23, 955 or Vosilevskii et al. Izv. Akad. Nauk. SSSR Ser.
Khi m 1975 23, 955. 30 In the above fornmulae, Rl, R2, R6, R, Re, A B and

X have t nin iven_in n ctlonvmthf 2003
000/ 42036 16 - TocH Egbo%(?%%?’q'rhe‘”%%po’&%s ScéBg&Fﬁéj“ttSdt R Lgﬂ'benti on,
and the star@ngematéyiial shahdgehe pmt ephrediyat esCse@yr @fslodlekylr epar ed in
anal ogy W|thp &?3{ t hods which are described in the patent publications
which were 5 jren I'oned at the outset. The above-described reactions are
general |y eFRect e i B aCstfaréritkvdt tvBHRY 40 eBe ofubstusafiedodm tQ¥per at ur e

and the boi |l bmgd,eapeyal ur ga®bgehe sl vgRénenp! Wﬁ‘t»-%@k@k mpl es-©f-

sol ventﬁI whi ¢ CP{}?bE used arg esters,. such ? $ aceta et hers, such
as diethyl et 19t r ahPar o A4 met hyF£o ]ﬂ@yldl met h{F=Sa f oxi de,
di net hoxyet hayel od tkylene hadylgensg, &gt oQDORT) e Cd«b&t’@ﬁes NBwEh a@‘zabet one or
methyl ethylskgone. oor 35 AGRNOIS. LsUERL3S plihanol o oL butang ..

desired, the r'eactions can Carty ed € presence of

aci d- bi ndi ngPhgyent. Saphabla a%m@lblandi"')ng O&*geﬁtlseraberedorfga:mrwdo@;sles such

as sodi um 20r £af bonatg Am ot assp um £arhonat ey O£ r §QELHE hyidf ggengar bonat e
or pot aﬁ%l um hydr ogencar bonat e, sodi um net hoxi de, sodi um et hoxi de, sodi um

hydri delor THHanoTet at PP SHRouhdsOT sERAD a%tB%fyl EEPRhPunforngl Kyl
magnesi um co/vmtdunnlts b@ing@rgess cobasesr snehaasm%lt:r irabRylbanitie ke

pyri di ne. atter c | so_s st e as _the saol.vent., Process
(f) is effec eéd uncg‘er ?Qﬁﬁm nSL%%gE§$§§§ .0’ }ém n&rﬁodl lfr%lt%rt&%fdrl de,
sodi um cyan Q?ﬂfdiﬁrerelsoroﬁoewh aceroxy f)mrehﬂjd-rﬁedelmher ehdgpr opyi ate in

an aCId medighn 8hibs it heefr 85ene, Obca-dLWi1kaCH tha SYdY as - Zihe,Gh! ori de,
or W? of cgt al g%l c hydro enatl on The crude C{)r oduct is iSolated in a
M é 6

custo marin OX¥t  exdrpl-é~BY FRBHAs of Fi14EPLKYNYdi st i Iﬁ'h%f -of f the
sol vent or m@ammmerdmrmxim%ﬁ X{RPRE, abg, Jos*, esl, kR

conpounds ¢ Lihie a exanple b
recrystalIligz}}lorrijl?1 h ghkgh r&#? %Bg% @%BGFEZO%% m? oY two
PCT/EPOO/OOFFﬂ#ﬂﬂkRNﬂWhﬂyﬁ-cﬁﬂ@waﬁ@gﬁamhwrorl@ﬁapammemwdng ioft o earhaci d
addi tion cormaund. Fagnactdaddniien s@jis -angoRLepargtki n @ycustomary 5
manner ?é m Xi ng ‘the free base Wi th'the correspondi ng aci'd, “where

appr opr te(?HVSBFuPﬁéﬁgﬁﬁ'an organi c solvent, for exanple a Iomer al cohol
such as net lI®nalnd eRhaaQb Ori e dnt 18N @Eheéracysughhg§ mef, hyt, teect but yl
ether, a ket ang&;, Sug acet one or thg énéﬁflg ket one, or an ester
such as et hyi* et al'8: 18 or"3¥ eBFi nguPREL RBEE Hed OFséus8dkvine
conpounds - Hﬁﬁngamrq;tphaﬂyi i mrempthieorylare adm ni stered orally or
parenteral | y (su ta ly n encusly, A5 nt I S, ar |
|ntraper|to¥2allg%ylnn§ cﬁ%talk¥£éﬁ%nne#% Thé%aé%? g?% #%n céﬁlﬁpso be
ef f ect ed0t hiCOWFH itsies ﬁﬁéobﬁéﬁ?n@@@l@ﬁﬁaﬁe &swhgchapdrSS©¢e$p¢®y§romhe
dosage depemgds on tbﬁRagecoéon@bt'Qﬂ @Ddc%€18§1k9i 204t he patbent ,and on
the type of adnlnl tr As a rule, the dally dose of active conpound is
from about F6%d el%ﬁ@ per patient and day when adnministered orally and
fromabout 1 to about 500 ng per patient and day when adm ni stered
parenteral | y 251Eh% |gvent|on aki rel tes to pharqeceutlcals whi ch
conprise thé conpoufids 25e¢8rdiPAg 6 Fﬁé CHFES: EOF™R 't he cust omary

phar macd$ ogi cal administration forns, these pharnaceutlcals are present in
solid or liquid 30 form for exanple as tablets, filmtablets, capsules,
powders, granules, sugar-coated tablets, suppositories, solutions or
sprays. In this context, the active conpounds can be worked up together

wi th the customary pharmacol ogi cal auxiliary substances, such as tablet 35
blnders f|IIers preservatlves tablet d|$|ntegrants fIOMFreguIatlng

.o .= - o 4 a = oy o o oy



Exampl e 4 20

2-(3-[(4-Methyl -5-phenyl -4H-1, 2, 4-triazol - 3yl ) sul fanyl ] propyl }-7- (Q)Sp’é’ 2Q:i]r]n
-1l-ylsulfonyl)-1, 2, 3,9tet rahydr0| soqui nol i ne 4A Preparation of

N-acetyl - 7- (WIDQ)@HZ@B@ 125 yl sul fonyl)-1,2,38, 4-t et r ahP@TIESFEIGUIOG T e 21.1 ¢
(77 mmol ) of 2-acetyl-1,2,3,4-tetrahydr oi soqui nol i ne-7-sul fonyl chloride
(prepared as described in G Guriewald et at. J. Med. Chem 1999, 42,
118-134) in 30 50 M of THF were added dropw se to a solution of 6.0 g (70
mol ) of piperidine and 10.9 g (84 s ot di i sopropyl ethylamne in 230 nm
of THF, and the m xture was heatechunde Fllux.kor two hours. After the
reacti on was conpl ete, the sol vent e 2d F‘n 35 vacuo, the residue was

taken up in dichloromethane/ wat er and{ af 6K maki ng al kaline with | oo
strength sodi um hydroxi de sol ution and sepaggtl ng the phases, the organic
phase was dried over sodium 0 9 . 3 5 10 15 20 25 30 W00/ 42036
- 22 - PCT/EPO0O/ 00177 sulfate. The crude product remaining after filtration
and renoval of the solvent was purified by columm chronmat ography on silica
gel (nobile PHAER: methylene chloride with 3% methanol). Yield: 18.6 g
(57.6 mol ) ; x82%£@|¢1i12ng>rqumt1{;71 174C 4B

7- (Pi peridin ylssul f o 4-t et rahydrai ui.nol ine The co

descri bed ab%il/e Rvag e g%ée%jr?b BBPFPﬁBd\?F{' Y5 f@%ﬁ&rﬁ% Td $5D n%#orl c
acid for twofhetr$i, Toe Quredkytl,f ovivechamaty t bepragigiiittatieeddnbgodi ng. The

resi due was ol t ot r n . et and
dri edul n vacdl)J(?) Sﬁ% inﬂ 3@ g/atog Ii% t%e%? %h‘@ﬁo’ o
2- (13- Chl orop@bpyld)l-i-l('glmlrhdﬁinm% supﬁoﬁy'léllkkzl@léprt et hahpdaesi soyui nol i ne

12.1 g (38.2% t'i@i%(i ofoH, Cy-Ce-alkoxy, OCFi, 0SO,CF3, SH, Cy-Ce-
7- (pi per.i di n-1-y] sul f ony trahydr0|so U|noI|ne and 8.4 (84

mol ) oflotrl%%]ﬁ%%%?le V\%?r'éj*’diaigSP\ygd i fre DvE 3tk 9. P, 2 ) of
1- br ono- 3- cnh@r,opt:op}a-he wegré addegmﬁnﬁpvm skerand’t hendsn xR‘*urna\Aes tHd rred at
50C for 7 h. Fo_\rf IK\/or N (]5 lnure s onc ntr?ed a}Dndet nee resi.due was
taken up in LT NG BT ART R P T hHPCH 3r8‘m§°’th Iﬁr)ﬁ dvet Ebdi um
sul fate, filthatNonabow rtenmovhbicbf they selreenbonged fool bawedabgd or

purification,by, Ghi ongd Otgé@é’f'&(cﬁrélé' Qiitﬂeb £BORI 'r%n%h%%%ms”%tn@he
chloride with 3%rrethano) to result iIn £ g (32 | owi sh

oi l. YiePd: 86% ndkeory. a5 PR PPBRar %b@np\g’f Fﬁéoﬁ naIN%gnpodnoP"lO 0g
(28.0 mmol ) @f Ghzaexﬁhéﬁédnaheﬂobgaeléc dQ&ﬁétb&do&bMar@nﬁatgc( 28 rgol ) of

3-nmer ~apt o-4 g phenyl “’% g h (%03 V\DO /42036 - %ﬁ

PCT/ EP0O/ 0012 9- PFi afol"E™R8GSE. 7 B§ E28 T Smist) SF TIAH UMKy dr oxi de
wer e heat ed mqma?x?omtm DNt wiebC forox hr%ehhcersatamaerwmhenremal on was
conplete, the fﬁéﬁ’@ﬂt aceéé’ﬁ'@élﬁé yaafl n%thrs%heye %sﬁmoxe% WA sat er and

5 extracted wt ate I ned organic ases were ed over
sodi um €0 f atethiihe e%abaﬁmcé%perabeaereﬁwe%eogﬁaﬁh@eémt F&ler lrd>e

p][ ]gdugt OI( 3 i Igmwe gebne rmb§l eftnbaseubetahlﬂ?abgnelg %Qrdlhde a\Meg h }&@ﬁ@ﬂ&t hilr—ll?ll\l?\/R
artorae O, a Ol 1 e of t eory
(CDC13): 8 - ’%d‘igp‘?‘?ﬁe‘éﬂyy PL7 S5t ?6 €5, 1 fEGN 2 ﬂ g (t,
2H); 3.0 (mpieEhoxy. 35a@bgezH) C13G-b3 ko) ; 1,7 (\792, 25}“3 202l (<81;IFZJ,H) 7.4
(s, 15 1H): 4 2 2 (511 512. 3
[ MeH] + I\/bltl%é pgﬂmrtn%q hgo°5 Tg cgﬂz Ebi‘bsgﬁgh%wgo% Riladd ¥ WU

2- [ 4- (42Ret BALS- fRenfPrmH fogedher a\zbthstﬂe) b& FPPn 7 @FemMshoP £ n-they| sul f on
ylt) éL 2,3, 4- ;s}eéwhydfnheoqﬂbno&hﬂehhyeheghl akiede pdadRueparat ighe Rf1 ,t he
starting co

N Acet yI - %%?WW]A PFs ¥R 2r3n8: Sty di8i SffihoFPnéhso was
obt ai ned as pieawl hethg n fxarpl €h %é)yofemcblm tmépctwlcmecw tdroups

2-acetyl - 1,2 etrah dr oi qu|no sulfon chI |de he presence
of diisopr opy‘il aé% fe myar(f-ﬁ'—d and %y“h{éﬁ?‘?ﬁa L éﬁo ¢on eﬁf:rgt éé

hydr ochlBéri calky ) agmhurafter al kaline 35 morkup, converted into the
correspondi ng 7-(norpholind-ylsul fonyl)-1,2,3,4-tetrahydroi soqui noli ne.

G sH eN20sS (282) M5 (mfz) : 283 [MtHJ+ 0 9 ,1_U L 2003 WO0O0/ 42036 - 24 -
PCT/ EP0O0/ 0018 5she salts thereof with physiologically tolerated

2-(3-Chl oropg®yd ) - 7- (nor phol i n-4-yl sul fonyl ) 1, 2, 3, 4-t et rahydr oi soqui nol i ne
1.2 g (4.4 mol) of 7-(norpholin-4-ylsulfonyl)5

1,2,3,4-tetrahydroi soquinoline and 1.0 g (10 mmol) of triethylam ne were

di ssolved in DVMF at 40C, 1.1 g (6.6 nmmol) of 1-brono-3-chloropropane were
added dropwi se, and the m xture was stirred at 40C for 3 h. For workup, the
m xture was concentrated, and the 10 residue was taken up in water and
extracted with nethyl tert-butyl ether. Drying over sodium sulfate,
f||trat|on and reanaI of the solvent wer e follomed by purlflcatlon by

e o




10 C~1H2BN602S3 ( 4 93 . 7 ) Exanple 18 Met hyl 09 UL 2003
2-{3-[(9-nmet hyl -5-phenyl -9H 1, 2, 4-triazol -3-yl )sul fanyl ] propyl }-1, 2, 3, 4-tet
rahydr oi soqui nol i ne- 715 car boxyl ate oxal ate C~~H~-, N902S' C=H09 ( 512 . 6 )

Mel ting poi MQOOBRABBC 20 Exanple 20- 5 - PCT/EP0Q0/00177
2-(3-{[9-Methyl -5-(4-nmet hyl -1, 3-thiazol -5-yl)-4H 1, 2, 4tri azol - 3-yl ] sul f anyl

1)-7- t 5 1H NMVR
(EE%%)); (ﬁIleoeéérﬁ;%n&%{éSHHfB%%% 2 Ik E%{i&?{géﬁ) %9%“'5% ld °2 76 (1,
2H); 2. 7(t dnpamifie) Pm BHELEP3o% (ilgmsw@l(c@ 3¢f; 13 6tke zlﬂ)mbm 2
(E)8<a#;|)e 14%31551:’en{l-H)1n 2 (§egl&el§c%1(7§ 1 nndP C;H&BMB (@93% - 8)
2-{ 3-[ (4- MetdBALL:. phenyhean 10¥ ARLindASl - B9Y ) S0Pf day FEFEBBPEY - A(Fhenyl sul
fonyl)-152, %eﬂv&;&t@f@%@ﬂﬂ@t%u'ﬂ]ﬁd neao Qh%(lclasslwu%em/eﬁq - 29
PCT/ EP00/ 00177 1H NMVR ( 1%2 (9. % 7 (Lo A
2.9 (t, 2H) AP '(tWth‘SI‘IIDC 5D2(§e°§ﬁ)t° 328¢t “z‘ﬁ)ts ?hf €§mpﬂ%“ s 7 .
7.7 (m 10Hcan 7 thergr@Hbe 5is@+HIRNG0232 At 504 dlEe)asIésarm.IrﬁcZQ
2-(3-{[ 4- Met h | H- | f anyl
}pﬁopill[) I f%pféiogftr%ﬁ&%r&m%gl LD%)::]%% %T%S%y?l? %h% glu?fé(}lfe su ik
(CDC13): 8 -f&x 1 (cqeaszg 2.Bhese 3Khiserseyt, mH) W121<8h(t afZIGI)CtlZIg95 (t,
(2 » 3 ﬂo(t (1\%&9%1&15154)5 t’ﬂ@ ’dogam@.%e(”bﬂFQecel_‘;Ztogs(Slea]d@ o arf"7 7

m 5H) 525 . 7
| e 23 ggnprovement in the cllnlcal picture or to the disease

2 (3 [(4- I\/Etﬂa/mgS @B@éwl Akbhp2ed- bl 3 Y Jsadd anyté pueprhked- Oror phol I'n

4-yl sul f I 4t et d I

S o L S o seau Rl ne IR (DS 8 2 16,20
7. 3 (m 1Hthel. 9-cehtB{im 5m)ervoms o( &y2iem, C25HRLNG~38zticday . 7 )
30 Exanp 2s

4- (4 thé&IhJBZo hrerIladHa_LfEeCtjf\ﬁ a%%)fméd ﬁbu? I'lfo?hc)hgﬁf;Fsu nyI)

2-[ 1,2,
3,4-t trahycﬁ%ﬁas’-‘dq‘iﬂm)l i ned CoRFReNB0ZS (paysheseses ) 3FaEpkamsioaizs, 0 9 J
Ul 2003 m%%@)ﬁ RIr £ FCTAEROBAOPS 7 Th peract1v1ty in child
2-{3-[(4-Meth pyridin-3-yl-4H1, 2, 4- trlazol 33/I sulfamc/:é%propyl} N- phen
yl-1,2,3,0-t 1r LaR0i STURE FOF | 209 sEPPRhERY Be SLERERRES £8) @sg. 1 .3
(m NH) ;2. ll(ega,rZH)ng 2and® (meddhy, 2mBaftmeRt); 3181pét1xeaH) c&g&(ls-_l&ld) 3.7
(m6H): 58 3 Amc A7 O 7o6.(m) M) L9y 2H) - o GROMEEN- 0255 1830, 7)) 10
Mel ting poin C§81 I( &

2-(3-{[ 4- I\/EtHWfISCB“-a(M-tmEt ﬁyﬁoqders hi @2eler5-ddgtwthanceut (Fazolexampllesul f anyl
%8&%%')) g‘m?é“t)/.‘ﬂesjs 2 l%g% 15g/§1@&6ﬁ@¥dr Oa§9995895' ”§f7 @Itl f QJ@{“ qf:ifleH' N'VR
2H); 3.5 (s, ™R}e 31@PE’ engsyy . 7‘3@@7”92 (At 8F|)jer? 5 ?rh? ﬁFdlthVFs

20 C25 28N6~c2133n(dé5:45 0 Theg gorvediindy poeénklsd7s8iCabXanmibe 2%ed%ing

2-(3-{[ ( Di,ret hoxy) phenyl ) -9-net hyl -4H-1, 2, 4tri azol -3-yl ] -sul fanyl } pro
pyl)-7- ? suefonyl)l 2, 3, 4-t et rahydr oi soqui nollne 1H NWMR - (CDC13) 8
22302H); 305(s3H) 313H) 3.85 (s,3H);3.91H) ; 7.25 (8,1H) ;7.31H .
g q6§(FD8 (2891%ada®tl\£e Qimém@ﬂ ﬁ&&@é%e éNg(:ﬁofLé 2!5%1%%@%%@)5 503

5 [MH Exarfii ?@haveoga} udpszeebamee/ 49@96601 3h_y tﬁ@r/ Elb‘O’@/eOOPﬁ '
6, 7- Di chl Ol’q:'sz_,rc{fﬁtrt[x(cﬂnr’ﬁ%t harbp St ey | - ik d, 2a29- tphazmhaeutiauhéanwr] propyl }
135 190 by SRS g IHALC S FAG MR SLIRY T 19 PR

7, 8- Di chl or eX&r8-4,( 4compinys i & phenyl £r8fH 1i2pdlsei azokBoyl Yssbirdeyls) pr opyI }

1 2,3,4-tet y i.no roc H ) .
(9. 21 {Ioaé“ %&%)Ie%%‘f EIQ%i‘%?lgag Ji‘c'ic%;@ﬁzel éi‘!ﬂ%t -t %é 2I—I)
6.95 (b, 1H)for7 2xegplen) ; oplslém Sfrgr XN e 2H)orp[hflm@e 15%@9@]’ Sal t
preci pi tati QibqMitde )6t heseal n&iClnliedtt Qet h%ltdciﬂoq ;COEROLLN 205 CnkzBCl ~NsS' x
HC1 (469 9) Melti nQCh poi nt: 109C Exanpl e

7- Cyano=2- [ 4145 yIWBtlbheFlpF 4IQ-A?A2 ZF]?JrCI%zCIﬂ 3channel  complex,
yl)butyl]- 1s%dat4«ieestrahyybm&mu Nt i neréwaﬁmhk@fsde €33H2bNampCe (407.9)
Mel ting poin C 30 .Exanp :}_% id .

2-{3-[(4- I\/etbr%ﬂ Jﬁﬁeé’r%’?%n OHMTH, 4- t FRRDEPIBPIPSdI £ an§FYSPERFIEPT6- (trifl
uor onet hyl ) -sk,i2w3 a4ttet r ahysdyodi SOQEMSI’IO| [ ﬁe4hyléltbcfﬁuleoeddeVSBNeZé]EijzESNQSZ Cl
X HCl (475) Melting point: 184-185C Exanple 32 p g~ -~ ~ 2003 WO00/42036
- 32 - PCT/ EPOO/ 00177

1-{2-(3-({4-Methyl -5-[4-(trifluoronethyl)phenyl]-9HL, 2,4-triazol -3-yl}sulfa
nyl ) propyl]-1, 2, 3, 4-t et rahydr oi soqui nol i n-7-yl }ethanone 5 1H NVR (CDC13) :
8 -2.15 (q, 2H) ; 2 .4(s,3H ; 2 .7 (t,2H); 2.8 (t, 2H);3.0 (t, 2H);
3.3(t,2H); 3.6 (s,3H) ; 3.75 (s, 2H) ;7.1 (8, 1H ; 7. 6-7 .8(m6H .

N NI 1 O~ RIS [ A=



0.95 g -(4.7 mol) of the conpound described above was 30 reaciﬁg1 Winmr
1- brono- 3-chl oropropane in the sane way as described i-n Exanpl [Q oom
tenperature, and purified by chromatography (silica gel, nobile phase

di chl or onet eo®o M203&20 nethanol ). Yield 0.9 g (3. 2paroEP0®900af7 7t heory.
35 1HNWR (CDC13) : b =2. 0 (m 2H) ; 2. 65 (m 2H ; 275(m 2H); 2.9

2 3. 65 AH): 7.2 A , 09 J
U7 505 vootratine (cpfis bl anbndsli nbllara lamdhd s el se
product O. 4551@)$‘darﬁcmsm$1)cbfa2 (atbllohepridpyk) -of- tcrnlfelmos@snultants

met hyl -1, 2, 3 in 6 )

3- mer capto 41%%%‘%{{?‘2 ?'girii? EgvI Wectl%e?r?ggéﬁgﬁgﬁﬁg rfgj lﬁujﬁu um
hydr oxi de mm@n%ﬁimredarﬁ 6 WPiSHLAIVF atcOOBNeor 4 aREHEtemninen~ ~orddup

ent ai | ed 5p0U£rh;5!9e'&z£}EPné-CPfl¥@t ShpsEXRESE] 1 Oyt { Re MREAYL 140Nt el L - butyl

et her, drying over sodiumsulfate and pur|f| cation after filtration and
evaporatlon by columm chromat ography (silica gel, nobile phase

di chl OrorTEE heme &\brtqbo@n@% setbanohy. t¥i ehd: 10w @ 1, 7axrmq$aezﬂé&%w1£ thea;y
15 1H NWR t., 2H); 2.8 (t, .2 m 2
3.35 (t, 2H)US%§7f‘E¥n t%?ﬁ‘%l%gl %gétiﬁ)"e 5959@,5'1%6(31’07“!% (satreﬁ%

S (m 2H) ; dnd -sdmatdfidrm [ dieersese| . aBd Theythbtbesgonpound xeasp labt ai ned
by trea nt th eal HClL C20H21F3NqS2' HC1 (475) 25 Melting point:
192- 194 %eExarrp 129@%&% 2.

2-(3-[(4-Met hyl -5-phenyl -4H 1, 2, 4-triazol -3yl )sul f-anyl ] propyl }-8-(trifluor

onet hyl) -1, 2y 3y ¥ A et{ﬁ&%@»{ééﬁt%@@ nehiene Jiediceehl ardwie Rigpar ateon of
the starting materjals 42A

6/ 8- Tri f | uor et ®Wing, 2 S¥PASSEL ARy dridf¥equithsl i nBS351898 §1YPB. 6 ifhol ) of
N-trifluoroagetyhnd{cn twidh ugie@phenyl)et hyl am ne [prepared from

2-(3-tr fI uor ophenyl )et hyl am ne and trifluoroacetic anhydride at -5C] 09
J U ~ QJ03 W00/ 42036 - 37 - PCT/EP00/ 00177 and 0.9 g (29 nmol) of

par af or nal debi/kel werzel sddead t gadigiatisur euoh 22s nlabfoxgy acialkyddtiicc aci d
and 30 m Of, ORCERIAA! oSl BUrist A1kl oMo B BOULSaRlrER0D) Kyl
tenperature, the reaction mxture was poured I nto i ce- water and
extract ed wi$FOWR hylawtedat EXC8nd 1t hé<onbi n%%lr%@’@anﬁéoﬁ‘ﬁasé@d\/\er é"washed
with sodi um;be/ﬂw@emlar lBeBat e sebutd O@aﬂﬁ@nt lae@mw t hrr\@t @:kaAf oy Yi ng
over soglumsulf filtration_and p%ratlon g_of a turde of
otrifl groa%%?y gé 5§ & 1gere su st uents wh’ch are selecte
trifluoronethydederihdly etadhyedrai sagqunenol | feomer ©Hi, SOL&t €Cls—allhiey 1,
protective gﬁgﬂp s el mg}%g 1 by heatinpggin Ceg%?nolol BN HCL OJQ under
reflux. The two soners parated a ter wor and puri |cat|on by

chr omat ogr apﬁ‘&bf("sﬂ‘?%tgel thﬁnblalléyéhaﬁrql? di ‘éﬁ‘Por ofBt h&Fe WG axr 49

met hanol ) : Fénaorapgsé,S ,m®| ) 332@rofs t ReobYedf atoms which can be

8-trifluyQroneth t et r ahydr oi ui noline . H (ebd;) 8 =1. 9

Csbr . 1hp - ogHted "o one bk MECEOE e [Pk B Rhd b ¢ 7

5 (S, 1H . d§2pbs4tgo®6 8CFnvol 9:H38%©F2Ctlheory ©Of.F are particularly

6- trlfluoronll%g%ﬁ%l]I 3, 9 tetrahydr0| soquinoline 1H-NWR (CDC13) : 8 =1 . 8

(sZr(lH)ZH) 2L 3.1 (t, 252H ; 9. 0 (s, 2H ; 7. 1 (b, 1H ; 7

: m :

2-(3-Chlor Ommﬂeﬁ &f i &hugrpyet EYbué aré, ﬁm’(e@h&@hyfért@lgioqm-@ﬁld

2- (3- Chl %rop y -trifluoro 'Epte%irgh% 0|squ|noI|ne was

obt ai ned’i %W%Il'by“ TRYN T n Wtﬁilwtt By tOr opropane in a

manner anal ogous to the descri pt| on in Exarrpl e 4C 1H- NWMR (CDC13): 8 - 2.0
0

(g, 2H; 2. 75 . 3.0 35 (t. B ;
7.2-7. 3 (m %ﬁoa(f%yfjfgg, ipi) Par&é&uﬁv paré*t 6n %l%%?.ky harc’ucgrrﬁg’und

9J UL 200333'5’311@11@32-’0, VIDOOY 20361 - B8 LoRETY EPODA 04Tl deacyd on of 0.7 g
(3.0 mmol ) of 3-nercapto-4-nethyl-5phenyl-1,2, 9(4H)-triazole with 0.83 g
(3.0 mml) of _ . _

2( 3- chl dPopridbXy)erse t FRE1 et BB Ry IStE A2 98 tACdEidh R OPERUENBS i AE P42B1] in
10 m of DMRidds thet plﬁ@ﬁ@n§egQEuEOergA0ftHért M&ﬁ@hysiégxm&nan lteo@o
af f orded, after wor k as des eg ur%cle— 4D ? é t he
final conpoutRFPNi ef ™Y Eéef; 1Yg g1y éoo(VBoFa R Br)?tfil‘l-levﬁ (eCDC13) :
b - 2.1 (t, &4in &tﬂeém,t&éﬂtrlszolé-l)nucyeQS &8d gkpup B. 4h2H) has(q, 2H);
2.6-2.7 (m 4H; 2.9 6 (s, 3H ; 3. 8 (s, 2H ; 7 . 1 (t, (8, 1H, 7.5 (m
3H); 7.6 (m The title conpound was obtained by treatnment with ethereal

HO . C== ; F~I~'; S HCL (469) Melting point : 11 8C Exanple 43

2-{3-[(4 I\/Ethyl 5-phenyl -4H 1, 2, 4-tri azol -3yl )sul fanyl ] propyl }-6-(trifluoro
met hyl)-1,2,3,4 25 tetrahydroi soqui noline hydrochl ori de Preparation of the
startl ng materl aI s 43 B2 - 2-(3-Chloropropyl)-6-trifluoronethyl-1,2, 3,430

v o o



W00/ 42036 - 42 - PCT/ EPOO/ 00177
2-[(4-{[(4-Methyl -5-pyridin-3-yl-9H 1,2, 9-triazol - 3y|)su|fanyﬂﬁnﬂﬂﬁ@%}cyclo
hexyl ) met hyl ] -1, 2, 3, 4tetrahydr0|squ|noI|ne 7-carbonitrile 5 CZ, H31IN5S ( 4
57 . 6) N@IW@@@/@D@&G: 156- 158C Exanpt e’ 54 10 PCT/EP00/00177
1-(2-{3-[(4-Methyl - 5- (3-cyano) phenyl -4H 1, 2, 4-tri azol 3-yl ) sul fanyl ] propyl }-
1,2,3,4-tetrahy [K~o] I on ydr orid ~SH~ NSOS: x HCL1 (
2683 15 ﬁ]l %853 ﬁé&ﬂ%gg %éxfh %ft% e AVEr el orf d¢ G pho S
7-Nitro-2-[ (9ai@ (4 nEXPyPs b- ﬁyrtl@ﬁ:rm E-OWP—-"S}H-@F 2faom 3 to 10 carbon
triazol -3-yl)syhf anytd ret Ayl ycyebahexyb) g'eF:QYb])n atoms
1,2,3,4- tetrahydr0|squ|noI|ne C26H31N6~2s 7. 6 ) Melting point:
160C 25 Exanple 56
1-{2-[ 3- (5{ 4- Met hyik- &mﬁreyie] @ﬂ"bﬂp@ dohprazel a3yl Jsddd apyk) promHd -4, 2, 3, 4-
t et rahydr oi soqui nol i n-730 g hanone QYdrochIor%ge 3H2~N90S x HC1 ( 4 4
3 ) Melting PoPWES '165’65353/-*& hﬁF& can then be arranged in

8- Di chl or ot2¢ Sa[L@lenéhy:Ihaﬁnpmydn Qkkﬂ;ﬁralryr sarel dryl)rsubdaiyidmpr opyl } -

7,

1,2,3,4-t?trah i nol,i 42036

hCt Ehoa o0 DTSt BB R h Si‘pwélgsteuerﬁ“g 55T Ocq’%%@%xrad%ga%)
1-(2-[3-((5- TQ@M@MC@R@pﬁ@Nﬁ )agdrrﬁoﬁyla]rmmfzrzﬁbrhyazamaazqﬁc} sshdlanyl ) pro
pyl ] a o} i | }:e¢ hapo dr, o} 0
c~3w>swéé§s £ *{(yr@g béQBHhPQ @rgggmfst 1ggc@am c%@e % %ﬂe@n& the

2-{3-[ (4- NEtﬁlg/}a%Obﬁeﬁylln%l-l- EaEtACPnlﬁazo?r%%lj%W?ar%ﬁ 19VEBY | FO7-¥hRet ahydr o
l(;ggugm:vlsn c%& thssll chﬂWthel ZoBméiEetI ahiydr qhsegul noli fe -20 cG30H34N502S2

2-{3-[(4- Nemg}l‘-‘lgelb?h ditn- fggﬁ ‘i‘#&‘irz AF5Pa sy %sﬁl?ﬁ%ﬁuﬁl‘ggﬂ’} 7- (oct
ahydr oi squ|nZ)’r¢Iﬁr:CZJ('Q¥I9CP25 yI'sZU‘IQ‘PbﬁyFJﬁaXL“QH@Hﬂ'It etr&hyd CHaline

CzgH3~NG@RS2_4 5
2-{3-[(4- Cycl"(g)p(?@d%])-c%%S eh l_g% thE trlazg% gfl)sungﬁﬁ]ﬁﬁ%ﬁnﬁﬂ 7-(azep
an- 1- yl sul f ot} - 1 2 Qegv@tréﬁydeéu s6qul A&k n& r3s zC2eH3NSO2S2 4 551s 8) MB:

552 [ MrHI+ ﬁ@%ﬁaﬁﬁ cQ 9 ol aHdL 21%%&@@9&&2&56 S . 4% re fRCENEROG/ OO 77
2-{3-](9- Met 5- 4-tri azol sulfanyl]propy 7-(pyrrolidi

|, - 3
n-1-yl sul f on3$§HE B Qyit’e‘ﬂ‘é?ﬂldr&los fi nok??}r/féQ’S CS8§H3ANE02 S7 ((%HA) gr . 7)
Ei(?rrp:fe 63 2-c{1&dr(2¢HNEHhﬁL p- phe@fli'i _?]'f" Ci&)z&-t/rzl gzoﬂa @i@hcg 3) =CHCH,- |
yl)su y rop zepan 1-yl sul fony 1 4t et r ahydr oi soqui nol i ne
C~+135N§%2 28 sgz@CHﬁ (CEg) Blainpl e 64

7- Chl or o- 2- (3 {[ 4- nethyl 5- phenyl - 4H—1 2,4-triazol -3yl ]sul fanyl } but - 2-en-yl
)-1,2,3,4-t o] uipplit.e C2IFE Cl (39 lting point:
A Exanglfléefg%gé sSofUi pplig; €,20; COLHes Ll BB, (899) !

2-(3-{([9- Met hyl -5-net hyl am no-4H 1, 2, 9-tri azol -3yl ] sul fanyl } propyl )-7-(aze
pan- 1- yIsuIfpnyg)pgeééggﬂiﬁtx@m¥QﬁQQU|nollne Exanpl e 66 30

N, 4- Di et hyl -5-{[3-(7-(pi peridin-1- yIsquonyI) 3, 4di hydr oi soqui nol i n-2( 1H) -
yl) prop P]sulfanyl} 4H 1, 2, 4tri azol - 3-am ne 35 Exanple 67 09J UL 2003
W00/ 42036 -R4G s pE@'lﬁeEBQﬂ/yO@-ﬂﬂtl Ce~alkyl or C3-Cg-cycloalkyl.
7-tert-Butyl-2-(3-{[4-nmethyl-5-(4-nmethyl -1, 3-thiazol -5yl)-4H1,2,9-triazol -
3-yl]sul fanyl } praopyl)-1, 2, 3, 4t et rahydr oi soqui nol i ne 5 Exanple 68

2-{3-[(9- N@th@lié pys$ i @éirn- drphatidc]l, Padicatazdihily| ysdliftanyl 1 pr ahdr - 7- (aze
pan- 1-yl sul f r I anpl e 69

7-{4-] 2- tert%{%ﬁa’%%{ﬁ% F%J%?%ér/réejt'ﬁ ?py%%%ﬁl%%ﬁi perazi n-1-yl } sul f onyl
) - 2- { 3- BL4- met hyl - 5- phenyl 15

4H 1, 2, 4-triazol - 3-yl ) sul fanyl ] propyl }-1, 2, 3, 9t et r ahydr oi soqui nol i ne
~xarnp|e 7C 20

8- Brono- 2- (3-{[ 5-cycl ohexyl -4-nmethyl -4H-1, 2, 4-triazol 3-yl ] sul fanyl } but - 2-en
-yl)-1, 2,3, 4t et rahydroi soqul nol i ne Exanple 71 25

4- Met hyl - 5- phenyl -N-[4-(7-(pyrrolidin-1-ylsulfonyl)1, 2,3, 4-tetrahydroi soqu
nolin-2-yl)butyl]-4H 1, 2, 4tri azol e- 3-car boxam de 30 Exanple 72

6- Met hyl - 2- (3-{[-4-nmethyl -5-(1-nmet hyl - 1H-pyrrol -3-yl)4H 1, 2, 4-tri azol - 3-yl ]
sul fanyl }propyl )-7-(pyrrolidin-1yl sul fonyl)-1, 2, 3, 4-tetrahydroi soqui nol i ne
35 Exanple 73 0 9 J UL 2003 WO00/42036 - 46 - PCT/ EPOO/ 00177

7-Cyano-2-[ (2-{[4-methyl -5-pyridin-3-yl-4H1, 2,9triazol -3-yl)sul fanyl ] net hy
| }cycl opropyl ) et hyl ] 1, 2, 3, 9-t etrahydroi soqui noline 5 Exanple 74
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where Q is H or OH, with a compound of the formula III
under reductive conditions in analogy with methods

25 known from the literature, for example as described in
J. Org. Chem. 1986, 50, 1927; or WO 92/20655.

The process for preparing a compound of the formula I
where A comprises the group COO or CONR® consists in
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35 Cy14H20C1NO; (269)

1B Preparation of the final product
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0 9J UL 2003 WO00/42036 - 92 - PCT/ EPO0/00_7 Exanpl es of pharmaceuti cal
adni ni st rat i0 f drifelea) CRAMAYS TalfiSet SLER RS f SN oWirFG [ FosivEitén wer e
pressed on adradeil imgr@masiide d ndie customary manner 40 ng of the

substance fr aml e 20 mg of corn starch 13.5 ng of gelatin 45 ng of
| act ose &%ngﬂ%er’%i}l (chemically pure silicic acid in a

submi cr oscopielatiing fRatenti sl &L 6. 75 ng of potato starch (as a 60
paste) B) Suaar-coated tabl ets 20 ng of the substance from Exanple 3

-C= co=a co: ~~.Cs-~t. The. core conposition consists of 9
parts of corfkangls ch, ) parts of Tactose and ~ part of

Vi nyl p_yrrol |M@e:nuxw%c-a{gﬁi[a¢4e-n€éﬁmwrwmhz mgma,;z,cpati ng h 2
conposi ti.on consi 0 t can arts of corn starc
parts,oltzgcaltc]i csf]asaoc?ﬁ]ﬁtéﬂgﬁf' T IR Yot Lﬁdaj 3 'I4ne sugar- coated tabl ets
whi ch have besrginejariesdquindiiisnevay are then provided with an enteric
coating. Biological investigations - receptor binding studies 1 ) D3

bi ndi ng test C oned hunman D3-receptor-expressing CCL 1,3 nouse fibroblasts,
obt ai nabl e f4Pom REEPHGEEialhe mtamtamnd ORrs hnore Rd., Natick, MA
01760- 2418 @34@{@1@;@@ yqr) ddhendrinydiyng @ttgju;es 09J Ul 2003

W00/ 4285 PCT/ ~2a00/0v=,. Cell preparatl cn The D;-expressing cells
were nufti plf %WWSQW Pt ning 10% fetal cal f serum (G ECO No.
04132400 N); 100 Um of penicillin and 0.20 streptomycin (G BO BRL,

Gai t her sbur e re ed WI th PBS and

i ncubat ed fgfrhejg/Dmbr%%\%thﬁ%g%%a C? p‘%%% c%]?%é?ﬁ%\ﬁg B‘é@ﬁ Afterrnetﬁgf( “the

sol uti on was ,n”eL&,r%lheztet&thﬂDMumcsindlet Hen okl manmer eaoellbgotledtby
centrifugingst 300 g. In order to lyse the cells, the pellet was washed
briefly with lysis buffer (5 mM Tris-HCL, pH 7.4, containing | oo glycerol)
and aftef that incubated, at 4C for 30 nin, at a concentration of 10~

cells/mM of 1hysMs b(to‘n‘cqr3) Tf@e =ceizl s vv@lre p.,e,nt rpf sgedeat(n20045g) fop 40 min
and the pell et st.ored qU| Y, t rec pt or _bi ndi ng
test, the meﬁbr%@s' 5: %?!s g %ﬁbat ?0& Bﬁff&lﬁ r‘f’M Bris-Hcl,
pT~ 7. 9, cort~. 6. Ing db20 1H)~~ 6I\laBCI(6 5Hm1v| KC1, 2 nM CadC 2 2 mM Mg ~, i 0
~M qui nolinol, 0.10 ascorbic acid and 0.1% BSA), at a concentration of
approx. 106 cells/ 250 ~1 of test m xture, and incubated at 30Cwith 0.1 nM
i zsi odosul piride in the presence and absence of the test substance. The
nonspeci fic binding was determ ned using 10'6 M spi perone . After 60 mn,

the free radioligand and the bound radi oligand were separated by filtering
through G-/ B gl ass f| ber fllters (What man, Engl and) on a Skatron cell

____________ 7 ~1 N 1 ‘.l__ 1 . I T L T T
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pOL:ndS ~.? EEsd"';'Ipl CS ~ ~ ann 7 3.

Exarrpl epKl ( DR) el 203 & ty38.027847. 9667701 8. 37 ~81 258r/Ebew/00079 J U L

2003 96 W claim 1. A triazole conpound of the formula | 5 NNRz N A-B

Cl) RL 10 where R1 is H Cl-C6-alkyl, which may be substituted by OH,

OC1- C6- al kyl, hal ogen or phenyl, C3-C6-cycloal kyl or 15 phenyl; R2 is H,

Cl- C6- al kyl ,2Bvhi cBremsyrdtel srubst i the efiityl G odBit C6- al kyl , hal ogen or

phenyl, Cl1-C6-al koxy, Cl-C6-al kylthio, C2-C6-al kenyl, CzZ-C6-al kynyl, 20

C3- C6-cycl oal kyl, hal ogen, CN, COOR3, CONR3R4, NR3R4~ SQOZR3, SOZNR3R4 or an

aromati c radixeRawdtiicin i S eptlegef r dm pREAYPIYNapht hyxampbe a - hy

6 member 60 NAIAIOEYE! khel adiicali iRl diOpdse? pbiz i NEherat grp,uhy.ch are

sel ect ed i ndependently of each other, from0 dS 25 wth it being
possi bl e formﬁlf‘fiaapd’ﬁf%rﬁaﬂ‘%tmé]d‘%aﬂﬂwwjf))nei'0% ‘H/\ﬂ)H)su‘b’é%%‘Eﬂe%ts whi ch are
sel ected, | ndependesdd yooftreash, other, from Cl-C6-al kyl, which may be
subst i t ut ed by o4, kyI hal ogen or phenyl, Ci1-C6-al koxy,

C2- Co6- al kenﬁ‘0 AL 1%%1 - C6- cycl oal kyl, hal ogen, 30 CN, COR3,

NR3R4, NOz, MEW¥RIqg WR&MW@WI whi ch may be substituted by one or

t wo radl1 aI s which are selected, independently of each other, from

C1- C6- al Cl- C6- al koxy, NR3R4, CN, CF3, CHF2 or hal ogen; 35 R3 and R4
are, indeperﬁiemn%E& each other, H, Cl-C6-alkyl, which nmay be substituted

by OH, OCI1- GA: gl ky| epAgﬁjnde Prz,p(ilewi A is_CA-d o-al kyl ene or
C3-d o-al kyI ene WE"/II ch cornpr i s-(e:ﬁs t” 40 | east one ?Zoup which is sel ected

fromO0, S, l](K§°R381 TR Ky Dy ‘double or triple bond; B
is a radi Ca|tétfrat}‘h_,&iﬁdh|§dq1\hngalfﬂfdm| a: 45 09 J UI 2003 97 R6 - N~ R~
~X 5 Re1 ere Xis CHZ or CH2CH2; R6, R~ and R8 are, independently of each
ot her, Sélected from10 H, Ci- C6- al kyl, which nmay be substituted by OH,
OC1- C6- al kyl3A whiRiepaase thieors udfs ttitaut sstok 14 regvinees; e ;omo-  or

di - C1- C4- al kyl am no; C1- C6-al kyl t hi o hal ogen or phenyl OH, C1-C6-al koxy,
OCF3, OS02CF3, SH, Cil-C6-al kylthio, - C6- al keny C6- al kynyl, hal ogen,
CN, N02, C0283(31 saapso %@Wt%&@Q@%@T&h% } te hbBVerrent i oned
meani ngs andcmyedleso formtogether with the N atomto which they are
bonded 2 saturated or unsaturated heterocycle with 5 to 7 ring atons and 1
or 8teroatom3, CONR3R4, NHSO2R3, NR3R4, a 5- or 6-nenbered 20

car bocycl i c,Aasosme¢nsion nénar.énati €16 ingweml) aos- lebréomoedbensdro-

het er ocycl i naf0 | n t r oat,os Wwhi ch
are sel ect e? Oq{ag’[%eng)ent &0 L egggtrrldn%tlh %fw SQD 9{\I 2 gﬁé‘ae {Zhrﬂsﬁe
carbocyclic Ok maocy@fi ¢ ﬁrﬁ‘@rﬁépﬁ@'ébﬂ‘étﬂ“dlhév@h@ﬁéflcrlrtzwd (28) -
substi t uent &MM@r&u@ekemted (16ngependesd |p’o@55§ﬁﬁh ehbBbnateony

Cl1- C6- al yI, nyl nox hal o X 3 and CHF2,
and wit I%lé 7% %t fsgﬁgﬁf‘f’geﬁ‘t% e"ﬁe%ndoRgoﬁg %’@ 3;% ?Béfggﬁ]r ‘t oget her
with the carftﬁnerat bot of i1tres pheemy| thengfibtmhteh Wawy cdicane rbarded, a
phenyl, cycl y OL CY, X ri I rlng,

W th the possi iy for vgén%}grg{]aoe%% \tg%t%g% ﬁlé%_é‘_%c%?o&@ﬁe%?ﬁé “fuse

ring being rg# aé@d bped Mugadgeh BhafeSarvawe ofiraﬁdN- CflJ-JGB?Jeﬂ&yEngr oup, 35

and the sal t@ﬁd@f&@té@th ohysi ehegi qaeléﬂadeol ;(-de@é edcﬁ%dsto%ragheeﬁpound
| S

as cl ai m 1 of the fornula | e

conpoun as @Wogﬁﬂéed Fi]hr‘?scﬂ ‘aiMA R Ygense cﬁ:fm'(oﬁ"e1 rzrﬁJI“lftI%_'Zr\ﬁr}ére Ais

C4- C o- al kylwra dxr IC3Clp- @@4ey loshehedvreh) efrmhixes sailildast one group Z
which is selected from0O, S, C00, CO, a double bond or triple bond and

C3- C6- cycl oaI kyl . 45 0 9J UL 2003 98 4. A conpound as clained in one of
the precedi n§-BMEi MEDSFLs0 he & 7 nil & 109, widhe A3i4 4, ALHal k¥l énd sof

C3- d p- al kyl-gne which (compyi.ses saty I7ea(§rp @18 group Z which is selected from
0, S, a_double 'bond and cyclohexyl A conpound as clained in one of

t he preéédl ng clains of the fornula I vvhere R2 is an aromatic radi cal

whi ch is ungybst,cinted a7 l|gs one or two substituents which are sel ected,

i ndependent|y of each other, from Cl-C6-al kyl, OH 10 G - C6-al koxy, phenyl,
CN and hal ogen. 6. A conpound as clained in one of the preceding clains of
t he fornmul aMeltdimer @oRti:s 1H4,7-Ck1C6- al kyl , phenyl, thienyl, furanyl,
tetrazolyl, pyrrolyl, pyridyl or pyrazinyl. 15 7. A conpound as clainmed in
one of the preceding clains of the fornula I, where RL is H, Cl-C6-alkyl or
C3-C6-cycloal kyl . 8. A conpound as clained in one of the preceding clains
of the 20 forrmula I, where R6, R~ and R8 are sel ected, independently of
each other, fromH, Cl-C6-alkyl, OH Ci1-C6-al koxy,

C1- Co6- akylth| 0- Cl C6 aI kyI haI ogen, CN N02 SOZRB SOZNR3R4 and CO\IR3R4

~N N o e I - rr o A -
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20 C21H-5C12NgS'x HC1 (469.9)
Melting point: 109°C

Example 30
7-Cyano-2-[4-(4-methyl-5-phenyl-4H-1,2,4-triazol-3~
25 yl)butyl]-1,2,3,4-tetrahydroiscquinoline hydrochloride

Cy3HosNg"HCL (407.9)
Melting point: 175°C

30 Example 31
2-{3-[(4-Methyl-5~thien-3-yl-4H-1,2,4-triazol-3-
yl)sulfanyllpropyl}-6-(trifluoromethyl)-1,2,3,4~
tetrahydroisoquinoline hydrochloride

35 Co0H21F3NyS2'Cl x HC1 (475)
Melting point: 184-185°C

Example 32
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The title compound was obtained by treatment with
ethereal hydrochloric acid

CooH4C13NgS'HC1 (483.9)
30 Melting point: 207-210°C

Example 34
6-Chloro-2-{3-[ (4-methyl-5-phenyl-4H-1,2,4~-triazol-3~-
yl)sulfanyl]lpropyl}-1,2,3,4-tetrahydroisoquinoline

35 hydrochloride

'H-NMR (CDCl3): & = 2.1 (q, 2H); 2.4 (s, 3H); 2.7 (m,
4H); 2.8 (t, ); 3.3 (t, 2H); 3.5 (s, 2H); 3.6 (m,
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7 RRREE 1109% 9% & () - Y7}1109 % & () 110% % & ()-Y7}110% % & () - Y7}
1 10% % & () l\??}ﬂﬁf@tﬂ%r& (S)ePPfaﬁe t’%‘@v{‘?@ﬁ 9B o8 RS (PUYFL L4884 95 &PY) - Y7} ! 10
% % & () - Y7XhkQWe%o®raphY7} ! 10%:%&E) - Y7} b2A% % & (n))b‘.ﬁ'e' "' | bha28}! 10% %

& REREE 10%”?%%)0%9‘:9}‘%;{ %7}% fcfv%qia(‘)%lm 1 109% 9% & ()-Y7}!10% % & () -

Y7}l10(V(V& ()-Y7}110% % & ()-Y7''" """ _28}110%!10% % & ()-Y7}!10% % & () -
Y7}110% % &x() 1Y 5} qilOQ % &1 Y731£40c/9 "/é}&a&} sz éﬂ{d%f&ué)co%&h' 1=t "8W{ 9S
v&le}llofoV& 7|10fV€V& NTIT10% 96 & ()-Y7 e Bew g7 &
1110% % & ()~ ¥7P Ifod;se%f&h(s’firﬂ??}spﬂe‘%&we) Y7}| 1othV& ()- Y7}| 10% % &' () Y7
! 180;0;& E)h@}ﬂ?l S‘D?%M@S?}glg/‘(sm'()w\)ﬂ 08/‘(t & 7(? Y7§1110(/‘t/‘& ()-Y7
1 10% O 04 O 0 04 O 04 O
} ;@&% ? g&%gﬁ 080 Y8 B0% 24 &

.<

}110%
) Y7}|10VV&() Y7}|10VV&() Y7}110% % & ()-Y7}!10% % & () - Y7

}1109% %
110% % & (koY _
%(| L, 28w} ! )fozo/‘a(()/‘(‘lf&g(t( M5 08 (CN7IT900 o0 % () “VAEt §35oReRYL
vEC((TO((_28w@r Body f(?} Qre)‘-ﬁw}mm%l%e& ()-Y7}! 1OCVCV& ()-Y7}110% % & ()
-Y7}110% % &H{NMA7IEDOYa 0 & (3 - Y76 (6 (QH0_:?3wje! 1098 ' 40P B & (Xt Y7}! 10% %
&0 i 19% & 0T B9% R (o, YT 1093 ) o7 10% 96 & O -7 (14
vl}lIOfoV& () Y7}| 109% % & ()-Y7}!110% % & () - Y75(8(: (>( @ C(E(dD8wW{ gS? & X;
1}110% % &46) pY3L! 30 10% 9 Y7|10(V(V&
V7)1 1096 96 &°0) PYIE( T KON CR BEOE T bbnt g 14, xor ohext Pt 8,0, wir) O
1110% % & ( FEPFRhYOYPICQIAUINYEENE0% % & () - Y7} ! 10% % & () Y7}110% % & () - Y7
}110% % & ()Z‘Yféthﬁ[o(r @_6 h§ @8%q$2u&r2$meth 1-1,2,3,

1 10% % & 110% 0 1 10% % & 0% 96 YTLL10% % & ()- V7
{1 1000 A% ( FobFhbver R eOaHE Pk BRos Hab 1ooRiA 1hed 1 873(“) %y e O
1g| ‘;{‘Ol}g&‘y‘lé@e%i}.hQO%%A& EFr- WM}QSBr&m/g,cw(lb(rgcz@(r(o@@ln‘e@&uz) a 31;33@22 0)-
3 0, 0, 0, 0,
3F1098& () - éﬁ%&%{’?; Sheas )%807 /gé@("%l 98’ ()-c710%& ()-c710
%8 () - CcT1098& ()- c710‘V$& () cT((((((((tx<3s L OYB10%E ()- C71098& ()- c710%
& () c710%8ﬁ(&mﬁ74@%@3() 671098 ()5S 71H8& 4)7c7 (4 ((LPOLX53$199%88 () - cTw

RlO%S& 33 - ctR0UB&) () 3cP( ((E0 ( CE v XBSL00B& 4H)-c 7TA0vsk: 1) (o7 108588 ()4 c710968&
()-c710%B& ((5; cTAPYB& () -c71098&" ()-c7( (((((((tX<3$109%B& ()-c710%& ()-c710
058 ()-c710%& ()-Cc710%& ()-Cc710%& () - c710%& () - c7((((( 4t X<3$wbN? 0O
RLOY$& ()-Cc71098& ()-c7109%8& ()-c7((((((((pT83$WLOYB&' () - c710%8& () - c710985&
' () - c710%B&40T- cPLOYBEAE) 007 26YBRE( Fi0Z109B&PONNAT( (((((((t X<3$WL0YB& ()-c7
10988& ()-c7109%& ()-c710%& () - c710%b& ()-c710%&' ()-c71098& ()-c7(((((tX<3
$WL0YB&' () - c710%B& () -Cc710%B& ()-c71098& () - c710%B& ()-c710988&" () - c710%& (
)-c7(((( (] P4t X<3$10%8&' ()-c78&10968&" () - c7&10%B& () - c7&WDN? O
ROC((((((pT83$1098& ()-Cc710%& ()-c710%B& ()-c710%b& ()-c710%8& ()-c7109%$&
()-c7109%8& ()-c7((((((((tX<3$10%&" ()-Cc71098& ()-c710%& ()-c710%& ()-c710
%B& ()-c710%& ()-Cc7109& ()-c7(((( (1 PAt X<3$1098& () - C7&10%B& () - c7&WbN? 0

™A NN /08 1 . o ey 1 e I B o - all e I B oY = W all e I B o - all



R+++++++ ?2010%40%$& () -c710%B& ()-c710%B& () -c7109%$& ()-c710%& %07100/65&'

() - CT7+++++++_2010%0%& ()-c71098& ()-c710%& ()-c7109%& ()-c710 (0710

%B& ()-c7+++++ 20wbN? 0 RLO%& ()- c710%B& ()-c7109%8& () - c7+++++++dDOWON?
W000/42036 38 PCT/EPOO0/00177

RlOO/dS& ()-c7109%& ()-c71098& () - 07100/65& ()-c7109%& ()-c710%& () - Cc7+++++++_

?0wWbN? O

10988&' ()-c71098& ()-c710%B& ()- c710%B& ()-c710%$&" () - C7TL0YBE () - CT+++++++_2

OwbN? O Reaction of 0.7 g (3.0 mmol) of 3-mercapto-4-methyl-5-

109%%& ()-c7 1 { CAHLQY ()3¢ (W=CHt++++l L,

10 (). ()3;%}7@%%&1 %71@@‘59%%%%@&»«&?1 BLAMBE ()3 cf 1SS (Lrc i

R+++++++¢ COWL: mmwmmcbm%mﬁlmm@@x% £7A0%6% () - c71098& ()-c710%

& () - CT+8+, , nar 2WIDIE096E (o CTIOYBE26) 1 CTINYBE (- cTLOWBE () n CHHOBE () -cC

710988 ()-c7,,,,, + '>0wwg % .

RI0%$& () - c PHORE T 0988 PF- oL, lithiypowhRpogide at  100°C

10%& () - CTIOO4R d9a C72AYBE (Yo riDYBE (Je TAMEBE' (INcetl0BR' (0.7 *,,, 1, 3

5 :, ?20mbN?2 O ,' .

109687 () - ¢ 71008% I 17 10968 ) S Ao IS T 10968 () - c710%8& ()-¢c7:, =, @C, G

,J, M _?20mbNAidld: 0.84 g (1.9 mmol) €5% of theory

10968 ()7C71098& ()-c710%8& () - c710‘V$& ()-c71098& ()-c7109%& ()-c7TMQR, S, U

gK+ 20WL0%8& () - C71098& () - ¢ 7TWoN? 0

R:LOO/GS& () - c7TH-WMR Z(GDG13) :g@wl 0B (ﬂ)%%ﬁt) €7 P09 & (§mc74BYB&Y )% c710%5&

& ) cT106, ‘%"ﬁ"im ‘%;“ﬁ%’ T S AN %’5&28”2%(%)”%%‘5
c 0 (o C (o W, 0 c %

$& ()-c7109 i %%‘é 20 I’13)710 & (s %ﬁ]@& (%s 3*7\1\/ 7/ 8 AL 094 0988

' ()-c710°/$&2(a) c710°/$& ()-c710988& ()-c71098& () - c710°/$& () c7 . 20W10%4.0

9B& ()-6Z10%B& ()-Cc71098& ()-Cc7109%$& ()-c710%& ()-c710%& ()-c7,,,,, | LO_?0

w1088 ?) c710%8& ()-c710%8& ()-c7woN? 0

= gKIRa & (0l 7 0w yNd ¢ FEGYS &NDRie R0V ( )EXeRLORPE ( Widh109%%&' ()

-Cc71098& () -Gheseal HAL, 1098& ()-c71098& ()-c71098& ()-c7109%& () - c71095&

()-c7109& ()-c7109%& ()-c7,,,,.,,, cG 1096$& 109$& ()-c710%& ()-c7109%& ()-c

710988 ()-c71098%& ()-c71098& ()-¢c7,.,,, ., gG 1096& 109%& ()-c7109%& ()-c710%

$&' () - c710Y%&-%)-FeNIDUEL' () t£FA0YBE' ()-C7,,,,,,, cC, 109$109& ()-c71098& () -

c?lO%BﬁIL%@) q]ell()c/@{% (13010,17&00/@88%) c7109%8$& ()-c7,,,,, gK/ cC, 109%8$& ()-c7109%8& (

RlO%B& A 1 X<10909& () - c7T109& () - C7T109& () - c7T109& () - c710%6&
() - CT10%8& a0 () -7\, tX810‘V$& () - c710‘V$& ()-c71096& ()-c710%
$& () - c710°/$&( c71096 c710°/$& / t X8WoN?. 0
R(1096& () - AT &%Tﬁewﬂélﬁme@ﬂc ,,,1, 12/ A YSEARAIER () - c7109%8& () - c710%
e e et it g bR
0 c 0 Q C C 9 C 9 Clyyyi, t X<
m/olo%&g%) 0‘0‘)%&}&%'01 o @Ol /Li?é)’/o(&S ()-C71098& () - c71098& ()-c7
,,,,, ! LOt Xewl 0068 ()- c?lO‘V&S& ()-c71098& () - c7&AbN? O
R(5 - VBB ) ST B A SHPWE )20 () -CT10 () -C710988
C
- cO<WL094.0%& () - C71098& () - C7TL0%& () - C710%& () - c71098& () - CTL0%& () -

T - - ' CC<WENB D - R1QABES O 1kt 1) -GAFEA%ER (ordenktimy1-—1-, 2, BT 8lN?

gg%& (%OC7]t0(y$8éh(§)drco7llsooqu1n( I c710‘V$& ()-c710%& () - c71098& () c71098& () -

-% & "' -(-*- pT4b10°/$& () 07100/65& () C710%& ()-c71098$& ()-c710%& ()-c71

0%5& ()-c710%% @) p&' () -c71098$& ()-c71
o%&' ()-c71%° @%l%f @fé’&? ----- %@3764565%330 _c710988& () - c7TWbN?
tetra ydr01soqu1nol ne was obtalned in 96’6 yield by

R100/$& 7 C- E- F- Hghl UpS&: z 710U 7
RLOE: (g)cgf&y&@r@ C710%2‘6 k l@%@&r@)ne%%@@ 2()3 Q %%@&h % BZ%O%& (§)C<7:1

0%B& ()=e710HE@Y )lfk?71b4/&s%F%§ d??@%&eé) %3716%8r(~§>e€7eﬁx ZEL\WAIE b- gK+10
Y$& () C7109@&n(o)cm7olx%&p(a)rrec71ﬂ%&a()v@?&x@%& dna P& {9 - CERAWBE () -7
b-c-g-h-j-1- cd(;f& v@ C710%b&' ()-c7109%8$& ()-c710%8& ()-c7109%& ()-c71
o%i;& () c71 r(l;b S-{-| - ghL, 1098& ()-c710%6& ()-c7109%8& () - c710%5&
"()-c710%8& ()-c7(109%B& ()-c7109%8& ()-c7|-}-~--- | POghL, 109%8$& () -c7109%8& () -
C7109%&' ()-c7wbN? O
Ro--mmn-- | PO10Y6& () -Cc710%8& ()-c71098& ()-Cc710%b& ()-c710988&" ()-c710%& ()
-C710988&" ()-CT-------- | LO10Y8&' ()-Cc710%B& ()-c71098& ()-c710%b& ()-c71096&'
()-c71098&' ()-c710%& ()-CT-------- kK/ 1096&' ()-c77109%& ()-c710%& ()-c7710
Y$& ()-c710%$& ()-c7710%$& ()-c710%$& ()-c7-------- gGH10%&' () -c710%& ()-c
71098& ()-c71098& ()- C7109%B& () - c71098& () - c710%8& ()-C7----- ' gGrwbN? 0



RI/I111/0_? Wl0%0%& ()-c710%& ()-c710%& ()-c71098& () - c710%B& 6%_(:710%&
' ()-c700000 JUL 2003
00_?, WL0%L098&' ()-c71098& ()-c710%& ()-c710%& ()-c71098& ()-c7109%8& ()-c7
00000' _?, woNR®D / FABBE’ () - c7109%$& ()-cFL096& () - c708000EP00/00177
0#09%01 L, 10%8& () - c710%5&' () c710%B& ()-Cc710%& () -c710%8& ()-c710%& ()-c71
0%6& ()-c7% 0 0,2, WUO0YBE ()= 749988 )s G7 HOWEL' ()36 T1098& () -c71
oote (3 07103}&§915) @f;gg BE () STV ) ST ROMREK (hp§ (107RE
0=0?0A0EQ_?, GO9ABE! )6 cRLOMER! () -L 7 00B&)(;) -ToALOMB&! 3H)- C7109%6&! () - C710%B&
"() - c7EOFOI OKONOI L, _?, 1098& () - c71096& () - c710%& ()- c7wbN? 0

RNOQDSOUOX0Z0] 0_?, 1094.096& () - c7109%6& () - c71096& ()-c710%& ()-c7109%8& () -c
710968’ () - c AL OBUERFH DK ™, ADYRTRER (9L ISR ) - c71096& () - c7109%8& () - ¢
71098& (}-c710%& () - c7kOmDoO0r 0s0' _?, woN? 0
R1096& ()-c7109%$& ( & () c750v0x0{ 0~Q0QdD, WbN?
RLOY$&' () - c VBT %’glg &9() LT ()027%06}’§£°(3)Pt€rf007§&“("r‘é70000000
?,WoN? 0 phenyl-1,2, 4(4H -triazole with 0.83 g (3.0 mmol) of 2-
18;% g) c7lp cgm(c}ropr JBE (9~ CTI00BE () GTIO0ME, (3 - £71098& () - €70000000_?
1098& () - c71ﬁ3é’/$&r(})dm711m@&r(c) mo%&io)mé?pciqu)mn@%&r(e)semmooom P4

2, Wb10 0
Roooooﬁgft XS é@%@)o@ 18%(1@%%971{%7@& 0O 27%83}&& ¢ ifor%%& 25710088 (
)- c710%& ()00 00pT8H1DeB LPeE7Evs & (12 T 10364 TNoe71096&NE) - 71096
& () - c710%& a1 7AR%RR A - c7000001 PApT8LL098&’ () - C710%6& () - c7wbN? 0

RLOYB& () - c700000000t <b1096& () - 71%& ()- 710%& ()-c710%8&" () - c7109%B& (
)-c71098& () EFvER O - 70000 8%5?5%& DR | eocrﬁio%& ()-c7109%8& () - c710%
& ()-c71098& ()- c710°/$& ()-c71098& () - C?OOOOOP4pT8b10°/$& ()- c7wm\r> 0

R10%& ¢ )- cAL0%B&' ( 0 O_Op 8b109YB& {,)- c730%6& () 09 c710%1;& (
)- 072008k ()llc%%g?lg ? 3(% d(o%?do doh s &% AP ()-c710%
& ()-c710% &) c71098& ()2%710%3 (3 c7260/$&3()6 c?@eoeﬁﬁp“rswovxp (¥
RLOY& () - c 7409585 (1 - ¢BLO%ER {) 7¢300QR000QNL OHOUBE! f) - LIS, §) -7 10%$& ()
-c710988& () - c710fy$& ( c710fy$& ()-c710%& (- c700000000t T810%& ()-c?lO‘V&S&
()-c710%8&" (3tc7100 (h)asc?no%& ()-c710988& ()-c7109%& ()-c700001t T810YB&' (
)-c71098& () - c710‘V$& (1098& ()-c710%& ()-c71098& ()-c71098& ()-c7111111L,t
T8108&. () - - CTL0%B& () - c7&wb 11,111 .
11057103/é C57 &' (O EPEIY e (’)asc7f63}£é“%]‘3-c?i/owéé'eﬁ)tfné‘?fowﬁ&'t(‘)-c710%i;
&'()-c?lllllelﬂmqf@llocm&() c7109%& ()-c710%& ()-c710%& ()-c710%& ()-c710
Y& ()-Cc710%&" () - c711111| POpPT81098& ()-c71098& ()-c7wbN? 0

R10%& ()-c711#19%4' 1)1, 1 ?8110%& ()-Cc710%& ()-Cc710%& ()-c7109%$& ()-c710%
$& () - c710%8&213:Felys ﬂ§1141(7416§h
1_?78110%& (Nelid/p i)t ¢ PR 2°r- c71098&' () - c710%& () -c710%& ()-c7;
1>1A1DG%%< 28110%&' ()-c710%& ()-Cc710%& ()-Cc710%& ()-c71098& ()-c71098& (
)-c7F1GIFLJI1L1I L, ?8109%$& ()-c7109%& ()-c710%& ()-c7wbN? 0
RL10LQLS1UL\RREEAEL 0L096& () - c7109%6& () - c71096& () - c710%& () - c7109%8& () - ¢
7109&' () - cfsl] 310U - 67 CALOYBE ()-c710%& ()-c
710968 () - c71%%5& c7e§ Tl 1&%3'@&\&) %% W dds i

R10%$& () - c XEOSR: a)ny ﬂm&ﬂ( )-7c7@n¥ﬁ1fply§ﬁm@1qwngv%mb4 tetra-

R10%$& () - c HLQMBR Lo %% (ydrbkies ide c71098&' () - c7109%$& () -c7| 1~11111
1_?8wbN2 .0

1096& (F9c7109%6& () - c71098& () - c71098& () - c710%& ()-c7109%& ()-c71111111_?
8wbN? 0 Co2Hs3F3Ny S HCL (469)

0968 ()-c7 6 UB& ()-Cc710%8& ()-c7109%8& ()-c711111IL,
’78vv10%252& 0 mﬁg@g&p 13“0% %%)&%mgmwg)o - -

R1111111 ?8WLO%.0%& () - c7109%8& ()-c71098& () - c71098& () - 710988 () - c710%&
() -c711111%, 2 04150%& ()-c7109%6& ()-c7109%& ()-c710%& ()-c71098& ()-c7
10988& ()-c71i111" 28whN?

F006E 5 o PTOE O PR RPN (- triazol-3-

RLOYBE () - C L0%BA AolrryQ 7 KRR 1)) 70 7OUBR 1y 17 PLOMBR! () -Gk ) 1)c 71111111
28WbN? 0

1096& () - c720%8& () TEFFOIE O SCHEME IO c 710988 () - c7109%& () -c71111111 7
8WbN? O

1098& () - c7109%& () - c7109%& ()-c710%& ()-c7109%8& ()-c71098& ()-c7111111
2m SF% 3Y%rL0%$& () - 10510$10$11098& ()-c7wbN? 0 R

222-2/ 2021222} aE) 10%$& () - _710%I$& ()- 710%I$& ()- 7$10%1$& ()- 7
30510%1$& () -2z 3010%4$& () -

310%1$& () - 2232425262728292t X<10%1$10%1$&' () - 710%I$& ()- 710%i$& ()- 710%l
$& ()-_710%1$&' ()- _710%I$& ()- _7100$&' ()- 792: 2; 2<2=2>2*T X<ekN

Y N -Y.V . Y O Y W1 — N N A PANDINSN NN A N | R 1A



v10%i$& () - _710%i$& ()-_710%I$& () - _710%i$& ()-_710%I$& () - _ 710%1$& ()- 710
%I$& () - _75555555| PAkN L 7003
v10%I$& () - _710%1$& ()-_710%I$& ()-_710%1$& ()-_710%I$& ()-_710%1$& ()-_710
%d$& ()- 75388 H5~bFRFA10%$&' () - 710%d$40( ¥- 710%$&PCL/EPDOYAS&T() - 7ekN
vb, 55555555t X<10%1$10%I$& () - _710%I$& ()-_710%I$& () - _710%I$& () - _7v10%I$&

()-_710%$& 0% () 555555* t X<ek .

Vb, T0%$& ()](H) Moo Flose &é()én%%'/w& (J- Py558BE5dBakN™

vb, 10%d$& ()411‘)7,10%@& (9,- ﬂbwﬁ&e()itn@%m%) _TL0ve®R () 3-P100m$& () - 7
5555556_7<ekly;) ; t, 2H (8, B8 7 745 4m
vb10%$& () - 710%1$& 53 710%1$&' ()-_7’10%1$&' ()-_71d%1$& ()-_710%i$& ()- _76
6666_?<ekN 4H)i » T1H) .

vb10%$&s() - _ 710%1$& ()- 710%I$& () - 710%$& ()- 710%$& ()- _710%I$& ()-_76
666 66~bF&?< é@jﬁé % og$& ()- _710%$& () - _7_10%i$&' ()-_7ekN

vb, 6666666d z ORAI$& ()~ 710%I$& ()~ _710%I$& ()- _710%I$& ()- 710
Y%l$& ()- _710%$& ()- 766! 636%6&6gH<10%$& () - 710%I$& ()- 710%$& ()- _7_10%
d$& ()-_ 710ty ’%&é& 0%I$& ()- _710%$& ()- _7&6' 6(6)6*6, 6~bF&H<10%d$& () - 7
10%6$& () - {ﬁl _7(10%i$& ()-_7(ekN

vb, , 6- 6/ 6162546567 6hiMa0velses { )phmobeis&i () -2 74000582 ¢) =3710%$& () - _710%l$

& ()-_ 7 %1 ( 9S8 (10%6$& (
- 7100 ?fh(%l g/éd%ﬁ&é%oww () Tf@?i@oa%ﬂ%g@%A IBSGJD%FCE{ “N>10%0$& (
)-_710%1$& ( ,7310%@%31( hySmepa@ ¥y Ik N

vb, HJ6L6NGR6T6V6_210%$& () - _710%$& () - _710%$& ()- _710%I$& () - _710%$& (
)-_710%$& (J) ocy ().- 7vews 6 6a6f6h D10 d$& ( 0%ge. () - _710%I3&
()~ _710%$&8 & gﬁf&l = %10% $§ (4 7 b/mé ?) Q?hG? 6I nére >10%61$&
()-_ 710%1$& ‘(H% ; A0V B8, (21—1 ) 71D%8$&L () 2ETek®.9-3.0 (m, 6H) t,

vb, r6t6 6, 210% ) () _730%1$ 710% )= 7 %l$&' () -
_710%1$ ﬁ’? ow%&%%f“é 76%%% e@iffood%@ %8/ 7?0 & ()19’310&/@1%& %3 _710%$
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A) Tablets
Tablets of the following composition were pressed on a

tabletting machine in the customary manner

40 mg of the substance from Example 1
120 mg of corn starch

13.5 mg of gelatin

45 mg of
2.25 mg
submicroscopically fine dispersion)

lactose

of RAerosil® (chemically pure silicic acid in a

6.75 mg of potato starch (as a 6% paste)

B) Sugar-coated tablets

o]
tHh

20 mg the substance from Example 3

(D)}
i
2

]

th

(@]

(&)

[h

[0

0O

orgesiticr

The . core compositicn consists of 9 parts of corn
starch, 3 parts of lactose and 1 part of
vinylpyrrolidone-vinyl acetate 60:40 copolymer. The

sugar-coating composition consists of 5 parts of cane

sugar, 2 parts of corn starch, 2 parts of calcium

carbonate and 1 part of talc. The sugar-coated tablets
which have been prepared in this way are then provided

with an enteric coating.

Biological investigations - receptor binding studies

1) D3 binding test

Cloned human Di-receptor-expressing CCL 1,3 mouse
fibroblasts, obtainable from Res. Biochemicals
Internat. One Strathmore Rd., Natick, MA 01760-2418
USA, were used for the binding studies.
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Cell preparataiocn

The Ds-expressing cells were multiplied in RPMI-1640
containing 10% fetal calf serum (GIBCO No. 041-
32400 N); 100 U/ml of penicillin and 0.2% streptomycain
(GIBO BRL, Gaithersburg, MD, USA). After 48 h, the
cells were washed with PBS and incubated for 5 min with
0.05% trypsin-containing PBS. After that, the solution
was neutralized with medium and the <cells were
collected by centrifuging at 300 g. In order to lyse
the cells, the pellet was washed briefly with lysis
buffer (5 mM Tris-HCl, pH 7.4, containing 10% glycerol)
and after that incubated, at 4°C for 30 min, at a
concentration of 107 cells/ml of lysis buffer. The cells
were centrifuged at 200 g for 10 min and the pellet was

stored in liquid nitrogen.

ror the D--receptor binding test, the membranes were
suspencecd In incubation buifer (50 mM Tris-HCl, pH 7.4,
containing 120 mM NaCl, 5 mM KCl, 2 mM CaCl,, 2 mM
MgCl:, 10 uM quinolinol, 0.1% ascorbic acid and 0.1%
BSA), at a concentration of approx. 10% cells/250 pl of
test mixture, and incubated at 30°C with 0.1 nM
125 odosulpiride in the presence and absence of the test
substance. The nonspecific binding was determined using

10"® M spiperone.

After 60 min, the free radioligand and the bound
radioligand were separated by filtering through
GF/B glass fiber filters (Whatman, England) on a
Skatron cell harvester (Skatron, Lier, Norway), and the
filters were washed with ice-cold Tris-HCl buffer,
pH 7.4. The radiocactivity which had collected on the
filters was quantified using a Packard 2200 CA liquid

scintillation counter.
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(from Zinsser, Frankfurt), and the filters were washed
with ice-cold 50 mM Tris-HCl Dbuffer, pH 7.4. The
radicactivity which had collected on the filters was
quantified using a Packard 2200 CA liguid scintillation

counter.
The results were evaluated as described in a).

The K, values were determined by way of nonlinear
regression analysis wusing the LIGAND program or by
converting the ICsp values using the Cheng and Prusoff

formula.

In these tests, the compounds according to the
invention exhibit verv good affinities for the D;

receptor (< 1 upmolar, in particular < 100 nmolar) and

bond selectively to the D; receptor.

as ccmpared with the binding to the D-A rsceptor
(X.(Dz) /X.(D3)) for the compounds in Examples 3, 4 and

are given in Table 3.

Table 3:

Example PK, (D3) Selectivity
3 8.02 78

4 ) 7.96 67

7 8.37 81

258/1iT/ew

03 PR BT
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We claim:

1. A triazole compound of the formula I

5 N—N
7 N
R2 //<\N/>\\A'B (1)
|
Rl
10
where
Rl is H, C;-Cg-alkyl, which may be substituted by OH,
0C;~Cg=~alkyl, halogen or phenyl, C3;-Cg-cycloalkyl or
15 phenyl;

R?2 is H, C;-Cg-alkyl, which may be substituted by OH,
0C;-Cg-alkyl, halogen or phenyl, C;~Cg-alkoxy,
C,;-C¢=-alkylthio, C,-Cg-alkenyl, C,-C¢-alkynyl,

20 C3;-Cg¢-cycloalkyl, halogen, CN, COOR3, CONR3R4, NR3R4/
SO,R3, SO,NR3R% or an aromatic radical which is selected
from phenyl, naphthyl and a 5- or 6-membered heterocyclic
radical having 1, 2, 3 or 4 heteroatoms which are
selected, independently of each other, from 0, N and S,

25 with it being possible for the aromatic radical to have
one or two substituents which are selected, independently
of each other, from C;-Cg-alkyl, which may be substituted
by OH, 0C;-Cg-alkyl, halogen or phenyl, C;-Cg-alkoxy,
C,~Cg-alkenyl, Cz-Cg-alkynyl, C3-Cg-cycloalkyl, halogen,

30 CN, COR3, NR3R4, NO,, SOR3, SO;NR3R4 and phenyl which may
be substituted by one or two radicals which are selected,
independently of each other, from C;-Cg-alkyl,
C;-Cg-alkoxy, NR3R4, CN, CF3, CHF, or halogen;

35 R3 and R4 are, independently of each other, H, C;-Cg-alkyl,
which may be substituted by OH, 0C;-Cg¢-alkyl, halogen or
phenyl, or phenyl;

A is C4-Cjig-alkylene or C3-Cjipg-alkylene which comprises at

40 least one group %2 which is selected from O, S, CONR3,
C00, CO, C3-Cg-cycloalkyl and a double or triple bond;

B is a radical of the following formula:

45
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where

X is CH, or CH,CHj;

R6, R7 and R® are, independently of each other, selected from
H, C;-Cg-alkyl, which may be substituted by OH,
0C;-Cg-alkyl, which may be substituted by amino, mono- or
di-C;~-C4-alkylamino; C;-Cg-alkylthio, halogen or phenyl;
OH, C;-Cg-alkoxy, OCF3, 0SO,CF3, SH, C;-Cg-alkylthio,
Cy-Cg~alkenyl, Cy-Cg¢-alkynyl, halogen, CN, NO,, CO3R3,
SO,R3, SO;NR3R4, where R3 and R? have the abovementioned
meanings and may also form together with the N atom to
which they are bonded a saturated or unsaturated
heterocycle with 5 to 7 ring atoms and 1 or 2 N
heteroatoms, CONR3R4, NHSO,R3, NR3R¢, a 5- or 6-membered
carbocyclic, aromatic or nonaromatic ring and a 5- or
6-membered heterocyclic, aromatic or nonaromatic ring
with 1 or 2 heteroatoms which are selected, independently
of each other, from O, N and S, with the carbocyclic or
heterocyclic ring being able to have one or two
substituents which are selected, independently of each
other, from C,-Cg-alkyl, phenyl, phenoxy, halogen,
C,~Cg¢~alkoxy, OH, NO;, CF3 and CHF,, and with two of the
substituents R5, R7 and R8 being able to form, together
with the carbon atoms of the phenyl ring to which they
are bonded, a phenyl, cyclopentyl or cyclohexyl ring
which is fused to the phenyl ring, with the possibility
for one or two of the CH or CH; groups in the fused ring
being replaced by a nitrogen atom, an NH or an N-C;-Cg
alkyl group;

and the salts thereof with physiologically tolerated acids.

A compound as claimed in claim 1 of the formula I, where X is
CH,>CH;.

A compound as claimed in claim 1 or 2 of the formula I, where
A is C4-Cjp-alkylene or Cj3;-Cip-alkylene which comprises at
least one group Z which is selected from 0, S, COO, CO, a
double bond or triple bond and C3-Cg-cycloalkyl.
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A compound as claimed in one of the preceding claims of the
formula I, where A is C4-Cjp-alkylene of C3-C p-alkylene which
comprises at least one group Z which is selected from O, S,
a double bond and cyclohexyl.

A compound as claimed in one of the preceding claims of the
formula I, where R? is an aromatic radical which is
unsubstituted or has one or two substituents which are
selected, independently of each other, from C;-Cg-alkyl, OH,
C1-Cg-alkoxy, phenyl, CN and halogen.

A compound as claimed in one of the preceding claims of the
formula I, where R2 is H, C;-Cg-alkyl, phenyl, thienyl,
furanyl, tetrazolyl, pyrrolyl, pyridyl or pyrazinyl.

A compound as claimed in one of the preceding claims of the
formula I, where R! is H, C;-Cg-alkyl or C3-Cg~cycloalkyl.

A compound as claimed in one of the preceding claims of the
formula I, where R6, R7 and R® are selected, independently of
each other, from H, C;-C¢-alkyl, OH, C;-Cg-alkoxy,
C1-C¢-akylthio-C;-Cg-alkyl, halogen, CN, NO,, SO;R3, SO,;NR3R¢
and CONR3R%.

A compound as claimed in claim 1 of the formula I, where

Rl is H, C;-Cg-alkyl or phenyl,

R?2 is H, C;-Cg¢-alkyl, phenyl, thienyl, furanyl, tetrazolyl,
pyrrolyl, thiazolyl or pyrazinyl,

A is -SC3-Cjpo-alkylene which may comprise a double bond,
and

R6, R7 and R® are selected from H, C;-Cg-alkyl, C;-Cg-alkoxy,
halogen, SO,NR3R4, CN, NO,, CF3, CONR3R4, CHF,, OSO,CF;,
OCF3; and NHSO;-C;-Cg-alkyl.

A compound which is selected from
1-{2-[3-({4-methyl-5-[4-(trifluoromethyl)phenyl]-4H-1,2,4-~
triazol-3-yl}sulfanyl)propyl]-1,2,3,4-tetrahydroisochino-
lin-7-yl}-ethanon;
1-(2-{3~[(4-methyl-5-(3-cyano)phenyl~4H-1,2,4-triazol-3-yl)
sufanyl]propyl}-1,2,3,4-tetrahydroisochinolin-7-yl)ethanon;
1-{2-[3-({4-methyl-5-phenyl-4H-1,2,4-triazol-3~yl}sul-
fanyl)propyl]-1,2,3,4~-tetrahydroisochinolin-7-yl}ethanon;
1-{2-[3-({5-(2,4~-dinitrophenyl)-4-methyl]-4H-1,2,4-triazol-
3-yl}-sulfanyl)propyl]-1,2,3,4-tetrahydroisochinolin-7-yl}-
ethanon;
1-(2-{3-[(4-methyl-5-(3-methoxy)phenyl-4H-1,2,4~triazol-



" #$UR' ()*+,-./0123456789: ; g JuL 7003
<=>? @ABCDEFGHI JKLMNOPQRSTUWWKYZ[ \ ] ~_" abcdef ghi j kl mmopqr st uvwxyz{| ?~

" #$UR' ()*+,-./0123456789: ;

<=>?@\BCDEFGHI JKLM\IODQ?STUVV\XYZ[ \ A " cdef ghi j kl mopqr st uvwxyz{| } ~

I H#BUR () *+, - 3456789; .

<= >7@ABCDEFG}HéTiﬁaW35 fERM&&Qﬁ\ﬁ/?_AaB st RS Ry 2 PR

L #SUR () *+, - .FOUN23456789: ;

<= >o@mBCDEFGHE&NENN@PQR$¥Uvmn¥Kpur6 -pheerkf4hil/ Rl Anbpipzalnsmyy 2 fp} ~

" H#$OR' () * +, - . £kRA342689)+1,2,3,4~tetrahydroisochinolin-7-yl}ethanon;

<2 @BCDEFGH ) @Iwyy@ca \ph%nyabmefmw k- aRepnr siyavwerz{ | } ~
I< fisng:DEFGHl ,\:etr h?:h? slac no%ln-r A tyl\)ethaﬁ)?~
rids H 1g J4 trlaggl 3-yl} s¥11

| " HG9& () * +, - 1 gphenyl rUpy
<= >7@ABCDEFC}HQHQMW%BPQR$1UVM%¥ZPWrKet§§%¥R#QﬁﬁqCRFRﬂb%ﬁn%ﬁﬁkbﬁ%?E%??r

P #SUR' () *+, - . VOP23856]89cyclopropyl-5-phenyl-4H-1,2,4-triazol-3-yl}sul-
<=>? @\BPEFGH sHes'YoR ﬁm/vém[ ML%etabﬁytﬁfcgmojckhﬁapmmlﬁwﬂiaﬁd:& und
M HEOUR () * +, - %@5 -phenyl -4H-1,2,4-triazol-3-

<=>?7 GBCDEFCH #w%@@% M&Y%s[ 2 etk PRI SO BYZ L -

| " HSUR () *+, -

<=>7?@A\BCDEFGHI JKLM\IODQ?STU\/V\XYZ[\]"_ abcdef ghi j kIl mopqgr st uvwxyz{| } ~
" #SUR () *H, .- A (PhRImeeF8bical which comprises at least one compound as
<=>7? @A\BCDEFCHI clEliMEIGPRSIhd/\WEY £laliths * abealef g whieké naomepratiavex ydge ther

P #SY& () * +, - iAW PAE61806gically acceptable excipients and/or adjuvants.
<=>7@A\BCDEFGHI JKLM\IODQ?STU\/V\XYZ[Y\ ]~ _"abcdef ghij kl mopqgr st uvwxyz{| } ~

P HSUR () *t, -
<=>?@\B GHI é%é:’ S%:J\)\Wf[g R Co%%odlenfd%ﬁl | RFHHS A ﬁ\l}ﬁo(gg{cf]}@m
| HSUR () *+, - L aP94ER gereparin pharmaceutical for treating diseases
<= >9@\B@)EFG—IIV§KI9M\I€P€P@NJ\AN(\'@F\ EnflegngrefofhApRémirep dssreoery | } ~
I"#PUR () *+, - .arkb8456¥8%r agonists.
<=>? @GABCDEFGHI JKLMNOPQRSTUVWKYZ[ \ ] ~_" abcdef ghi j kl mopqr st uvwxyz{| } ~
" #$9& () *+,-./0123456789: ;
<=>?@A\BCDEFGHI JKLMNOPQRSTUWKYZ[\ ]~ " abcdef ghi j kl mopqgr st uvwxyz{| } ~
P"#$UR' () *+,-./0123456789: ;
<=>? @A FGHI JKLIMNOPQRSTUVWKYZ[ \ ] " abcdef ghi j kI mopgr st uvwxyz{| } ~
" #$9& () *+,-./0123456789: ;
<=>7?@A\BCDEFGHI JKLM\IODQ?STUVV\XYZ[ \]"_"abcdef ghij kl mopgr st uvwxyz{| } ~
!"#$%&'()* - .1 0123456789 : ; <=>?2@ABCDEF
GHI J KL MNO PQRSTUVWXYZ[\]’\ "abcdef ghij kil
mnop@rstuvwxyz{]|} ~

PELIITT e it

"THISI BT (1) !+
|<|—|>|’?|@A|B|C|DE
alblcldlelflglhl|ljl
rrrrrrrrrrrrrrrrrrnl

"HUSTE ()" " 4"
L >’7@ABCDEFGHIJKLMNO UV'WXYZ[\]"
a"b"c"d"efghljklmnopqrstuvvvxyz{|}~

.
5
3=
-
I\)
00

'UU'I

,QCD

=g~

S

—|©

LD 000 " HHHHHHHE S

H #" HHHH Y5 8 #(#)#*#+# H#- #. #] HOH1#2HIHAHDHOHTHBHOH: #,

H<H=H>H#21 @ A BHCHDHERFHGHHH #IHKHLHEMENE O PHQERFSHTHUBVEWEXHYHZH] #\ #] #°#_# #
attb#cHd#eHt #O#h#i #] #KH#| HMENHORPHAHT HSH HUBVHWEXHY HZH{ #| #) H~HHHHHHHHHHH
B
HHHHHHHHHHH A S555$3553F $55 553353555 SS55555S
$! $" SHPEIUBES $(F) $* $+9F, $- 5. $/ $051$2$354$5$6$7$8%$9%: $;

$<$=$>$%% @ASBSCSDSESFSCEHS | $ISKSLEMENS OB PSQBRSSSTSUSVEVBXSYSZS[ $\ $] $7$_$° $
a$bscsdsedf $g$hsi $j $k$l IBn$oSpSqPr $sPt SUSVIWEXPY Pz H{ $| $} $~FPFPFPFEF$P$5S
SEERNERRERREEREESEESEESRERRERREEEBEESEESEESRESRERRER SRR IR
PSSP IPPPSTTIIPPPPSTTTIPPPPSTT$$$$$90800888000 Y886 YBBALLEBBBB8B888888/0

% %8 YBHUBIBBRYS % %) U8 %% % Y% % YA YRIYBYAIBYE YT YBYDYs %
U =0 YR U@AYBYCYDYEYVF YA % YKV YDMANVOYPYYRYSYT VAKX YZ Y % % % % % %
a%%%%%w%%%W%wwm%w%%%%%www%%%%%wwwwmmmm




